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Ketonpogen Codapma 100 mg/2 ml umxexunoren pasteop. -~ - ool e ommeesensneens

Ketoprofen Sopharma 100 mg/2 m! solution for injection g 18, 06201

1. HME HA JJEKAPCTBEHUSA MPOAYKT

2, KAYECTBEH H KOJIMYECTBEH CBhCTAB

B 1 ml uHsKkeKUMOHEH Pa3TBOp ce chabpXar 50 mg OT aKTHBHOTO BEIMECTBO KeTONPOQeH

(ketoprofen).

Besika ammyna ot 2 ml vrokexipuoHeH pa3Tsop chabpxa 100 mg oT akTHBHOTO BELIECTBO
keronpodeH (ketoprofen).

ToMomuo BEIIECTBO ¢ HIBECTHO NEHCTRHE: OEH3IKMNO0B AJIKOXO0I.
3a 0BjIHMA CIIHCEK Ha DOMOHIHKUTE BElleCTRA, BIDKTE TOUKA 6.1.

3. JEKAPCTBEHA ®OPMA

Hskeknponen pasTeop
BbucThp, Ge3rBETEH Pa3TBOP, MPAKTHYECKH CBOOOIEH OT 4aCTHLIH.

4. KIHHHAYHHA JAHHHA
4.1 TepaneBTHYHA HOKAIAHHS

KeronpogeH ¢ HecTepOHAHO MPOTHBOBB3NATHTEIHO JEKAPCTBO C MPOTHBOBL3NAIMTEICH,
aHANTeTH4eH M aHTUNUpeTHYeH edext. [Ipunara ce 3a obnexuaBade Ha Gonkara NPA HAKOH OOTKORH
CHHAPOMH H 34 Jle4eHHe Ha BLINATUTENHH, JCreHEPaTHBHA i METaBONMTHH PeBMATHIHH
3abonspaHus.

ITokazanusaTa 3a ynotpeba Ha Ketonpogen Codapma ca:

bonxa:
- MOCTONEparHPHH OONKH,
- BonesneHa MeHCTpYaLMs;
- OosiKa B pe3yNTaT Ha KOCTHH TYMOPHH METACTa3H;
- NocTTpaBMaTHvHa Donka;
enu30] Ha OBOpeYHa KOMHKA.

Peemamuyunu 3abonseanun:
- PEeBMATOMIEH apTPHT,
- CEpOJIOrHYHO HETATHBEH CMOHAHIOAPTPUT (AHKHIIO3HPALL CIIOHAMIHT, HCOPHATHYCH aPTPHT,
peaKTHBEH apTPHT);
- nojarpa, nceBAonoaarpa;
- OCTE0apTPHT,
- HM3BBLHCTaBEH PEBMATH3BM (TEHAMHMWT, OYPCHT, KaNCYJIMT Ha paMoTO),

4.2 J[lo3upoBKA H HAYRH HA OPHIOKEHHE

ﬂoagpomca

Buspacmnu u wonouu nao 15 200unu




[IpenopbunTenHaTa AETPAMYCKYJIRa A03a € 100 mg e Wau ABa MbTH JHEBHO. AKO €
HeoOXOMMO NeYEHHETO MOKE Aa cE CHIPOBOIM OT TIEPOPATHA, PeKTalHa WH TPAHCAEPMATHA

TepamHiL.

Ifpoas/oKkATENNA HHTPaBeno3na andysna: 100 mg - 200 mg keronpogden, paspenesu B 500 ml
HH}Yy3HoHeH pasTrop {0,9% Harpues xnopua, Ringer naxrar, rimoko3a) ce IPUIAraT 3a nepuos ot 8
vaca, HHOY3IHATA MOXeE /1a cE MOBTap4 mpe3 8 yaca. MakcuManHaTa Ko3upoBka e 200 mg 3a 24 vaca.

Kerorpoden Moxe a ce KOMOHHHpA ¢ LIEHTPAIHO ASHCTBALIM 2HATITETHIIN; MOXe Jia ce KOMOHHHupa
¢ MOpQHH B efHa H cbia 6anka: 10-20 mg Mopdun u 100-200 mg keTonpodeH ce paspexaar B

500 ml 0,9% narpuer xopun unn Pusrep nakrar u ce npunarar npe3 8 yaca. MakcumanHara
lo3upoeka € 200 mg 3a 24 yaca.

B13HEKBaHETO HA HEXENAHH JISKapCTBEHH PeaKLIHK MOXE /12 Ce CBeJie A0 MHHHUMYM C U3II0/I3BaHETO
Ha Hali-HHCKaTa e)eKTHBHA 034 33 BH3MOKHO Hail-KpaTKoTo Bpeme, Heobxonumo 3a obnexyasare
Ha CHMITOMMTe (BK. Touka 4.4).

MakchaManHata qHeBHa A03a e 200 mg keronpoden (3a Bocuuku Aozoeu opmu). [Ipean na ce
3anoune neuenue ¢ 200 mg keronpoden AHEBHO, TPAOBa Ja Ce MPelUeHH OTHOLIEHHETO PHCK/NON3A.
Ilo-BHCOKH R0O3H HE ca MPENnOPBYHTENHH {BXK. ToKa 4.4).

ITayuenmu e cmapuecka ev3pacm

[TaupieHTHTE B CTAPYECKA BE3PACT Ca WIMTOMKEHH Ha IOBMINEH PUCK OT TEXKH MOCISAHLH Ha
HEXEeNaHH peakivH.

I[Tpe HeoOXOMUMOCT CE H3MIOI3Ba Hali-HHCKATa 034 B MAUKEHTHT ce NMpocieaBa 3a CTOMAUIHO-
4pEBHO KbpBeHe 3a 4 CEIMHULH CJIe]] 3all04YBAHE Ha TEpParHATA.

Heouampuuna nonyaayus
He ce npunara 1 HIMa yCTaHOBEHA JIO3UPOBKA.

Hawis Ha npHnoxeHue
3a mapeHTepanHa ynoTpeba.

Ipenynpexnenne:
He cmecpaiite Tpamagoit H keronpodeH B eAHa M cbllla 6aHKa, Thit kaTo ce obpasyBa NMPELHTHTAT.

BaukuTe 3a WHQy3Ha TpAORa fa 6baaT 06BUTH B YepHA XapPTHA WIH ATyMHUHHEBO QOTHO, ThH KaTo
KeToMpodeH € UyBCTBUTE/ICH KbM CBETIIHHA.

Humpamycxynno npwiosicerue
Ketonpodern Codapma 100 mg/2 m! urkeknuHoHeH pasTBop ce MEvKeKTHpa 6aBHO, ABI00KO
WHTPArIyTealHoO, C/ic] NPeIBAPHTENHA ACTHPALHAL

Iopaam BB3MOKHATA NMOKBA HA aHA)HIAKTHYHK PEaKIMH 10 AJIEPTHYeH MoK, TpA0Ba Ja ce crna3sa
Bpeme 3a HaGmonenue Haki-manko 1 yac cien nrkextupanero Ha Ketonpoden Codapma.
MaumerTeT TpabGea Aa Obae HEGOPMHpaH 33 HEOOXOAMMOCTTA OT TA3H MApPKA.

B cay4aii Ha npore3npaHa Taso0eapeHa cTapa, MIHKEKTHPAHETO TPAGBA /1a Ce M3IBLPIUH OT JpyraTa
CTpaHa.

ITpoABIDKHTEHOCT Ha MPHIOKEHHE
JlekyBalHAT Jlekap B3eMa PEHICHHE 33 MPOALKHTETHOCTTa Ha IPHAOKEHHETO.

4.3 TIlporaBonokazasns




CBpPBXYYBCTBHTEITHOCT KbM AKTHBHOTO BELIIECTBO HITH HAKOE OT MMOMOIIHHTE BEISCTRA, H30pOcHH B
ToukKa 6.1.

Ketonpoder e mpoTHBOMOKA3aH:

- TIpH TaUMEHTH ¢ aHAMHE3a 3a peakUHH Ha CBPBX1YBCTBHTEIHOCT, MPOSBABALIA CE ¢
OpoHxocnaIbM, ACTMATHYHH [IPUCTHIH, PHHHT, YPTHKAPHS WM APYTH AICPIHYHH PeakilHH,
HHIYLMpAaHH OT KeTONpogeH, aAUeTIICATHLIIOBA KHCETHHA HITH IPYTH HECTEPOHIHH
[OPOTHROBB3NATHUTEITHH CPECTRa,

- NpH NaLHEHTH ¢ TEXKKA ChPAEYHA HEIOCTaTH4HOCT;

- 0pH (IALHEHTH C AKTHBHA MENTHYHA A3Ba HIIH C AHAMEE3A 33 PEKYPEHTHA NIeNTHYHA
A3Ba/KPBBOM3IIME (Ba HITH N0BEYE OTAEHE €IH30/1a HA A0KAa3aHa YIUCPAlHA HIH KbPBEHE, KAKTO U
MPH NALHEHTH ¢ AHAMHE3A 34 KbPBEHE, YIILIEPaLMs WITH MepQopalis OT CTpaHa Ha CTOMAILHO-
YPEBHUA TPAKT);

- MPH NALMEHTH C MO3bYHO-CHJ0B KPHBOMIIHB HITH JPYT aKTHREH KPEROHAITHE;

- MPH NALKMEHTH, KOHTO Ca CIJICHHH KbM KPBBOU3JIHMEH;

- IPH NalMCHTH C HApYIIEHHS B XEMOCTA34Ta HITH MIPOBEK/AHO AaHTHKOATYJIAHTHO JIEIEHHE;

- XeMOparHiHa AHaTe3a;

- TIPH MalMEHTH ¢ TeskKa ObOpeuHa HEIOCTATEYHOCT;

- MPH DalMEHTH C TEXKA YePHOAPOOHA HEAOCTATHYHOCT;

- pe3 NOC/Ie/{HHA TPHMECTEHD Ha OpemenHocTTa (BiK. TouKka 4.6).

KetonpodeH € NpoTHBONOKa3aH B CiyyaH Ha MOIBYHO-CHAOBO KEPBEHE HITH pyTa dopma Ha
AKTHBHO KBPBCHE.

44 Coenuanfu NpeAYNPCKICHE ¥ NPLANAIAA MEPKE IPH YHOTpeta

[NoBMINEHO BHHMAHHE CE M3MCKBA M [IPH NALMEHTH, NOMy4aBalii MEIHKAMCHTH, cioco0HH na
YBEJIMYAT PUCK2 OT A3BH WM KPbBOHITHE KaTO NEPOPAIHH KOPTHKOCTEPOH/IH, OPATHH
AHTHKOATY/TaHTH (Hanp. BapdapuH), celIeKTHBHETE HHXHONTOPA Ha OOPaTHOTO 3aXBallaHe Ha
cepotoruH (SSRIs), TpoMGouMTHHTE aHTHArpEraHTH (HAIp. aUETHICATHIAIOBA KHCEIHHA U
HMKOpaHaun) (BiK. To4ka 4.5).

Tpabsa na ce n3bsarea cEBMECTHOTO NMPHIOXKEHHE Ra KeTonpodeH ¢ Apyrd HCTIBC, BRIFOYHTENIHO B
CEJIEKTHBHATE HHXMOMTOPH Ha unkaookcHreHasa 2 (COX2-unxubutopH).

Hesxenanure peakuuy Morat ga 6sAaT HAMAJIEHH KaTo Ce H2MOT3Ba Hal-HUCKATa edeKTHBHA 1034 32
Hai-KpaTKoTo BpeMe, HEOOXOINMO J1a CE OBJIANIEAT CHMITTOMHMTE.

K’agseﬂe OM CIROMMUNRO-YPECHUA MPAKN, VIUCPAKRUR U neg_@ggagux:

KpuBOM3IHB OT CTOMAIIHO-YPEBHMSA TPAKT, yUepauys wiu nepopalma, KOHTO Morar 1a 0baaT u
taranuy, ca cbobmaranu 3a eruxe HCIIBC # Morar sa B3HHKHAT 110 BCAKO BpEME Ha JICUSHHETO,
CHC HIH O3 MpeAyNpeKAaBalH CHMITTOMH HITH aHAMHE3A 32 CEPHO3HH CTOMALIHO-UPERHH PEAKIMH
B MHHAJIOTO.

Hannue ca enHaeMKBONOrHYHY JaHHH, 1€ HMa BEPOATHOCT KeTolpodieH Ja e CBbP3aH C NOBHLICH
PHCK OT TE€KKa CTOMAUIHO-4YpeBHa TOKCHYHOCT, ChOTHOCHM C HAKOK JIPYTH HECTEPOHIHH
TMPOTHBOBBL3NAJIHTENHK CPEICTBA, 0COOEHO MPH BHCOKH JAO3H (BXK. TouKa 4.3).

PHCKBT OT KbpBEHE OT CTOMANIHO-UPEBHIN TPAKT CC YBENIHYARA ¢ MOBHITABAHE HA JOIMTE HA
HCIIBC, npn nauueHTH ¢ aHamHe3a 3a A3Ba, 0CODEHO aKo € YCIOXKHEHA C KPhBOH3IHB KITH
nepdopats (BxK. To¥Ka 4.3) H Np¥ NaUMCHTH B CTapYecKka Bh3pacT. TakWBa nauneHTH Tpadpa 1a
3aM04HAT NEYCHUETO ¢ BH3MOMHO Haji-nuckn Ao3u. [Ipy Takuba NalMEHTH, KAKTC H MPH NANHEHTH,
PH KOUTO € HAIIOKUTEIICH €AHOBPEMEHHHAT IIPUEM HA HHCKH J03H AlETHICHTHLMIO
HWIH APYTH JIEKAPCTBEHH NPOAYKTH, MOBHULIABANIHA TACTPO-HHTECTHHAITHUS PHCK (
Touka 4.5), Tpabea Aa ce 06cbaM kKoMOMHHPaHa TEPANHA C IPOTEKTHBHA ATSHTH (
MHM3ONIPOCTON HIH HHXMOGHTOPH HA NPOTOHHATA NIOMIIa).




TNanHeHTHTe ¢ aHAMHE3a 3a racTpO-HHTECTHHANHA TOKCHYHOCT, 0COOEHO KOTATO €a B CTapyYecKa
BB3pacT, TpabBa fa choOmaBaT BCHUKE HeOOHYAliHH CHMITTOMH B KOpeMHaTa obacT (ocobeno
KBPBEHE OT CTOMAIIHO-UPEeBHKA TPaKT) H 0co0EeHO B HAYATHMTE ETAITH Ha JICYCHHETO.

[auueHTH B cTapyecka BB3pacT

IIpH nanMenTH B cTapyecka BB3pacT Ce CPeIlaT Mo-4eCTO HEXEMAHH JIEKAPCTBEHH peaKiiv
ncaecTeHe Ha Tepaiis ¢ HCIIBC, ocofeHo ¢cToMAaInHO-YpeBHO KBPBEHE H nepdopaly, J0PH C
¢daranen u3xon (Bxk. Touka 4.2).

AXO BE3HHUKHE racTpO-HHTECTHHATHO KbPBEHe WIH YJILIEPALHsA [PH TALHEHTH, TIPHEMAITH
keronpodeH, neueHueTo TpAOBa 1 C& NPEKPaTH.

KnnMHHuYHK NpoyuBaHHUe H €NMHIEMUOJIOTHYHH AaHHH cOYaT, Ye H3non3eaneto Ha Hakon HCIIBC,
HECHIBPAALLH aleTHICATHIIIOBA KHCENHHA (0CO0eHO BBB BHCOKH J03H H NPH NPOIRGKHTCIHO
TIPHIOXKEHHE), MOXe 1a 6b/le CBBP3AHO C JIEKO [OBHILEH PUCK OT aPTEPHATIHH TPOMOOTHYHK
chOUTHs (Hanp. MHOKapaeH HHGAPKT WIH MO3bYeH HHCYNT). HAMa JOCTATHYHO JaHHH, 32 J1a ce
H3KJTIOYM TAKBB PHCK NpH ynorpefara Ha KeTonpodeH.

CepHO3HH KOXXHH PEAKIMH, HIKOK OT TAX (GaTaNHH, BiJI. €KC(PONMaTHREH AEPMATHT, CHHAPOM Ha
CruBbHC-J[XKOHCBH 1 TOKCHYHA enMepMalTHa HEKPO/IH3a, ¢a ¢hoSImaBalH MHOFO PAIKO BbB Bph3ka
¢ ynotpebara Ha HCITIBC (k. Touka 4.8). PuckbT oT TakiBa peakuii 3a MAITHEHTHTE € Hal-BHCOK B
Ha4Yal0TO Ha TepanuaTa, Karo B ronsM Gpoif or ciyuauTe Te ce nOABABAT [Ipe3 MhPBHUA MeCeLl OT
nedeHHeto. [IpnemsT Ha keTonpodieH TPAOBa 1a ce NPEKPaTH NMPH NOABATA HA ITBPBHTE CHMTOMH Ha
KOXEH OOPUB, I€3HM N0 THTABHIMTE KIH APYrd NPH3HALM HA CBPBXYYBCTBHTETHOCT.

Hpu RAWUERMU C AKINUBHA RenmMidHa A364 iU ¢ anaMNie3d 3a maxaea

OTHOCHTEHUAT PHCK OT CTOMALIHO-YPEBHO KEPBEHE Ce NNOBHINABa MPH MALHEHTH C HHCKA TENECHA
maca. AKO BR3HHKHE KbPBEHE OT CTOMALIHO-YPEBHUA TPAKT MM yILEepalis, fedeHHeTo Tpsabsa 1a
ce NpeyCTaHOBH He3adaBHO.

HCIIBC Tpabsa na ce npunarat ¢ MOBHINEHO BHHMAHUE [IPH MAlHEHTH C aHAMHE3A 33 CTOMAILHO-
yperHo 3abomaBane (yiaueposeH koiur, Gonect Ha Kpon), nopagu pp3MOXkHa ek3aliepbanius (Bix.
Touka 4.8).

Heo6x0aMMo € NOBHILEHO BHHMAHWE [IPH MALMEHTH ¢ XHNEPTOHUS WHIIH JIEKa 10 YMepeHa
KOHTECTHBHA ChPACTHA HEAOCTATHYHOCT, ThH KaTo ca ¢hODIIaBaHM 3aIbDKAHE HA TEYHOCTH H OTOK
no BpeMe Ha Tepanus ¢ HCIIBC,

[NaumseHTH ¢ acTMa, ACOUHHPaHA ¢ XPOHHYCH PHHHT, XPOHHYEH CHHY3HT H/HIIM Ha3aIHH ITOJIHITH, ca
€ 110-BHCOK PHCK OT [IpOABA HA alIEPryA KbM aueTuiacanuipwiosa kucenuna wuny HCIIBC B
cpaBHEHHE ¢ o0uara nomynaius. IlpunaraneTo na To3u IEKapCTBeH NPOAYKT MOXKE Ja IPEAH3BHKA
acTMaTHYCH NPHCTBI WIH OPOHXOCTIA3bM, 0COOEHO NPH MALMEHTH, AIEPTHYHY KBM
aueTHICATHIWIOBA Kucennna wiM HCTIBC (Bxk. Touka 4.3).

ITpy 3anouBaHe Ha NedeHUeTo OBOpeyHaTa QyHKuks TpsOBa BHAMATETHO /12 6B/1e NMpeLeHeHa fpy
TIALHEHTH CBC ChPIEYHA HEAOCTATHHHOCT, HIHPO3a WiH Hedpo3a, NpH MALHEHTH Ha AMYPETHYHO
NeYEHHE, MPH NAUMEHTH ¢ XpounyHa 616peyna HegoCTaTEYHOCT U 0CODEHO aKO MAIMEHTHTE Ca B
CTApUeCKa BH3pacT. [1pH Tesu naumeHTH NpHNaraHeTo Ha KeTonpogeH Moske 1a MpeJH3BKKa
MOHKCHHUE HA 6’56pet{l-[m[ IOTOK, MIPHYHHEHO OT NpoCcTarnasaHHOBATa HHXHﬁHLlHH, KOETO Ja
jaosele no Ou0peuHa JekoMneHCAIHA.

Crobinasa ce 32 MOBMILEH PHCK OT aPTEPHATHH TPOMOOTHYHN CHOMTHA TPH MALMEHTH, J1
nepHornepaTHeHa 6oJKa NpH OMepaltd 3a MocTaBaHe Ha Gajinac Ha KOpoHapHA apTep
HCIIBC, koHTO HE ChABPIKAT ACTIHPHH.

TpaHCaMHHA3HTE.



bpoAT Ha KpPBBHHTE KNETKH, YepHOApoObHaTa u 6nbpeunara dyHkims Tpa6Ba Aa ce KOHTpOAUpPAT NpH
[POTBL/IKHATEIHO JIeYeHHE.

MackHpaHe Ha CHMIITOMMTE Ha NOANEKANIHTE HHDEKIIHA

Keronpoden Moxke aa MackHpa CHMIOTOMETE Ha HH(EKIMA, KOETO MOXe Ja JoBeje 10 3abaBiHe Ha
3amoyBaHe HA MOJXOAALIO JIEYeHHe H N0 TO3H HAYKH Ja BAOIM H3X0na OT uHGpekumaTa. Tosa ce
HabmonaBa npy GaxTepuanHa MHEBMOHMA NpHA0GHTa B 00IIECTBOTO, KAKTO H TIpH 6aKTEPHAIHHTE
yCIoXHeHds Ha BapHuena. Korato ketonpogdeH ce npuiara 3a AeY¢HHE HA NOBHIIEHA TeMIIEpaTypa
M 32 obnexyaBaHe Ha Gonkara BEB BpE3Ka ¢ HHGEKIHS, CE [IpenophyYBa HabmoaeHue Ha
uHbekaTa. [IpH H3IBLHOONHMYHK YCIOBHA NAIKEHTET TPE0Ba /1a ce KOHCYTHpa C JIeKap ako
CHMITTOMMTE HEPCHCTHPAT WTH CC BJIOLIABAT.

XHICpKAIHEMEA
IpH ONACHOCT OT XHIEpKaTHEMHA (MpH AxabeT WM eAHOBpeMeHEH NpHeM Ha KalHii-ChbXpaHABALH

JMUYpPETHLH) (BK. To4Ka 4.5) HHBOTO Ha Kanuii B KPHBTa TpAOBA a ce KOHTPOJIHpa PENOBHO.

IpuiraraseTo Ha TO3H JIeKapcTBEH NMPOIYKT TPAGBA Ja ce MPEYCTAHOBH NPEH IOJIEMH XHPYPrH1HH
ornepaluH.

[Ipunaranero Ha HCIIBC moxke na noenuse deprrinuTeTa H ynotpebara AM npHu KCHH B
penpoAYKTHRHA BB3DACT, AKENaellH 1a 3abpemetenT, He ce npenopbusa. [Ipu xkenu ¢
PenpoAYKTHBEH 3aTPYAHEHHA IWIH TaKUBa, KOHTO (IPOBEXKIAT HACIEIBAHUA 32 CTEPHUIHOCT, TpabBa
Ae ce obcbAM npeycTaHoBARaHe Ha neuenne ¢ HCTIBC.

Keronpodes Moxe Aa ce npurara ¥ B KOMOHHALAS ¢ MOPQHHOBM IPOH3BOLHH NPH CHIIHA BoNKa.

ToBa nexapcTBo Chanpka 50 mg DeH3MNOB ANMKOXON BHB BCAKA aMITyna oT 2 ml, KOHTO ca
EKBHBAJICHTHH Ha 25 mg/ml. Moke 1a npHuHHH AlleprayHy peakuHH.

Tpabsa 1a ce MOTHPCH KOHCYNTALMA ¢ JIeKap WiH (apmalieBT npu OPEMEHHH HIH KBPMEILH XKCHH,
3aueTo GEH3MIOB AIKOXO0 B rOSMO KOJIHYECTBO MOXKE /Ia C€ HATPYNa B OPraHH3Ma M MOXKe /13
NpHYHHA MeTaboNIuTHA alHI03a.

T'onemu oGemMH TPAORA 13 Ce WIIOM3BAT C NOBHUIIICHO BHHMAHHE M CAMO Ko € HeoOXOHMOo, ocobeHo
NpH THLA ¢ YepHOAPOOHO WK ORGPEYHO YBpeKIaHe 1Opaal PHCK OT KyMyJIHPaHE H TOKCHYHOCT
{MeTabONHATHA allMA03a).

4.5 BsaumoaeiicTBHe ¢ IpYrn JeKApCTEEHH NPOIYKTH B ApYrH GOpMH HA Bl3auMojeiicTBae
KoMOHBAHK, KOBTO HE ce NPeHOPHLYBAT HIIH €A NPOTHBONOKAZAHH

He ce npenopbaBa eAHOBPEMEHHOTO NPHJICKEHUE HA KETONPOPEH ChE CIeAHRATE JEKAPCTBEHH
OpoAyKTH

HApyeu HCIIBC (exmovumento cenexmuenu unxubumopu na yurxiooxcuzenasza 2 — COX-2) u
CanuywIamuy 6v8 suUCOKY 0031 NOPATH MOBHIIEH PHCK OT CTOMAINHO-YPEBHA YIIIEPalMa U KbpPBEHE.

Aumuxoazyaanmu: TIOBHILEH PHCK OT KbPBEHE:

- XenapuH;

- AHTarCHHUCTH Ha BuTaMHH K (Hanp. aphapun);

- MHXHOMTOPH Ha TpoMOOLMTHATA arperauud (HAMP. THKIOMMAKH, KIOMHAOTpen);

- uHXxubuTOpH Ha TPOMOMH (Hanp. naburarpaH);

- JUpeKTHH HexubuTOpH Ha (akTop Xa (Hanp. anukcaGal, puBapokcabaH, enokcabaH).
AKO eTHOBpEeMEHHATA yNnotpeda He MOXe Ja ce aberHe, MauMeHTsT TpaOBa Aa 6bie
TIOBHILIEHO BHUMAHHE.

Jlumuigi: NopajM PHCK OT [MOBHIIABAHE Ha IUTA3MEHHTE HHBA HA JIUTHI, KOUTO I
QOCTHTHAT TOKCHYHH CTORHOCTH 3apajH HaMaleHaTa My Ob0peuna eKckpenua
He0DX0AMMO, [UTA3MEHHTE HUBA HAa TMTHIA TpA0Ba Ja cc KOHTPONMPAT BHHMA
KOPHTHPAT 1o Bpeme Ha ¥ ciexl Tepanua ¢ HCIIBC.
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Memompexcan ¢ dozu, no-eucoxu om 15 mg/ceomuuno: TOpaaH NOBHILIEH PHCK OT XEMaTOIOrHYHA
TOKCHYHOCT Ha METOTpeKCar, 0cofeHO KOrarTo ¢ NPHIATaH BbB BUCOKH J03H (> 15 mg/cenMuyHO),
OB/KAUIO CC BEPOATHO Ha M3MECTBAHE HA CBBP3aHMA ¢ TUIa3MEeHHTE OENThLM METOTPEKCAT K Ha
HaMancHua My 6nbpeyeH kmHpbHe. Heobxomumo e 1a waMHHAT noHe 12 yaca MEKAY NPHEMa Ha
KeTonpodeH ¥ IPUIAraHeTO HA METOTPEKCAT.

Kom6unanud, KOHTO H3IHCKBAT UpeANA3HH MEPKH

Huypemuyu

MauuenTure, 0cOOEHO NEXMAPATHPAHNTE [IALMEHTH, IPHEMAIIH AHYPETHIIM, ¢4 C NOBHIIEH PHCK OT
pa3BuTHE Ha GLOpEHA HEOCTATHYHOCT, THIIKAIIA C€ HA HaMaJleHHa ObOpedeH NoToK nopaay
OpOCTArIAHAHHOBAT2 MHXMOMIMA. TakiBa nauuenTd TpaOra Aa ObAaT pexnipaTHPaHH IPERH
3aro4paHe Ha eHOBpeMeHeH npueM karo 6xbpednaTa dyukums TpAOBa Ja ce NPOKOHTPONMPA MIPH
3aMo4YBaHe Ha JIe4eHHeTo (BxX. Touka 4.4).

ACE-unxubumopu u anzcomenzun l-anmazonucmu

Ilpn nattieHTH ¢ HapyuwieHa 6s0pedHa GyHKkIMa {Harp. ACXHAPATHPAHH NALUMEHTH WK NaLHCHTH B
cTapuecKa Bh3pacT) enHoBpeMeHHaTa ynoTpeda Ha ACE-HHXHOHTOp WIH aHTarOHHMCT Ha
anuruoTeH3HH Il ¢ue cpeacTBa, KOMTO HHXHOHPAT LIMKIOOKCHIeHA3aTa, MOTAT JIa IoBeaT Ao no-
HATATBIIHO BICINaBaHe Ha OpOpevHaTa QyHKLMA, BKIIOTHTEIHO H 10 ocTpa 660peuna
HEIOCTATHYHOCT.

Memompexcam e 0o3u no-nucxu om 15 mg/ceomunno

[1pes neperTe CenMULYM HA EAHOBPEMEHHOTO NPHIOXKEHHE TPA6BA exKeceIMHYHO Ja C& KOHTPOIHpa
ITEJIHATA KPBBHA KAPTHHA. AKO € HalHle NpoMaHa Ha 6hOpeyHara QyHKIMA HIH 2KO NAIIHEHTET € B
cTapyecka Bb3pacT, KOHTPONET TPAOBA fla Ce OCBHINECTRABA MO-9ECTO.

Kopmuxocmepouou
EnHOBpEMEHHOTO IPHIIOKEHHE YBEJIHYABA PACKA OT CTOMALTHO-YPEBHH YJILIEPALMH H XEMOParuu
(BkK. TouKa 4 .4).

Tenoghosup
Ennospemennara ynorpeba Ha TerodosHp musonpokcit (kato ¢ymapar) u HCIIBC moxe na

YBENWYM pHcKa oT 61L0peuna HeoCTATBUHOCT.

Huxopanoun
EnnoepeMennuat npuem Ha Hukopanaun 1 HCTIBC Moxe na yBe/TMUH PHCKa OT CEPHO3HA
YCIIOAKHEHHA KATO CTOMAITHO-MPEBHA YALEpaLHA, epdopaliMa 1 XeMOparua.

Copoeunu anuko3uou

He e nokaszano $papmMakoKHHETHYHO B3aWMOEHCTBHE MEKIY KeTonpoteH u auroxcHH. IIpenopbusa
ce BHUMaHMe, oco0eHo NpH nauHeHTH ¢ DB0pedHa nepocTaThuHocT, TH kato HCIIBC morar aa
Hamanat 6x6pedHata GyurumMs u 1a HaManaT 6LOpeuHns KIHPBHC Ha CHPACYHHTE [ITHKO3HIHM.

Kombnnannn, xonTo TpuGBa Ja ce B3IEMAT [0/ BHUMaHHE

Armuxunepmensusnu cpeocmsa (bema-bnoxepu, ACE-unxubumopu, ouypemuyy)

PHCK OT HaManeHHe Ha aHTHXHOepTeH3HBHUA edexT (nopaau uHxubHpaHe HA CHAOPASIIMPABALLMTE
npocrarnanauun ot HCITBC).

Tpombonumuyu
TToRHIOEH PHCK OT KBPBEHE.

Cenexmusnu unxubumopu na obpamnomo 3axsawane Ha cepomonun (SSRIs)
VeeauueH pHCK OT racTpo-MHTECTHHANIHA XeMoparud (Bx. Touka 4.4).

PHCK, CBBP33H ¢ XHOEPKATHEMHS:




IToeuIeH pHCK OT MOABA HA XHIIEPKATMEMHA MOXKE [a ¢ce HABmonasa NpH €THOBPEMEHHOTO
TIPAIOKEHHE Ha KeTONpodeH ¢ HAKOH JIEKAPCTBEHH MPOXAYKTH KATO KATHEBH COJTH; KaJIHi-
cbxpangeamy guyperuiy; ACE-uuuxubutopy; anrdorensus Il-anraronmcry; apyru HCIIBC;
XCTAPHHH { HHCKO-MOJIEKYTHH MITH HeGPaKLIMOHHPAHK); HMYHOCYTIPECOPH, HAIID. YUKAOCROPUH WAl
maxporumyc, mpumemonpum. Iloapata Ha XUnNepKATHEMIS MOKE Ja 3aBHCH OT HAJTHYHMETO Ha KO-
daxTop. PucksT € 0co00eHO BUCOK NPH KaNMii-ChHXPaHABALIH MY PETHIH, 0CO0EHO aKO CE H3710/13BaT
TIOBEYE OT €HH 3a¢HO HIIH KO ¢ MPH/IATAT 3aeHO ¢ KATHEBH COJIH, JOKATO €JHOBPEMEHHOTO
npwioxenre Ha ACE-unxuburopu u HCTIBC npeacrasnssa no-MarsK pHCK, CTHFA Ja €& CIIa3Bar
NIPENOPLYHTENHATE [IPESANA3HA MEPKH.

3a fa ce ONpeneNAT PUCKOBETE H NPEANAIHHTE MEPKH, KOHTO €A BATHIHH 34 XHICPKATEMHYHHTE
BELIECTBA, TpAOBa Aa ce B3¢MaT NMpeABH B3aUMOAEHCTBHATA, CrieH(IUYHE 33 BCAKC BEUIECTBO.
BrIpexu ge He ca onmucanH cnelHpHYHH B3aHMOACHCTBHA 10 OTHOLIEHHE HA PUCKOBETE 34
OMPEACICHH BEINECTBA, KATO TPHMETOIMPHM, TE3H BEILECTEA BCE OLe MOraT [ia CE Pasryieikaar KaTo
CTHMYAHPAIHA GaKTOpH B KOMOHHALIMA ¢ JPYTH JEKAPCTBEHH MPOAYKTH.

Puck, cevpian ¢ aumuazpezanmnomo deticmeue 6Lpxy mpomboyumume.

Hsxonko cyGcTaHimy BIH3AT BHB B3aMMOCHCTBHE [IOPAIH CBOS AHTHAIPETAHTEH eEKT:
THpodmbaH, errradubarua, abmkcumalb i wicnpoct. Ynorpebata Ha HAKOIKO TPOMOOLMTHH
AHTHArPETaHTa YBe/IMuaBa PHCKA OT KbpBEHE (Bik. To9Ka 4.4).

Kombunayuu. koumo mpnbea da ce umam npedauo.
LIMKIOCIOPHH, TAKPOIMMYC: PHCK OT aJHTHBEH HeppoTOKCHYEH edieKT, 0COOEHO NPH MALHEHTH B

cTapyecKa Bb3pacT.

4.6 ®epraimTeT, OpEMEUHOCT A KLPMEHE

bpeMeHHocT

HuxnOHpaneTo Ha CHHTE3a HA IPOCTArAHAWHM MOXE J]a HMa HeOIaronpuaTeH eeKT BepXy
OpeMEHHOCTTA W/HITH BLPXY eMOPHOHATHOTO Wik deTanHo passuTre. JlauHNTE OT
€NHAECMHONOTHYHHTE NPOYYBAHHSA MPEATIONAraT HOBHINIEH PHCK OT CIIOHTAHEH abopT, CHPACUHH
mMandopMallMH H TACTPOCXH3HC cliefl yrorpebaTa Ha MEXMOMTOPH Ha MPOCTArJaHAMHOBHS CHHIES B
paHHa OPEMEHHOCT.

AGCOMOTHHAT PHCK OT CHPACHHA MaOpMaUH € yBeTHIEH 0T < 1% no okono 1,5%.

CumnrTa Ce, 4e PHCKBT Ce YBETHUARA C MOBHIABAHE HA J1034Ta M YIB/DKABAHE HA IPOAB/DKHTEIHOCTTA
Ha TepanuaTa. [IpH )KHBOTHH € MOKa3aHO, Ye MPHJIArAaHEeTO Ha MHXHOHTOP HA NMPOCTArTaHIHHOBATA
CHHTE3a BOJM /IO YBEIHYEHA 3aryGa npeH | e MMILTAHTaIMATA | Ha emOpHodeTanna CMBbPTHOCT.
OcBeH TOBa, HMa CHOOIIEHUA 32 [TOBALIEHA YECTOTA HA pa3jiMuHd Man(hOpMaliH, BKIIOYHTENHO
ChPACYHO-CH0BH NPH XKHBOTHH, HOTy4aBallld HHXHOHTOp HAa NPOCTArIAHAMHOBATA CHHTE3A IO
BpEME Ha NMepHoJia Ha OPraHOTeHe3aTa.

IIpe3 MLPBHSA H BTOPHA TPUMECTBD Ha OpeMeHHOCTTa KeTonpode TpaOea /a ce NpeanytcBa caMmo
aKo ¢ abcomoTHO HeoOXoaUMO. AKO KETORpOdEH Ce M3MON3BA TIPH JKEHH, KOUTO CE OITMTRAT J1a
3abpeMeHesT WIH [10 BpeMe Ha MbPBHS ¥ BTOPHS TPHMECTHP Ha OpeMeHHOCTTa, J03aTa TpsOBa 1a
Oblie BE3IMOKHO Hali-HUCKATa H MPOTBIDKATEHOCTTA HA IPHEMA - BE3MOXKHO Hal-KpaTKa.

I1o speme na mpemusn mpumecntop:
Bcuukn HHXHOHTOPH Ha NPOCTArJIaHIMHOBATA CHHTE3A, BKIOUYHTEIHO KETONpPOogdeH, Morar ja
[IPHUHHAT HA PETYCA CASAHOTO;
- KapaHO-NYJMOHAIHA TOKCHYHOCT {C TIpeXKACBpeMEeHHO 3aTBapaHe Ha ductus arteriosus
botalli 1 6enoapolHa XunepToHUA);
- peHanHa AHCYHKIMA, KOATO MOKE Ja TIporpecupa o 6s0peuHa HeOCTaTEYHO
OJTHTOXMAPaAMHHOH;
a CIHOBPEMEHHO HA MaifkaTa W 1I0Aa B Kpas Ha OGPEeMeHHOCTTa M Ha HOBOPOJEH
- BB3MOXHO YIB/DKaBaHC Ha BPEMETO Ha KhPBEHE, aHTHarperaHTeH ede
MPOSIBH JIOPH NIPH MHOTO HUCKH J03H;
- HHXHOHpaHe HA MATOMHUTE KOHTPAKUHH H BIIOCIEACTRHE 3a0aBeHO W
paxnaHe.




[Topann ToBa ynoTpebara Ha keTonpodeH npe3s TPeTHs TPHMECTHP Ha GpeMeHHOCTTa €
MPOTHBOMOKA3aHa.

Knpmene
Hama aaHHH 32 H31TBHBAHETO Ha KetonpodeH B kkpMara. [lopaau Toea Tol He Ce npenopnYsa Hpy

KbpMa4KH.

Deprinvrer
VYnorpebara Ha HCIIBC Moxe ia nornrse Ha GepTHIHTETa NPH XXEHH H 33T0BA HE CE NPEnophYsa
[PH 3KEHH, KOHUTO C€ OMMTBAT Ja 3abpeMeHesT (BX. Touka 4.4).

4.7 Ederts Bbopxy cnocobnocrTa 32 modnpane 7 paGora ¢ MAIHHE

ItaienTure TpadBa na ObAAT NMpeLyNpeACHH 32 BEPOATHOCTTA OT CHHJIMBOCT, YMOPA, 3aMasHOCT,
3PUTEJTHH HApYLIeHHA WH KOHBYACHK. Te MOraT 1a MpOMEHAT CIOCOOHOCTTA MM 32 PEKLHA H A3
BJIOLLIAT cTIOCOGHOCTTA HM Jia oupat M Aa pabotar ¢ Mammay. [lpenopreura ce ga He modHpaT U
Na u3bareaT paboTa ¢ MaIMHH, aKO Ce TOSBH HAKOMH OT Te3H CHMITTOMH.

AKO ce NOSBAT 3PHTETHH HApYLLUCHUA, NAlHEHTHTE He TpAOBa Aa Wohupar WIH 1a paboTaT ¢
MAIIIHHHA.

4.8 Hexenann JeKapCTEEHH PEAKIHE

Hexemanure nexapcTBEHH PEaKlHH ca KIacHpMIUPaHH MO CHCTEMAaTa OpraH Kiiac H B 3aBHCHMOCT
OT 4ECTOTATA MM, KATO CE NpPIUIAra cjie/iHaTa Kiacudukauus: MHoro vectd (> 1/10); uectu (= 1/100
1o < 1/10); nemectr (& 1/1 000 mo < 1/100); peaku > 1/10 000 go < 1/1 000); MHOTO peaxH

(< 1710 000); ¢ HeM3BeCTHa YeCTOTa {OT HATHYHHATE JAHHH HE MOKe Aa Obae HanpaBeHa OLEHKA).

CaeqHATE AEeXKeIeHH PeAKIHM ca cLobmaBann npn ynorpeba Ha ketorpoden NpH BH3IPACTHH!
Hapyuwienun na xpvema u aumgnama cucmema

Hevwecmu: TpOM60].[Pl'I‘01'lBH.P[ﬂ, arpanynomrroaa, XEeMOITHTHYHA aHCMUA, JICBKONICHHA,
Pedxu: xemoparyuna aHeMus.

Hapywenua na umyunama cucmema
Mhuozo pedrxu; aHabDUNAKTHIHH PEAKIMH, BKTIOYHTEIHO IHOK.

Hapywenua na memabonusma u xpanenemo
C neuzgecmna yecmoma: XUIOHATPUEMHUSA, XHIIEPKUTHEMHESA {BXK. TOUKH 4.4 H 4.5).

Hcuxwuny napyuienus
C neuseecmna wvecmoma: HapylleHHd HA HACTPOSHUETO, OOBLPKAHOCT.

Hapywenun na nepenama cucmema

Yecmu: rnasobonue, 3aMasHOCT;

Hevecmu: ¢bHIHBOCT;

C neuseecmna vecmoma: KOHBYJICHM, BEPTHTO, aCeNITHICH MEHHHTHT.

Ha EHUA HA guume
Pedxu: 3ambrneno 3penue (Bx. Touka 4.4).

Hapyvuenus ua yxomo u sabupunma
Yecmu: THHHTYC.

Cwpoeynu Hapyuwenus
C Heuseecmua 4ecmoma: ChpAEYHA HEAOCTATEYHOCT.




Cwdosu Rapyuierun
C neussecmua yecmoma: XHNePTOHNs, BACKYJIMT (BKJI. JICBKOIATOMACTHYEH BaCKYJIHT).

Pecnupamopru, 2pe0nu u Meduacmunainu HapyuieHus

Heuecmu: puaury, GpoHxocnazsm (0cobeHo Npy aneprus KM aleTHICATHIITIOBA KMCETHHA H
apyrure HCTIBC);

Peodru: actma.

Cmomauino-upegnu Rapyuienus
Hafi-yecTuTe He)KenaHH peakLMM ca OT CTpaHa Ha CTOMaLIHO-4YPEBRUA TpakT. Morar na ce

Habmoaapar nenTHYHa 1383, nepdopaums Wi KbPBEHE 0T CTOMAITHO-YPEBHHA TPAKT, MNOHAKOra
¢aTanno, 0cobeHO IPH NaLHEHTH B cTapuecKa Bh3pacT (BX. Touka 4.4). [anene, nospoinane,
Avapus, GraTyneHups, KOHCTUTIALMA, TUCTIETICHS, KopeMHa GoJka, MEJICHa, XeMATEME3a, YIILEPO3eH
CTOMATHT, ek3auepbauus Ha komuT ¥ Ha Gonectra Ha Kpon (Bx. Touka 4.4) ca cpobliasaHy cien
npueM. Io-paako e HabmogasaH racTpHT.

Yecmu: raneHe, KopeMHu GONKH, qHAPHS, KOHCTHIALMA, TOBPHINAHE H CTOMATHT;

Heuecmu: ractpur;

Pedxu: nenTvuna 238a;

Mno20 pedxu: KONAT, TACTPO-HHTECTHHAIIHA XEMOparks H epQopaliys;

C neuzeecmna vecmoma: CTOMAIIHO-YPEBEH TUCKOMQOPT, cromatnia 6onka, pelKH CTyyad Ha
KOJIHT, TAHKPEaTHT.

Xenamo-bunuapnuy napyuienus

Peoxu: XenaruT, NOBHLIEHH TPaHCAMUHA3H, MOBHIICHH HIBA HA OMHpyOHH nopaaH yepHoapobHo
HapYLICHHE.

Hapuwenun na xoxcama u nookoxcHama moxav

Hecmu: KoxKHHA OOGpPUBH;

Hevecmu: npypuryc, anoneums, yprukapms,

Pedxu: HOTOUYBCTEHTENHOCT;

Mhno20 pedxu: GyNO3HH epYTILIHY, BKIIOUHTENHO CUROPOM Ha Stevens-Johnson, TOKCHYHA
enuaepMaiiHa Hekponusa (cundpom na Lyell), ocTpa reHepain3pana eK3aHTEMaTHA (TyCTYNO34;
C newzsecmna vecmoma: BNOMABAHE HA XPOHUYHA YPTHKAPHA, AHTHOE/IEM.

Hapywenus na 6v6peyume u nuxounume nemuya

B13M0XHA € peTeHUHs Ha BO/a/COMH ¢ Bh3IMOXKEH e/1eM, XHepKanueMus (BX. ToukH 4.4 1 4.5)
Bb3amoikna e oprannuHa 656peyna yBpena, KOATO MOXKe Aa JoBee A0 ocTpa Ob6peuna
HEOCTATBYHOCT: CHOOINABAT CE OTAENHH CIIydaH Ha TyOy/THa HEKpO3a H PEHAJIHA [AlTHIApHA
HeKpo3a.

M#uozo pedxu: octpa OBOpeyHa HEAOCTATEYHOCT, TyOyno-uHTepeTHLMaNeH HepHT, HehpoTHYEH
CHHZIPOM.

Oﬁggu RApYUienus u e@xmu HU MACTROMO HA NPWIOOICEHUE

B13MOXHO € la Bb3HHKHAT PEaKiMy HA MACTOTO HA MHDKEKTHPAHE, BIUIFOYHTEIIHO 3a4€PRABAHE,
3aTOIUIAHE H Dolka.

Hevecmu: enem;

C neussecmua vecmoma: GoNka M ycelliaHe 3a APEHe Ha MACTOTO Ha MIDKEKTHPAHE, PEakLMK Ha
MACTOTO Ha HIDKEKTHPAHE, BIUTIOUBAIH AEPMATHT, H3BECTEH KaTO CHHAPOM Ha Hukonay.
KnHuMYHHTE NPOyYBaHHMs H EIMAEMHONOrMYHUATE JAHHU NPEAIIONATAT, Ye H3TOI3BAHETO HA HAKOH
HCIIBC (oco6eno BBB BUCOKH JA03H H NIPH NPOLWDKUTENHA yroTpeba) Moxke Jia 6bie CBBP3aHo ©
HOBHILIEH PHCK OT apTepHaiiH TpoMOoTHYHH ¢hOMTHA (Hallp. HHDAPKT Ha MHOKApIA HIH H
{Bac. TOuKa 4.4).

CrobmaBane HA HOJOIMPAHH HEXKEIZHH PeaKIHH

Crofb1aBaneTo Ha MOJO3MPAHE HEXENAHH PEAKLMH CIIE/l Pa3pelliaBaHe 3a YIOTPe
NeKapCTBEHHA MPOAYKT € BaxHO. ToBa no3poisAea Ja NPoNL/LKH HaOMOAEHHETO H
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NONI33/PHCK 34 JIEKApCTBEHUA NPOAYKT, OT MEAHLIMHCKATE CIICUHANMCTH CE H3HCKBA /1a Chodasar
BCsKa MOA03MPAHA HEKEIAHA PEaKiiig upes:

HznennvTenHa areHLus 10 eKapcTBaTa

yi. ,Jamsn I'pyes™ Ne 8,

1303 Codum,

Ten.: +359 2 8903417

yebcait: www.bda.bg

4.9 TIlpeao3npane

CHMITOMM Ha Npe03HpaHe
Ilpu BB3pACTHH MALMEHTH OCHOBHHTE NPH3HALM Ha [IPSAO3MpaHe ca [apofoIHe, CBETOBLPTEN,

3aMAaAHOCT, CLHJIMBOCT, raieHe, MOBPELIAHE, JuapHd, kopemuH 60aku. B ciryuaii Ha Texka
HMHTOKCHKAUNMA c& HAOMOAaBaT XHIOTOHHKE, NOTHCKAHE HA JHIIAHETO H CTOMALTHO-YPEBHA
KPBEOH3TMBH.

TepaneBTHUHH MepKH
He chitiecTByBa cieum¢pHyeH aHTHAOT.

IammenTeT TpsOBa He3abaBHO Aa Obae NpHeT B CELHANTH3HpaHa OOJTHHLIA, KBAETO Ja C€ 3aI04YHE
CHMIITOMATHYHO JIeYeHHE.

5. ®APMAKOJOI'MYHH CBOUCTBA
5.1 QapmMaxkoaHHAMHYHE CROHCTBA

PapmaxoTepanesTHIRa rpyna: HecTepouHH NpOTHBOBB3NATIHTETHN W AHTHPEBMATHYHH

cpefctea, IIpou3BoaHN Ha NPONTHOHOBATA KHCEIHHE
ATC xog: MO1AEQ3

Mexanuzvm na deticmeue

Keronpoden nma uexuburope edexr sppxy (pOCTANIAHINRHOBHS H JICBKOTPHCHOBHA CHHTE3 Ype3
HHXHOHpaHe Ha ¢H3KMa LHKIIOOKCHTeHasa (node apara usoensuma COX-1 1 COX-2), koiito
KATAIW3HPa NPOCTArIaHANHOBHA CHHTE3 B METa0ONH3MA HA apaxHI0HOBATA KHCEJIHHA.
KeronpodgeH crabuwinzupa niunozomunre MemOpanu in vifro u in vivo, iMa RHXHONTOPEH edexT
BBPXY JIEEKOTPHEHOBHA CHHTES BbB BHCOKH KOHLIEHTPALMK in vilro H MPHTEXaBa
aHTHODPATHKHHHHOBA aKTHBHOCT.

MexaHH3MET Ha aHTHITHPETHYHOTO JeHCTBHE HA KeTonpodeH He ¢ H3BECTEH, BEPOATHO HHXHOHpa
npocrarnaiaunosua cunre3 B LIHC (naii-BepodaTHO B XHNoTANaMyca).

TITpH HAKOH eHH KeTonpodeH NOTHCKA CHMITTOMHMTE Ha MBPEMYHA NHCMEHOPES, BEPOATHO upes
MHXHOWpaHE Ha MPOCTATIAHAMHOBMA CHHTE3 H/WIH ehpeKTa Ha MpoCTarIaHAWHHTE.

5.2 PapMakoKHHEETHYIHH cBOHcTBA

Ab6copbims
CpeanuTe 1U1a3MeHH HHBA 5 MHHYTH C/1€/l MHHTPABEHO3HA HHOY3HA H 4 MHHYTH CJIE IPeKPATABaHE
Ha NMPHJIOXEHHETO ca 26,4 £ 5.4 pg/ml. BuonannuHocTTa € 90%.

Pasnpenenenue
Kerompogen e 99% cebpaan ¢ m1asMeHUTe POTEHHH, MaBHO ¢ anbymuna. Heroeuat obem aa

paznpeaenenne B ThkanuTe € 0,1-0,2 Vkg. Keronpodien mpoHHKBa B CHHOBHAIHATA TEUH
yaca cliefl npunoxenHeTo Ha 100 mg keronpoden, miasMeHaTa My KOHLEHTPALKA € 11
3pg/ml, a KoHUEHTpaLMATa My B CHHOBHATHATa TeuHocT 1,5 pg/ml. Cnen 9 yaca nne
konuenTpauus € 0,3 pg/ml, a KOHUeHTpauuaTa My B CHHOBHAJIHATA TeuHocT 0,8 pg/fy
O3HaYagsa, 9e KeTonopheH neHeTpupa HaBHO B CHHORHAJIHATA TEYHOCT H 6aBHO c¢ €
[OKATO [UIA3IMEHHTE My KOHIIEHTpallMi HaMaJisBaT no-0sp30. PaBHoBecHuTE KOHLIEF
KeTonpodeH ce AocTrar 24 yaca cien npunokenneTo my. [Ipu xopa B cTapuecKa BE
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PaBHOBECHHTE KOHLICHTPALMH ¢ IOCTHraT ciieA 8,7 Jaca H paInsar Ha 6,3 pg/ml. 15 MEHYTH cnej,
€IHOKpaTHA WHTPaMyCKyJIHa no3a ot 100 mg keronpodeH ca perucTpHpanH KOHLICHTPAUMH B
cepyMa H 1epeGpoCIMHANHATA TeYHOCT. MakKCHMATHH IU1a3MEHH KOHLICHTPAlIHH HA KETOTIpodeH ce
nocrurar cieg 2 yaca (1,3 pg/ml).

buotpauchopm H eIUMHEHpAHE

Ketonpoder ce MeTabonu3upa HHTEHIMBHO OT YEPHOAPOOHHTE MHKPO30ManHi eH3uMi. CBBp3Ba ce
¢ NIOKYPOHOBAaTa KHCEIHHA H ¢ €IMMHHHAPA OT TSIOTO B TaKbB BHA. Clieq nepopaiHO NPUIOKEHHE
rasMeHHa KiHpsHe € 1,16 ml/min‘kg. [lopanu 6bp3us meTabonn3bM OHOIOrMUHHAT MY TIOMYXKHBOT
e camo 2 4aca. Jlo 80% or keronpodeH ce ekckperHpa ¢ ypuHaTa, riasHo (noseue oT 90%) mog
dopmara Ha keTonpodeH TIFOKYpoHuy, a npubnusurento 10% ce exckperupar ¢ eneca. [Ipu
nauxeHTH ¢ 6x0peuna HeAOCTATHYHOCT KeTONpodeH ce eNAMHHYPA TIo-0aBHO 1 GHONOTHYHKS MY
NOIYKHEBOT c¢ YAB/bKaBa ¢ 1 uac. [Ipu nanmenTH ¢ yepHoapoOHA HEAOCTATEYHOCT KeTonpodeH
MOXE [1a KyMyJIMpa B ThKaHuTe. MeTaGo/M3MbT M STHMHHHMPAHETO HA KeTonpoteH ca no-0asHH NpH
X0pa B cTapyecka Bb3pacT. To3u dakt uMa KTHHHYHO 3HAYEHHE CaMO NPH NALMEHTH ¢ HaMaJlleHa
6u0peura GyHKLH.

5.3 Ilpepxkinnuunu JanHHA 32 HE300aCHOCT

Toxcuunocm om ednoxpamnama d03a
Cnen nepopanuo npunoxenue [.Ds va keronpoden npu muixy ¢ 360 mg/kg, npu rwrexose

160 mg/kg 1 npx MOpcKH cBuHYeTa npubanszuTento 1300 mg/kg. LDsy Ha KeTonpodeH e HAKONKO
[IBTH [I0-BHCOKA OT TAa3H H& HHIAOMETALIHH.

&OHH'IM MOKCUYHOCH

Ha rurexoBe ca Japanu nepopanku ao3u 2, 6 wiu 18 mg/kg xeronpodeH, ChOTBETHO 3a 4 CEAMHIIH.
Or 6-5 10 30-a Aen ymupar camo 10% ot xuBotHuTe, TpetHpauu ¢ 18 mg/kg. [Ipu HAKoH NIBXOBE
€a BB3HHKHA/IM CTOMALIHHU #3BH. [IpH OIMTH ¢ KydeTa € JOKTaIBaHO CaMO 33 CTOMAIIHH Y/ILICPaliHH,
HO BCHYKH KHBOTHH ca ITPEXXMBETH ONHTHTE. B cpaBHeHHe ¢ HHAOMeTaLUHH, 50% OT :KHBOTHHTE Ca
YMPEJIH [IPH 4032 OT 6 mg HHAOMETALMH HA KIWIOTPaM TEJIECHO TerJlo, a npd ao3a ot 18 mg/kg
CBOTBETHO BCHYKH JKHBOTHH Ca YMPETH.

[pu u3cne/iBaHeTO B NPOABKEHME Ha 6 Mecerla ca OHITH 1aBaHH MIEPOPAITHO K034 OT 3, 6 unn 9 mg
KeronpodeH Ha Kiiorpam TenecHa maca. Cnen 8 ceamuum 53% OT MBIKKMTE [LTBXOBE TIPH 032 OT
6 mg/Kkg ca yMpenu i CHOTBETHO 67% OT MEKKHUTE i 20% OT KEHCKHTE ILTHXOBE, TPETHPAHH C 1032
oT 9 mg/kg. Ilpu sxkuBOTHHTE, MONYYaBaIU TIpenapara B 1o3a 9 mg/kg, MIasMeHaTa IPOTCHHOBA
KOHILIEHTPaLHA € HAMAITANIA | € 0TOEIIA3aHO NMOBHIIEHHE HA TerJI0TO HA CJIE3KATa H uepHHA Apob. 3a
I'PYNIATA HA NPEXHBENINTE JKHBOTHH HE ¢a CHOOIIABAHH 3HAYMMH (IATONOTHYHH MMPOMEHH.

Kanyepozennocm, mymazennocm. eruanue e epHuLIEmema

HzcneapaHuaTa NPH MMILKY 32 XPOHHYHA TOKCHYHOCT TIPH TIEPOPATHO NPHIOKEHHE (10

32 mg/kg/24 h) He noKa3BaT HATMYME HA KAHLIEPOTEHEH NOTEHIHAN Ha ketonpoden. KeronpodeH He
JIEMOHCTpHpA MYTAreHEH NoTeHNMan H mpM T.Hap. Ames Test. [lpunaranero Ha xeronpodeH npa
MBXKKH ITBX0Be (110 9 mg/kg/24 h) Hama 3HauMM eeKT BBpXy PEMPOAYKTHBHATA CNOCOOHOCT H
¢eprHanTera. IIpu xeHcku IIBXoRe € 0TOENA3AHO HaMalleHHe Ha Gpos Ha MMIUIAHTALMOHHUTE
MecTa, [pH NpUIoKEeHHe Ha 103H oT 6 1o 9 mg/kg/24 h. [Tpu MBKKH KydeTa ce poABABa
HHXHOMIHA HA CIIepPMATOrEHE3aTa.

IIpu H3non3BaHe Ha BHCOKHM NO3K Bh3HMKBA HAMAllEHHE HA TEMIOTO HA TECTHCHTE MPH Ky4eTa K
MaiMyHH.

Tepamozennocm
[Ipe TepaToreHHH H3cIEIBAHKA KeTONPOodeH € npriarad Ha MHIIKHA B TO3M 10 12

wrexoBe 10 9 mg/kg/24 h, kato He ca mokazaHK HAKAKBH TEPATOreHHH WIH eMOpHy
edexru. Hlpu oTnentu n3cnensanns, NPOBEACHM CbC 3aiitiM, TOKCHUHHTE 32 MalKh
CBBP3aHH ¢ eMOPHOTOKCHYHOCT, HO HE H ¢ TEPATOTEHHOCT.
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6. PDAPMANEBTHYIHM TAHHH

6.1 CnBEcHLK HAa NOMOITHHTE BEIMECTBA
ApruHun

Bensunop ankoxon

JIaMOHEHa KHCETHHA MOHOXHIPAT

Boxaa 3a mikexuHH

6.2 HecheEMecTEMOCTH

Keronpoder Cogapma 100 mg/2 mi #ibkeKUHOHEH pa3TBOp € ChBMecTHM ¢ 0,9% pa3Trop Ha
HaTpHER X1opua, PRATepoB pasreop 4 5% pa3Teop Ha rnoko3a.

6.3 Cpox Ha rognoct

2 roJHMHMH.
Cnen oTpapstie HA AMITYNaTa JIEK2PCTBEHHAT NPOAYKT TpaAGBa Aa ce H3mon3sa He3abaBHo.

6.4 Croenuaaun ycJoBHS HAa ChbXpaHeHHE

Tozu MEIHMIMHCKHA MPOOYKT HE M3HCKBA CIICHHMAITHH TEMIICPATYPHH YCIIOBHA 32 CBXPAHCHHE.
Hace ChXpaHdaRa B OPHIHHAIHATE OTMAKOBKA, 34 Aa CE NMpeAnai3H OT CBECTIIHHA.

6.5 BHI H chAnPXAANE HA OHAKOBKATA

JlexkapcTBEHUAT MPOAYKT € A03MPAH B aMITYJIH OT KagaBO CTHKIO ¢ BMECTEMOCT 2 mi, ¢ MapKHpOBKa
3a oTBapAHe Ha ammyarta. Ha pcaka aMmyna uMa camo3anenpail ce eTHKeT.

Kytuac 1, §, 10, 50 wan 100 ammyma.
1 (enana), 5 {met) unm 10 (gecer) ammynu ca onakoeanu B 6muctep oT PVC dronmo.

1 (eann), 5 (ner) wim 10 (necer) 6;McTepa M THCTOBKA C HHCTPYKLMH 3a ynotpeda Ca [TOCTABEHH B
KapTOHEHA KYTHA.

He BcHukH BHIORE OTIAKOBKM MOTar Aa OBAaT MycHATH Ha na3apa.
6.6 Cpennanus ODpeANa3Hd MEPKH NPH H3IXBLPJAAHE H padora

Hama cneunanau H3HMCKBAHMA.

7. IIPHTEXATE/J HA PASPEINEHUETO 3A YIIOTPEBA

Codapma AJT

yi1. UnueHcko moce 16
1220 Codun

Buiarapus

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

Peructpaumonen Ne 20200225
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9. JATA HA IThPBO PAPEMNIABAHE/MIOJHOBABAHE HA PASPEINIEHHUETO 3A
YIIOTPEBA

Jlata Ha mepEBO paspewaeane: 26.11.2020r.
Jata Ha nocnexHo NoAHOBABAHE:

10. JAATA HA AKTYA/IMIHPAHE HA TEKCTA

Anpun 2021 r.

14



