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Aclexa 100 mg capsules, hard
Aclexa 200 mg capsules, hard
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2 KAYECTBEH U KOJIMYECTBEH CbCTAB

Besaka kancyaa cbabpka 100 mg uenekokeud (celecoxib).
Bcesika kancyaa cbabpxka 200 mg uenekokcH0 (celecoxib).

[ToMOLIIHO BeleCTBO ¢ U3BECTHO NEHUCTBHUE:

100 mg kancyau, TBbpad | 200 mg kancyJii, TBbpAH
N1laKTO3a 24 mg 47 mg

3a MbJIHKA CMTUCBK HA MOMOLIIHMTE BELUECTBA, BHUXKTE TO4Ka 6.1.

3. JIEKAPCTBEHA ®OPMA

I'sbpaa kancyna

100 mg: Beska kancyJia ima 010 TSJ10 M Kanaye W € ¢ Ab/bkyiHa 15,4 mm — 16,2 mm; kancyJiure
CbAbpAKAT O€/IK 10 NMOUTH OeJIK rpaHyJIH.

200 mg: Bceska kancynia uma kKaheHHKaBO-XKbATO TAJI0 M Karnaye v € ¢ aAb/bkuHa 18,9 mm — 19,7 mm:;
KarncyJ/JuTe ChbaAbpxKaT 051 10 noyTH 041 rpaHynar.

4. KJIUMWHUYHHU JAHHHA

4.1 TepaneBTHYHH NOKA3AHHS

AKJIEKCA € MOKAa3aH NMpH Bb3PACTHH 33 CUMITTOMATHYHO JIEYEHHE HA OCTEOAPTPHUT, PEBMATOMU/IEH
apTPUT U AHKHWJ103UpaLLL CITOH/IAJIAT.

PelnenueTo 3a npeanuMcBaHe Ha CeleKTUBEH LMKJI00KcUreHasa-2 (COX-2) nHxuburop TpsOBa na ce
OCHOBaBa Ha OLICHKA HA UAJIOCTHUSA PUCK MPH OTAEIHUA MALMEHT (BXK. TOUKHU 4.3 U 4.4).

4.2 Jlo3MpOBKAa H HAYHH HA NPHJIOKEHHE

Jlo3upoBka
T karo cbpaeuHocbaoBute (CC) puckoBe Ha LieJIEKOKCHMO MOrar Jla HapacTBart ¢ 103aTa
NMPOAb/KMTEIHOCTTA HA €KCMO3ULIMA, TPAOBA 1a C€ M3MOJI3BAT Bb3MOKHO HaH-KpaTKaTa

MPOJAb/DKUTENHOCT Ha JIeUEHUE U HaW-HUCKaTa epeKTHBHA JAHEBHA no3a. Hyxaure Ha
CUMITTOMATHYHO O0JIEKYEHHE U OTTOBOPBT KbM JIEHEHHETO TpAOBa 1a ObaT Npeo
NEPHOIMYHO, OCOOEHO MNpPH NaUMeHTH ¢ octeoapTpHT (4.3,4.4,4.8 n 5.1).

Ocmeoapmpum
OOwuyaiiHaTa npenopbyuTeHa AHeBHA no3a € 200 mg, B3eTH HaBeAHbK AHEBH
aBa nprHeMa. [[py HAKOH NAUMEHTH C HEAOCTATBLYHO 00JIEKYABAHE HA CHMIITOMHM



oT 200 mg ABa NbTH AHEBHO MOE a YBeIHUH epUKacHOCTTa. TpabBa aa ObaaT 0O6CchbaeHH ApyrH
TEPANEBTHYHH BL3IMOXKHOCTH, AKO HAMA YBC/IHYEHHE B TEPANEBTUYHATA N0J13a CNEA ABE CEAMULLM.

Pegvamouoden apmpum

HauanHaTa npenopsuuTenta aHesHa no3a € 200 mg, pasaesienu B asa npunema. lIpu Hyxaa, no3ara
MOE NO-KbCcHO Na Obae yeenndeHa a0 200 mg asa nbTe aueBHo. Tpadea na 6baar 0OCbAEHH APYTH
TEPANEeBTHYHH Bb3MOXKHOCTH, aKO HAMA YBEIHYEHHE B TEPANEBTHYHATA NO/3a CRe ABE CEAMHLM.

Anxuiozupawy cnonowrum

[TpenopbyuTenHara aHesHa go3a € 200 mg, B3eTH HABEAHDBXK HJIH pa3leaeHu B 1Ba npuema. [lpu
ManbK OpoM NaUWeHTH C HeaoCcTaTbuHO obaeKkuaBaHe yBesnyeHara n03a or 400 mg eauH NbT AHEBHO
HJIM pa3de/iecHH B ABA NPHeMa MOXKE 12 NOBHILK €PEKTUBHOCTTA.

Tpabea na 6baaT 0OCBHAECHH APYrH TEPANEBTHYHH Bb3MOXKHOCTH, aKO HAMA YBCIHYCHHE B
TEepaneBTUYHATA N0J13a cel ABe CEAMMULIH.

MakcHManHara rpenopbuMTenHa aHeBHa no3a € 400 mg npu BCHUKH MoKa3aHuUA.

CrieqnanHy nonyaauuu

Hayuenmu 6 cmapyuecka ev3pacm

KakTo v ripy no-Miaan nauMeHTH, MbpBOHavanHo Tpadsa aa Ovaat u3nonizsanu 200 mg Ha aex. [pwu
HY>K/a 103aTa MOXe NO-KbCHO Aa Obae yBenuyeHa ao 200 mg aBa nbTH AHeBHO. OcOOEHO BHUMAHHE
€ HeoOXOANMMO NPH MALMEHTH B HanpeaHasa Bb3pacT ¢ TenecHo Terno noa S0 kg (Bxk. Toukn 4.4 1

5.2).

Yeproopobuo yepexcoatie

[Ipr nauKeHTH ¢ YCTAaHOBEHO YMEPEHO HEPHOAPOOHO HapYLUEeHHE Che cepyMeH anbymun 25-35 g/l
nevyeHuero Tpadea ga 6bae 3anoyHaTo ¢ NOJOBHHATA OT NPENnopbUYMTENHATa A03a. OMUTBLT NMPH TAKKBA
MALUUEHTH Ce OrpaHu4aBa A0 NALUMEHTH C LUpo3a (BXK. TOYKKM 4.3,4.4 n 5.2).

bwvbpeuno yspesxcoane
ONHUTBLT ¢ LEeNEKOKCHO NIPH MALMEHTH C KO HIIH YMEpEeHO O1OpeyHO yBpeKaaHe e OrpaHHueH,
C1e0BaTENHO, TAKWUBA NALMEHTH TPAOBA 1a ObJaT NeKyBaHU C MNOBHUIEHO BHUMAHHKE (BXK. TOUKH

43,4.4u35.2).

HHeduampuuna nonviayus
LlenexkokcHb He € MOKa3aH 3a ynoTpeba npu acua.

Jlowtu CYP2C9 memaboauzamopu

flauKeHTH, 32 KOUTO € H3BECTHO MM ¢ce ovakpa Aa Obaar nowu CYP2C9 meTabonnsatopu Bb3 OCHOBA
Ha ornpeAcnsaHe Ha TeHOTHIIA WK aHaMmHe3a/npeavuieH onut ¢ apyru CYP2C9 cyberparu, Tpsadea na
MPHEMAT LENEKOKCHO C MOBHLUIEHO BHUMAHHUE, ThbH KATO PUCKBLT OT A0303aBHCHMH HEXKENAHH peaKLivH
ce yBesinuana. [IpH 3anoUBaHE HA eYeHKE 1A Ce MMa NPEABUA NPUNOKEHHE HA 1033, ABa MbTH NO-
HUCKA OT Hal-HUCKATa MPENnopbyYHTENHA A03a (BXK. TOYKA 3.2).

HauyvH HA NpUIOKEHUE

3a NepopaiHO NPHIOKEHHE.

Karncynure TpabBa na ce nperabluaTt uein ¢ Boaa.
AKJIeKca MOXKe na ce npueMa ¢ wiM 6e3 xpaua.

4.3 IIporuBonoKkazaHHA

CBpbXUYBCTBUTEIHOCT KbM AKTHBHOTO BELIIECTBO WJIK KbM HAKOE OT MOMOLULHH
U30poeHH B Touka 6.1.




M3BecTHA CBPBXUYBCTBUTEIHOCT KbM CYTPOHAMKIM.
AKTHBHA NENTHYHA A3BA WIH KLPBEHE OT racTpouHTecTuHanHus (I'M) Tpakr.

[TaumenTy, HosieyBany OT acTMa, OCTbP PUHHT, HOCHHU NMOJNINH, AHTHOHEBPOTHYEH €EM, YPTUKAPHA
WK APYTH PeakUHH OT anepruyeH TUN el MPUeM Ha aUETHICATMUMIOBA KHCENWHA (2CNUPHH) WK
APYru HECTEPOMIHH NpoTHBOBb3NanuTeHM nekapeTea (HCTIBC), srmounrenno COX-2
HHXHOHKTOPH.

[Tpn 6peMeHHH U KEHU B AETEPOAHA Bb3PACT, OCBEH AKO HE U3NMOA3BAT €(PEKTHBEH METO/ HA
KOHTpauenuus (Bx. Touka 4.6). YcTaHOBEHO €, 4e UENCKOKCHO npean3BHKBa MasipOopMaLHK NPH
ABaTA €KCMEPHUMEHTAITHH KHBOTHHCKH BHIA (BX. TOUKH 4.6 1 5.3). TloTeHUMaNHUAT pUCK MpH HOBEKA
o BpeMe Ha OPEMEHHOCT € HEN3BECTEH, HO HE MOXKE Aa Obe W3KIIOUEH.

Kbnpmede (Bxk. ToukH 4.6 U 5.3).

Texko HapylmeHHe Ha yepHonpobHara PyHKUmns (cepyMeH andymuH < 25 g/l unn unaexc Ha Child-
Pugh > 10).

[TauuMeHTH ¢ OYaKBaH KPCATUHHUHOB KIHPBHC < 30 ml/MuUH.

BobananuTtenHo ypeBHO 3a00nsABaHe.
3acToitHa cvpacdHa HeaocTaTbuHOCT (1I-1V knac no NYHA).

YcTaHoBeHa HCXeMHUYHA D0flIeCT Ha ChpUETO, NepudepHa apTepyanHa 00necT U/ UNU MOIBYHO-ChA0BA
Oonecr.

4.4 CrnennanHH npeaynpexaeHHy H NpeAnaind MEPKH NPH ynoTpeda

["acTpouHTecTHanHU (I'H) edrexTH

[lpy nauKMeHTH, NEKYBAHU ¢ LHENEKOKCHD, ca OMNK HabIoJaBaHK YCITOXKHEHUA HA TOPHHUA U N0HUA
raCTPOUHTECTHUHANEH TPAKT [nepdopauni, 384 UaH KpbBouznueu(PUBS)], kaTo HAKOM OT TAX Ca
Ounu darannuu. [Ipenopbusa ce NOBUILIEHO BHUMAHHE NIPH JICYEHUE HA NALMEHTH C HAH-BUCOK PUCK OT
pa3BUTHUE Ha raCTPOUHTECTHHAIHY ycinoxkHeHHs ot HCITIBC; Te3u B HanpenHana Bu3pacT, naluHEHTH,
ynotpedsiBai4 eqHOBpeMeHHO KoeTo v aa € apyro HCTIBC nan tpomOouuTHH aHTHarperanTH (KaTo
AUCTHACATHIIMNIOBA KHCEJIMHA) UM FOKOKOPTHKOHWH, NALMEHTH YIOTPEOABALNA ATKOXO WIH
MaUMEHTH ¢ aHAMHE3a 3a raCTPOMHTECTHHANHO 3a00JIABaHe KaTo A3Ba U KbpBeHe oT ['H Tpakr.

[Ipy €AHOBPEMEHHO NE€UEHHE C ALETHICAIMLIMIOBA KHCENHUHA (AaXKE U B HUCKH AO3H) M LIEJIEKOKCHO
CbLUECTBYBA NOMBAHUTENHO MOBULIEH PUCK OT FACTPOMHTECTUHANHUN HEXKENAHH PEAKIIHU 3a
LHENEKOKCHUO (TracTPOUHTECTUHANTHH YiLepaUHH HIKM APYTH FACTPOMHTECTHHAIIHH YCIIOXKHEHHA ).

3Ha4MMa pas3fidka B raCTPOMHTECTHHANMHATA De30NacHOCT Mexay ceneKTHBHH COX-2 uHxudutopu +
aneTuncanMunioBa kucenuHa cnpamo HCIBC + auetuncanunnosa KMCeAWHA HE € JEMOHCTPUpaHa
B ABJATOCPOYHH KIIMHUYHH MPOY4BAHUA (BXK. TOYKA J.1).

Eannospemenna ynorpeba ¢ HCBIIC
EnnoBpemeHHaTa ynotpeba Ha uenekokcud u HeacnupuHoBd HCTIBC tpabea aa ce n3bs

CbpaeqHOCHA0BH eheKTH

YBenuueH Opoil cepro3Hu cbpacuHocbaoBH (CC) cbOMTHA, OCHOBHO HH(APKT HA M
HaO101aBaHK B AbJMOCPOHHO NMaauedo-KOHTPOIMpaHO NPOYUBaHE NMpU HHAWBUAN
a/ICHOMAaTO3HU MNOJIHINHK, JIEKYBAHHU ¢ Lenekokcud B Ao3u ot 200 mg nBa NbTH AHEBH
MbTH JHEBHO, CPaBHEHO ¢ Tauedo (Bx. Touka 5.1).




Tbit KaTO CHPAEHHOCHAOBUTE PUCKOBE HA LEAEKOKCHMO MOrar a HapacHar ¢ 103aTa H
NPOABLIMKHTENHOCTTA HA EKCNO3Muuus, TpAOBA Aa ce U3N0JI3BaT Bb3IMOXKHO Hal-KpaTKkarta
NPOABLKHTENHOCT HA JICHEHHE W Hal-HUCKaTa edexkTuBHa AHeBHa A03a. HCTIBC, BrustounTento
cenekTHBHUTE COX-2 HHXHOHUTOPH, ca CBBP3aHH C MOBHLIEH PHUCK OT CbPAEYHOCHI0BH H
TPOMOOTHUHH HEXKENaHH PeaKLUHH, KOraTo C€ B3eMaT IbJrocpoydHO. TOYHATA CTENEH Ha PHCKa,
CBbp3aHA ¢ €NHOKPATHA 034, HE € ONPEeAE/IeHa, HUTO € OnpeacieHa MPOAb/HKHUTENHOCTTA Ha
TepanuaTa, CBbp3aHa ¢ NoBULIEH pUCK. HyxaMTe Ha nauMeHTa OT CHMNATOMATHYHO OONEKYEHHUE H
OTrOBOPBT KbM JIEUEHHETO TPAOBa Aa ObAAT OLUEHABAHH MEPUOAHYHO, OCODEHO MPH MALMEHTH C
octeoapTpuT (4.2,4.3,48 n 5.1).

[TauueHTH CbC 3HAUMMU PHCKOBH (DAKTOPH 32 CbPACYHOCHAOBH CHOUTHA (HANp. XMNEPTOHUA,
XHMEPAHNMAEMHSA, 3axapeH auabeT, TIOTIOHONMYLeHe) TpsiOBa aa ObaaT JiekyBaHU € LUENEKOKCHO camo
C/ie/l BHUMATEIHA NpeueHKa (BxK. Touka 5.1).

CenektuBHHUTE COX-2 HHXHMOUTOPH HE Ca 3aMECTHTENIU HA ALETUNCAIHLUUIOBATA KUCENNHA 3a
npoUIaKTHKA HA CBPICHHOCHAOBH TPOMDOEMOOIMYHH 3ab0NABaHKs NOPadH JIMNICATA HA
aHTHArperaHTHH edgekTy. ETo 3awo, aHTHarperaHTHOTO JieueHUe He TpadBa aa Obae NpekpaTaBaHo
(B>k. TOuKa 5.1).

3aapbKKA HA TEHHOCTH U OTOLIM

KakTo u npu Apyrd NeKapcTBEHHU NPOAYKTH, HHXHOMpaW M MpocTarnaHaMHOBaTa CHHTE3a, NpH
NAUHEHTH, B3IEMALLH LEJEKOKCUHO, € Bb3MOXKHA 3aPbXKKa Ha TCHHOCTH M M04Ba HA OTOLM.
CnegoaTeiHO, uesiekokcud Tpadea ga Obe M3noa3BaH C NOBULIEHO BHUMAHHE TPH NMALMEHTH C
AHAMHE3A 3a CbPACUYHA HEAOCTATBLYHOCT, NEBOKAMEPHA AUCPYHKLIUA HITH XUNEPTOHUA H NPH
NalUeHTH C MPEILIECTBALUH OTOUHN C pa3HUCH NMPONU3X0A, ThH KATO NPOCTarnaHAMHOBATA HHXUOHLIUA
MOXKE Na JAOBeAe A0 BiIowaBate Ha ObOpeyHaTa QyHKUMS M 33 pbaKa HA TeUHOCTH. [1oBHILEHO
BHHMaHHE € HEOOXOJUMO W NPH MALMEHTH, MPOBCKAALUH JHYPETHUHO JIEYEHUE WITH C NMOBULLEH PHCK
OT XMMOBOJEMHUS 10 APYTH NMPHYHUHH

XUNOEPTOHUSA

Kakto Bcnuku HCTIBC, uenekokcub moxe na aoseae 40 Bb3HUKBAHETO HA HOBOIIOABHANIA CE
XMNEPTOHHA WM BIOLIABAHE HA BEYE CHLUSCTBYBALLA TAKABA, BCAKA OT KOUTO MOXKE 1A JOBEAE A0
yBeNM4YaBaHe Ha Opos Ha CbhpAeyHOCHAOBUTE ChOMTUA. [Topaau ToBa KPBBHOTO HanAraHe TpsOBa aAa ce
pOCNeNsBa CTPHUKTHO NpH 3aNoYBaHE HA TEparUATa C LEJIEKOKCHO M 10 BpeME Ha JICUEHHETO.

EdexTy BLpxy uepHoapobHaTa W 6b0peuHaTa dyHKUNA

KomnpoMeTupaha 6b0peuHa uin uepHoapobHa gpyHKkUMA U 0cobeHO ChpaeuHa AUCPYHKUHA ca No-
BEPOATHH MPH JKLA B HANPEAHANA BB3PAcT, MOpaAH KOETO NpH TAX TpsAOBa Aa 6bae ynpaxHaBaH
CbOTBETEH MEAULIMHCKH KOHTPO..

HCTIBC, BKJIIOYHTENHO LENEKOKCHO, MOrat Ja NpUYHHAT 0bOpeuHa TokcnuHocT. KnuHU4HM
NpoyuBaHUA C Lenekokcub nokazeart 6b0peuHu edekTy, noA0OHHU Ha Te3u, HabalonaBaHu NpH
ninon3eaHe Ha cpasiuTenHd HCTIBC. TlauneHTn, H310XKEeHH Ha No-rofisaM puck ot OnbpeuHa
TOKCHYHOCT, Ca OHE3M ¢ HapylleHa 6b0peuHa GyHKUHA, CbPASUHA HEAOCTATbYHOCT, YEPHOAPOOHA
AUCOYHKUMSA, OHE3U IPUEMALLH AHYPETHUH, HHXHOWTOPH HA aHFHOTEH3UH-KOHBEPTHPALUUS €H3HM
(ACE-uHxubuTopn), aHrnoreHzuH Il peuentopHy aHTaroOHUCTH U NMALMEHTH B HATIPEAHANA Bb3PACT
(B Touka 4.5). TakuBa nauueHTH TpaOBa Ja 6b1aT BHUMATENHO MPOCeJABaHU MO B
JIEYEHHE C LIENEKOKCUO.

Hakonko cnyuas Ha TeKKH yepHOApPOOHH peakuun, BKIIOYUTENHO PYyAMHHAHTE
daraneH uzxoa), 4epHoaApoOHa HEKPO3a U YEPHOAPODOHA HEAOCTATBYHOCT (HAK
HJIK M3UCKBALH YEPHOAPOOHA TPAHCNNAHTALMA ) ¢a ChOOLIEHU NPU NIEUEHHE C
CJy4aHuTe, B KOUTO € CbOOILEHO BpEME HA Bb3HUKBAHE, NOBEYETO TEKKH HEXena



peakUHH ca HACTBMWIH B PAMKHTE Ha €AWH MeCeLl CNel 3aMOYBaHE HA JICYEHHE C LUEJIEKOKCHD (BiK.
Touka 4.8).

AKO N0 BpeEME Ha IEYEHHE Ce BAOLIAT PYHKLIUUTE HA KOATO M 1a € OpraHHa CUCTEMa, ONUCaHH MNo-
rope, Tpa0Ba Aa ObAaT NpeaANpUETH NOAXOAALLLHM MEPKH M J1a C€ OOMHCIH NpeKpaTIBaHE Ha IEYEHHETO
C LUENEKOKCHO.

HMuxuburopu Ha CYP2D6

Lenekokcud nuxudbupa CYP2D6. Bunpeky ye ToH HE € CUNeH HHXHOUTOP HA TO3U €H3UM, MOXKE 114 €
HeOoOX0AMMO HaMANIEHHE Ha 103aTa Ha E€KapCTBa, H3UCKBAIKW HHAMBHAYANH3UpaHE HA TUHTPUPAHETO
Ha J03aTa nopaau ToBa, 4e ce metabonusupar ot CYP2D6 (Bx. Toqka 4.5).

bagHu CYP2C9 metabonnzaropu
[TauMeHTH, 33 KOUTO € H3BECTHO, ue ca Jouur CYP2C9 metabonuzaTopu, TpadbBa aa 6baat IEKYBaHH C
[IOBULIEHO BHUMAHHE (BXK. TOuKa 5.2).

KOXHHM U CUCTEMHH PEAKUMH HA CBPbLXYYBCTBHTEIHOCT

MHoro pagko ca cboOuUIaBaHK CEPHO3HH KOKHMH PEAKLIMH, HAKOW OT KOUTO (paTaHH, BKMTHOYUTEAHO
eKCPONNATUREH AEPMATHT, CHHAPOM Ha Stevens-Johnson U TokcHUHA eNHUASPMATHA HEKPOJIH3A, BbE
Bpb3ka ¢ ynorpebarta Ha uenekokcHbd (Bxk. Touka 4.8). [launeHTHTE BEPOATHO ¢a ¢ HAH-BUCOK PHCK OT
TAKWBA PEAKLHHU B HAYANOTO Ha JICYECHUETO,; NOABATA HA peaKLMATa B NOBEYETO CJlyyan ce HalmoaaBa
npe3 NbpBHA Mecel OT nedeHHeTo. [lpy nauMenTy, nonydasawm LeJeKOKCHO, nMa CboOLLEeHH 3a
CEPHO3HHM PeaKUHUH Ha CBPbXUYYBCTBUTENHOCT BISTIOHUTENHO aHA(DUIIAKCHA, aHTHOEEM U JIEKAPCTBEH
oOpuB ¢ eo3uHOPUNUA U cucTeMHH cuMNTOMH (DRESS, unu cMHapoM Ha CBpbXUyBCTBUTENHOCT) (BIK.
TouKa 4.8). [IpH NauneHTH ¢ aHaMHe3a 3a afieprua KbM CyaGOHAMHAN WIIH aNeprus KbM BCAKO APYro
NeKapcTBO MOXKE 1A ChLUECTBYBa NO-BUCOK PUCK OT CEPHO3HU KOXKHH PeakLUMU WA peaKkLMi Ha
CBPBXYYBCTBUTENHOCT (BxX. Touka 4.3). Llenekokcud Tpsbea na 6bae cnpaH npyd nbpsBara Mossa Ha
KOXKEH 00pHB, NYraBHYHH 1€3MN HIIK BCAKA ApPYra NposBa HA CBPbXYYBCTBHUTEIHOCT.

06wy edexru
Llenekokcud Moxe aa 3amackupa GedpUunuTeT WK ApYry NPOABH HA Bb3M1AJICHHUE.

Ynotpebda ¢ nepopaiHu AHTUKOAryJaHTH

[Ipyr nauMeHTH HA CHMBTCTBALLO JIEHEHHE ¢ Bap(apuH ¢a HabnoaaBaHU CepHO3HH CHOUTHSA HA
KbpBEHE, HAKOHW OT KOMTO ¢aTtanHu. [Ipu chitbTCTBaLLO SiedeHHe € ChOOIIEHO YABIKEHO
npotpoMOuHOBO Bpeme (INR). Cnenosarenno tpsadsa aa ¢ce cneay BHUMATENHO MPH MALMNUEHTH,
npyeMallyd sapdpapHH/mepopalHi aHTHUKOArYAaHTH OT KYMapHHOB THIT, 0COOEHO KOraTo e
MHHULHHUPAHO NIEYEHHE C LIEJIEKOKCHD MM 103aTa LIeIEKOKCHUO € MPpOMeHeHa (BxK. Touka 4.5).
EnnoepeMenHara ynorpeba Ha antukoarynanti ¢ HCTIBC moxke na yBenrMud pucka oT KbpBEHE.
Heobxoaumo € noBuULLEHO BHUMaHHUE NPH KOMOHHWpaHE HA LENEKOKCHO ¢ BapdapHH WK ApyTH
IEPOPATHA AHTHKOArYJIAHTH, BKJIKQUHTENHO HOBH AHTHKOArynaHTH (Hanp. anvkcabaH, naburarpaH M
puBapokcadaH).

[ToMOLIHK BewecTBa

AKJIeKca ChABPXKA JIAKTO3a U HATPHIA.
[launeHTH ¢ peakuTe HACAEACTBEHU NPOONEMH Ha HEMOHOCHMOCT KbM rajlakTo3a, IMbJEH JIAKTa3eH
NEGULIHT UK MTIOKO3HO-TaNakTo3Ha MantabcopOums He TpsOBa na npyUeMarT ToBa EKapCTBO.

Tosa nekapcTro ¢babpxka no-manko ot | mmol natpuii (23 mg) Ha karncyna, T.e. MOXe [a ce KaxKe, ye
NPAKTHYECKH HE CbABLPKA HATPHH.

4.5 BzaumogeiicTBHE ¢ APYrH 1eKapCcTBEHH NPOAYKTH H APYTH GopMn HA BYaghef

DapvaxodunaMuuru 63auModeticmeus
Aumuroazyianmu




[Tpu nauveHTH, nonyvasawiy BaphapuH WIH APYTrd aHTHKOAryJlaHTH, € HEOOXOAMMO
aHTUKOArylaHTHATa AKTHBHOCT, OCOOEHO NPE3 NbPBUTE HAKOJIKO AHH C/IE€A 3aMO4YBaHE W NPOMAHA
Ha A03aTa Ha LUENEeKOKCUO, Thi KATO MPU TE3H NALKUEHTH HMA NOBHLIEH PUCK OT XeMaTONOIMMHYHH
ycnoxHeHda. Cne10BaTeHO, NPH NalMEeHTH, NOJAYYaBally NEPOPATHH AHTHUKOATYIaHTH €
HEOOXOAMMO YECTO M3CeABAHE HA MPOTPOMOHHOBOTO BpEME/MEKAYHAPOAECH HOPMAH3HpaH
koedunneHT (INR), ocobeHo npe3 NbpBUTE AHM OT 3aNOYBAHE HA NEYEHHETO C LUEAEKOKCHO HITH
NpoMsHa B [03aTa Ha UEJIEKOKCHO (Bxk. Touka 4.4). CboOLLuaBa ce 3a XeMOparMuHi HHUHAEHTH,
CBBbP3aHH ¢ YAWDKABAHE HA NPOTPOMOUHOBOTO BpeMeE, NPEIHMHO MPH NAUWCHTH B HanpeaHana
Bb3PacCT, MOJyyaBally UENEKOKCHUD €/IHOBPEMEHHO C BapQaprH, HAKOHU OT KOUTO (aTalHH.

Aumuxunepmen3ustu cpeocmed

HCIBC morar na HamansaT eekra Ha aHTHXUNEPTEH3UBHH JIEKAPCTBEHU NPOAYKTH, BKITHOUHUTENHO
ACE uHXuOHUTOpH, aHrHOTEH3HH ] peenTopHY aHTarOHUCTH, AMYypeTHUH K OeTa Gnokepu. KakTto u
npu apyrute HCIIBC, puckbT o1 ocTpa OBOpeuHa HegoCTaTbYHOCT, KOSTO OOMKHOBEHO € 00paTHMma,
MOXKE€ 2 HapacHE NPH HAKOHU MaUKEHTH ¢ KOMNpoMeTHpana ObopeyuHa yHKuna (Hanp.
AEXUAPATUPAHH NALMEHTH, NAUMEHTH HA AMYPETUUHO IEHEHHE WIH NALHEHTH B HalpeAHAIA
pbipacT), korato ACE nnxubutopu, anrnorensux 1l peuenTopHu aHTaroHUCTH U/MIIM AHYpPETHLH Ce
koMbuHupat ¢ HCITIBC, Bxniouutento uenekokeud (Buxk Touka 4.4). ETo 3awo kombuHaumaTa
TpAOBa J1a ce npujara ¢ BHUMaHue, ocobeHO NMpH NaUMEHTH B HanpeaHana Bbh3pact. [launenture
TpAOBa na ObAAT aACKBATHO XMAPATUPAaHU U a c€ UMa NpeABH NpociieassaHe Ha OvOpeyHaTa
GyHKLUSA CieA 3anoYBaHe HA CbIBTCTBALLIATA TEPANUA H MEPUOIHYHO CJie/] TOBA.

B 28-1HeBHO KNTHHHUYHO POYYBAHE NPH MNAUUEHTH C TU3WMHONPUI-KOHTpOMpana xuneptonus I un 1l
CTEMeH, JeYeHHETO ¢ uenekokcub 200 mg nBa NbTH AHEBHO cNpsAMO naauedo, He BOAHW 10 KITHHUYHO
3HAYHUMO YBEJIMUEHHE HA CPEAHOTO AHEBHO CHCTONUYHO H AHACTOIHUYHO KPbBHO HANATAHE,
onpeaesiero upes 24-yacopo amOynaropHo wimepeade. [Ipu 48% oT nauueHTUTE, NEKYBAHU C
uenekokcd 200 mg aBa MbTH AHEBHO, CE€ CHUTA, Y€ HE Ca C€ NOBIUAIHN OT JICYEHHUETO C JIH3HHONPHA
NPH NOC/ASAHATa KNIMHUYHA BU3HTA (ONpee/ieHO KaTO AHAacTOIHYHO KPRBHO HaArade > 90 mmHg
HJIH MOBHLLIEHHE HA AUACTONTHYHOTO KPbBHO HanAraHe ¢ > 10% crnpsamMo U3xoaHuTe CTOMHOCTH), B
cpaBHeHHe ¢ 27% OT nauMeHTuTe Ha M1anebo; Ta3u pasivKa € CTATUCTUUECKH 3HAYUMA.

Lluxiocnopun u makpoaumyc

ITpeanonara ce, ye eaHOBpeMeHHOTO npunoxeHHe Ha HCIIBC n uuxnocnopuHn uian TakponuMyc
MOJKE Ja YBeJNYaBa HEPPOTOKCHHHUA €EKT Ha LUKIOCMOPHH WIH PECMIEKTHBHO HA TAKPOJIUMYC.
[Tpy kOMOHHHpaHE HA 11EJICKOKCHO 1 HIKOE OT Te3d JIEKapCTBEHU NPoAYKTH ObOpeunaTa dyHKUMS
Tpabea na Obae MOHMTOpPHpaHa.

Ayemuicaruyuiosd Kuceaunda

LlenekokcHd Moxe na Obae npunarad ¢ HUCKH 1034 aUETHICANTHLIMIIOBA KUCETUHA, HO HE €
3aMECTHTE/ Ha ALETH/ICAIMLIMNIOBATA KMCEHMHa 3a ueauTe Ha CC npodunaxtrka. KakTo v npu
apyrute HCIIBC, npeactaBeHHTe Npoy4BaHHs MOKA3BAT MOBUIUEH PAUCK OT FACTPOUHTECTHHAIHO
pa3s3BABAHE M APYI'H FACTPOHHTECTHHATHH YCNOXKHEHNA NPUH €AHOBPEMEHHOTO NPHUIIOXKEHHE Ha
LHENEKOKCHO M aUETWICATMUIAIOBA KUCEJIMHA B HUCKH JO3H B CPABHEHHE CHC CAMOCTOATEHOTO

MPHIOKEHHUE Ha LieNeKOKCHD (BXK. To4ka 5.1).

DapMaKOKMHETHYHH B3aUMOAECHCTBHA

Edexmu na yerexokcud eupxy Opyu rekapcmseenu npooyKmu

Huxudbumopu na CYP2D6
Llenekokcud e nuxnbutop Ha CYP2D6. [lnazMeHHTe KOHUEHTPAUKMH HA JIEKapCTB
KOWTO ca cyOCTpaTH Ha TO3M €H3UMM, MOTAT Aa HapacHaT Npy €HOBPEMEHHO MNp
uenekokcrd. [Ipumepn Ha nekapcTBEHUTE NPOAYKTH, KOUTO ¢€ MeTaboNn3Upart

AHTUAEMPECAHTUTE ( TPULHKIIHYHH AHTHACTIPECAHTH (MK TPULIMKITHUM) U Cene i e o i Qpn Has |
oGpaTHHA 3axBat Ha cepoToHrHa (CHO3C)), HeBponenTHIMTE, AaHTHADHTMUUHHNTAREKAPCTREHNTE . o8 /
A, . e - \1‘ R
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NpoAyxTH M T.H. [Ipu 3anouBaHe Ha NeveHHe ¢ LENEKOKCHD € BL3MOXKHO 1a C€ HATOXKH HaMAtABAHE Ha
nozara Ha CYP2D6 cyDcrpatuTre, NpH KOUTO € HEOOXOAUMO HHAHWBNAYANHO TUTPUPaAHE HA f03aTa, a
NPH CIIHPAHEe HAa IEYEHHETO ¢ LENeKOKeHD - NOBUILABAHE HA Ta3H 103a.

EnHoBpeMEHHOTO NpHiOKeHHe Ha uenekokcHo 200 mg aBa nbTH AHEBHO BOAM N0 CHOTBETHO 2,6
0bTH W 1,5 NbTH NOBULIABAHE HA NA3MEHHTE KOHLCHTPALHH HA AEKCTPOMETOP(MAaH X METONPOJIO]
(CYP2D6 cydctparn). Te3u yBenueHus ce IbKAT HA MHXUOHUPAHE OT uenekokeHO Ha MeTabonuima
Ha CYP2D6 cybcrpara.

Huxubupane na CYP2C19

[TpoyuBaHua in vitro NOKa3par, ye LEIEKOKCHMO MMa M3BECTEH MOTEHLUHAJ 3@ HHXHWOHpPaHE Ha
katanusupanus oT CYP2C19 MeTabonn3uM. KnuHHYHATa 3HAYHUMOCT Ha TE3M [N Vilro JaHHH HeE €
u3BecTHa. [IpMMepH 3a nekapcTBeHW NpoAYKTH, KOMTO ce metabonusupar ot CYP2C19, ca anasenawm,

LUuTanonpam H HMHINpaMHH.

[epopainu konmpayenmugu

B npoyuBaHe 3a nekapcTBEHH B3aUMOICHCTBUSR LIENEKOKCUD He € NOKa3al KIMHHYHO 3HAYHUM edeKT
BbPXY (hapMAKOKMHETHKATA HA NEPOPATHHA KOHTpauenTHBH (1 mg HopeTHcTepoH/35 microg
ETHHU/IECTPAAHON).

[ubenrxaramud/moadbymamuo
llenekokcHb He nmoBavABa GapMakoKuHeTHKaTa Ha TondyTamua (cyocTpar Ha CYP2C9) unu

raubeHKNaMud B KJIMHHYHO 3HAYMMA CTENeH.

Memompexcam

[Ipy naLMUEHTH C PEBMATOMACH apTPHUT LIE/IEKOKCHO HE € NoKa3an CTaTUCTHYECKH 3HAYHM €(EeKT BbpPXY
¢apMaKOKHHETHKATA {NN1a3MEH WK OBOpEeYEH ITMPBHC) HA METOTPEKCAT (B PEBMATONIOMHYHH A03H).
[Ipu kOMOHHHpaHe Ha T€3HU JBE NEKaPCTBEHH NPOAYKTH, 0bade, TpadBa 1a ce uMa NpEeABHA aAEKBATHO
MOHUTOPHUPAHE 38 METOTPEKCAT-MPEAU3BHKAHA TOKCHUYHOCT.

Jlumuu

Ilpy 3npaBH HHAMBHAH €AHOBPEMEHHOTO NMPHIOKEHHE Ha LeneKoKend 200 mg aABa MbTH AHEBHO H
nuthii 450 mg asa MbTH JHEBHO € A0BENO 10 cpeaHo HapacTeaHe Ha Cmax ¢ 16%, a Ha nnowra noa
kpueaTa (Area Under the Curve — AUC) ¢ 18% 3a nutna. CnegoBaTenHo, NauMEHTH, NPOBEXKIALLH
neyeHue ¢ AUTHH, TpabBa na 6baaT BHUMATENHO MOHHTOPUPAHH NPH BKIKOYBAHE WIH M3KIIOYBAHE HA
LIEJIEKOKCHO.

Eghexmu na Opy2u aexapcmeenu npoOyKmu 8bpxy yeaexokcud

basnu CYP2C9 memaboauzamopu

Ipu nuua, konto ca nown CYP2CY9 merabonuzaTopy M AEMOHCTPHPAT YBENUUEHA CHCTEMHA
eKCNo3uuMs Ha uelekokeub, cxnbreTRallo neueHue ¢ CYP2C9 uuxuburopu, kato ¢uykoHazol, ou
MOCJIO Ja JOBeJe A0 NOCASABALLO YBEAHUYEHHE HA EKCMO3MUMATA Ha UenekokcHD. Takuea koMOMHALIMU
TpAOBa na ce U30ArBaT NpH NaLUHEeHTH, 3a KOUTO ce 3Hae, ye ca jjoun CYP2C9 merabonuszaropu (B,
Touku 4.2 u 5.2).

CYP2C9 unxubumopu u unoyxmopu
Twi kaTo uenekokcHd ce mertadonuzupa npeaumHo ot CYP2C9, Tok TpsadBa na Obae U3N0/13BaH B

1033, paBHA HAa NONOBMHATA OT NPEMOPBYMUTENHATA 103, MTPH MMALKEHTH, MOJYHABALLH QAYKOHAZOMN.
EauvoBpemenHoTo npunoxenne Ha 200 mg eaHokpaTHa fo3a uenekokcud n 200 m g
tnaykonazon, moweH CYP2C9 uHXHMOUTOp, € N0BENO 10 CPEAHO HAPACTBAaHE Ha ? X
AUC cne 130% 3a uenekokcud. EqHoBpemeHHaTa ynotpeda Ha HHAYKTOPH Ha {/Y&
pudaMnuitiy, kapbamasenuy u 6apOuTypaTh MOXKE 1a K0BENE 10 NOHWKEeHHe HaFl
KOHLCHTPALMK HA UENEKOKCHD. B




Kemorxonazonr u anmuayuou
He e HabmonaBaHo NMOBNMABAHE HA (PAPMAKOKHHETHKATA HA LEJIEKOKCUD OT KETOKOHA30/1 WM

AHTHUALIUAH.

Heouampuuna nonyviayus
[lpoyusaHus 3a B3aMMOIEHCTBHATA CA NMPOBEKAAHH CAMO NPH BbL3PACTHM.

4.6 DepTHAUTET, OPEMEHHOCT H KbpMeHe

bpeMeHHOCT
[IpoyuBaHHs rpH »KMBOTHU (NNBXOBE M 3alUN) NOKA3BAT PENPOAYKTHBHA TOKCHYHOCT, BKIIKQUUTENMHO

MasipopMauHrHy (Bx. TO4KH 4.3 1 5.3). [loTHCKAHETO HAa CUHTE3A HA NPOCTArfIAaHANH MOXKE HENPHUATHO
Ja noBjdsae Ha OpeMeHHOCTTA. JIaHHU OT eNMAEMHUONIOTMYHHY NTPOYUYBAHMUSA TPEATIONAraT NOBHLUEH
PUCK OT CMIOHTaHEeH abopT cnen yrorpeda Ha HHXHOUMTOPH HA CHHTE3a Ha NPOCTAriaHaINH B HA4anoTo
Ha OpeMenHoCTTa. [[OTEHUMANTHUAT PUCK MO BpeMe Ha OpPEMEHHOCT NPH X0pa € HEM3BECTEH, HO He
MOKE Aa Obae H3KMoUeH. LieNekokCcHO, KakTo U ApyruTe NeKapcTBa, NOTUCKALIU CHHTE3a Ha
MpoCTarfaHAMH MOXE [1a NPEAXU3BHKA pOaOBA ¢NaboCT U NPEexAEBPEMEHHO 3aTBAPAHE HA AYKTYC
apTEPHUO3YC NpeE3 NOCIECIHHA TPUMECTDP.

[To BpeMe Ha BTOpHA WM TpeTUa TpuMecTbp Ha OpemeHnoctTa HCTIBC, BrnouuTenHo uenekokcuo,
MoraT ga npu4uHAT ObOpedHa ANCPyHKIUMS HA NA0Aa, KOETO MOXE 1a AO0BEAE 10 HaMalABaHE Ha
obema Ha aMHHOTHYHATa TEYHOCT UAH OJIMFOXHUAPAMHHOH B T€XKH ¢aydau. TakuBa epeKTH Morar aa
HACTBIAT CKOPO CleA 3aMOo4BaHE HA NevYeHHeTOo U OOMKHOBEHO ¢ca 00paTUMH NPH NPEKPATABAHE HA

rpuema.

[ lenekokcub e NnpoTHBONOKA3EH NPH OPEMEHHH K NPH KEHU, KOUTO MOTaT [a 3a0peMeHeAT (BAK. TOUKH
4.3 n 4.4). Ilpn 3abpeMeHaBaHe N0 BpEME HA JICHEHHUE, NPHEMBT Ha uenekokcud Tpadsa na 6bae
NpeKpareH.

KbpMeHe

LlenekokcHD ce EKCKpEeTHpa B MJAKOTO Ha KbPMELLUH MABXOBE B KOHLEHTPAUMH, MOAOOHHU Ha TE€3H B
nnasmarta. [IppuemMbT Ha uenekokcud npu Marbk Opoil KbpMeUwH EHN NOKa3Ba EKCKPELMA Ha
LIeJIEKOKCHO B MHOTO HUCKH KOHLIEHTPALMK B KbpmaTa. JKexu, npuemMawy uenekokcud, He tpabdaa ja

KbpPMAT.

DepTHIHTET
Ha ocHoBaTa Ha MexaHu3Ma Ha aeiicteue ynorpedbara Ha HCIIBC, BkatouHTENHO LENeKOKCHD, MOoxKe

Aa 3abaBu WK NPeaOTBPaTH Pa3KbCBAHETO HA ANYHUKOBUS QOJIUKYJI, KOETO C€ CBLP3BaA ¢ 00OpaTUMO
Oe3nnoane NPy HAKOH XKEHH.

4.7 EdexTH BbpXY CHOCOOHOCTTA 32 IIOQHPpaAHE H PadoTa ¢ MAILHHH

AKJIeKCa MOXKE 1a OKKE NNIEKO Bb3ACHCTBUE BLPXY CMOCOOHOCTTA 3a wodgHpaHe U padboTa ¢ MalllMHH.
[TauMeHTH, KOUTO yCeLaT 3aMasHOCT, CBETOBBPTEX HJIH CbHIMBOCT, IOKATO MPHUEMAT LIENEKOKCHD,
TpabBa ga M30sAreaT aa Wodupar Ui aa padoTaT ¢ MaUIHHH.

4.8 Hexenann JeKapcTBeHH peaKlHH

Hexxenanure peakuum ca H30POECHHU MO CUCTEMO-OpraHHU KJacoBE M NOAPEACHH MO HeCTOTa B

Tabauna 1, oTpasgBaliii AaHHY OT CAEIAHHUTE H3ITOUHHLM:

- HexxenaHu peakuuwH, 10KnajgBaHU Npy NAUHEHTH € OCTEOAPTPHUT U NALMHEHTH
apTpHT, ¢ yectoTa no-sucoka ot 0,01% u no-Bucoka ot yectorara, cbod1L
no ppeMe Ha 12 nrauebo u/Han akTHBHO-KOHTPOJIMPAHH KIHHHYHHY NPOyY
MPOABIIKUTEIHOCT 0 12 ceaAMUUM, NPH AHEBHU 103u uenekokcHd ot 100
JOMBAHUTENHU npoyuBaHus ¢ HecenekTneHn HCTIBC kato cpaBHuTENHO
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npuban3utesHo 7 400 nagueHTH ¢ apTPUT Cca IEKYBAHH C LEJEKOKCHO B THEBHH 1034 A0

800 mg, BknrounTenHo npubnuinrento 2 300 nauMeHTH NE€KyBaHH 3a nepyuoa oT | roaMHa niH
noseue. Hexxenannte peakiiMn HabNIOAABaHW NPH JICUEHHE C LENIEKOKCHD B TE3H AOITBJIHUTENHH
[[pOYUYBAHHSA, OTIOBAPAT HA TE3W, MIPU NALUMEHTH C OCTEOAPTPUT U PEBMATOU/IEH APTPHT,
H3bpoeHu B Tabanua 1.
HesxxenaHun peakuyu, cboOLLEHH ¢ YECTOTa NO-To/1AMa OTKOJIKOTO Npu nnauedo 3a y4acTHULH,
nexysanu ¢ Lienekokcud 400 mg qHEeBHO B ABJITOCPOUHHU NPOYUBAHHA 32 MMPEBCHLUA HA NOJHITH
C MPOABL/KUTETHOCT A0 3 FOJIMHU (33 NpeBeHUUA Ha aaeHoMa ¢ Lenekokeud (APC) u
MpeBeHUHs Ha KOJMIOPEKTAJIHUTE CropaJnyHK ajeHomaTo3Hu nonuny (PreSAP); Buxk Touka 5.1
CovpaeuHocha0Ba O€30MaCHOCT - ABArOCPOYHU NPOYUBAHHA, BKIIOUBALLH MALIMEHTH CbC

CNOpaiM4HH aACHOMATO3HHU NOJIUITHK).

He>xkenaHu jiekapcTBEHH peaKuuy OT NOCTMAPKETHHIOBO NMPOCieaAsBaHe, 10KN1aABaAHH KaTo
CMOHTAHHY CHOOLEHHA 3a NepHOA, B KOUTO NMPUOAUIMTENHO > 7() MUIHOHA NauueHTa ca
NEKYBAHH C LENEKOKCHO (pa3nyuuHu N034, NPOABLIKHTENHOCT H NOKa3aHuA). BunpekH ye ToBa
Ca peaklUnH, HACHTUDHULMPAHW OT MOCTMAPKETUHIOBU CHOOLLEHHS, NPU ONPENETAHE HA
4ECTOTATA Ca B3eTH MNpeABHA AaHHUTE OT npoy4BaHuaTa. YectoTHTe ca onpeneneHy Ha bazaTta
Ha KYMYJIATHBEH METa-aHalu3 CbC CHOMPAHE HA JaHHH OT NMPOYUBaHHA, NpeCTaB/ABallH
excrnosnums npu 38102 nauueHTy.

Cneanara tabnuua o600111aBa HEXKeJAHUTE JIEKAPCTBEHH PEaKIMM HA UENEKOKCHD pazaeneHd B rpynu
cnopea TepMuHonorvata no MedDRA 3aeaHo ¢ TaxHarTa HectoTa;

MHoro uecty (2 1/10)

Yectu (= 1/100 no < 1/10)

Heuectu (= 1/1 000 po < 1/100)
Peaku (= 1/10 000 no < 1/1 000)

MHoro peaku (< 1/10 000)

C Heu3BeCTHA YeCTOTa (HE MOXKE A2 C€ NPEABMAU OT HAJIMMHUTE JAHHH)

Tabauna 1. Hexes1aHH J1eKapCTBeHH PEAKIHHE B KITHHHYHH NPOYYBAHHA € LEJEKOKCHD H mocT-

MApPKETHHIOBO Ha0/odeHNe (NMPeANOYHTAHH TEPMHHH NO (MedDRA)'*

Mmuoro YectH HeuecTH Peaknu MHoro peaku C
YecTH HeH3BReC
THA
yecToTa
Hudexunu 1 Cunysur,
HHpecTAUHH HH}EKLUHA Ha
FOPHUTE
OUXaTeNHH
MbTULLA,
GapHHIuUT,
HHpeKLI U HA
[IHKOYHUTE
TbTULLA
HapyuieHus AHeEMHUA Jleskoneduns, [TanuuTONeHua*
Ha KPbLBTA H TpOMOOUKTO-
nuMpnarTa NeHHUS
CHCTEMA
Hapywenus CBpbXuyB-
HAa HMYHHATA CTBUTENIHOCT
CHCTEMA
Hapywenun Xunepka-
HA NAEMHUA




MeTadoIHIMA
H XPaHEHETOo

[IcuxHunHK be3chHuHe TpeBox- CbCTOAHUE HA
HAPYLUEHHH HOCT, 00BbPKaHOCT,
NENPECHA, XaAMOLUH-
yMopa Haunu®
Hapyiuenns 3amaitBane, Uucynt', ATakcus, BbsTpeuepeneH
Ha HepeHATa XHMEPTOHUA, | MAPECTe3IUH, | IHCTey3HA KpPbBOW3/HUB
CHCTEMA rnasodonne’ | CHHIMBOCT, (BKJIIQUHTEN-HO
dataseH
BbIpeUepe-neH
KPBLBOM3INNB)Y,
acenThueH
MEHMHIHUT?,
eUJIENCHs
(BKTIOYUTENHO
BJOLLABAHE HA
ChLIECTBYBALLA
enunencun)?,
arey3us’,
aHcomus’
HapyweHus 3aMBIIEHO KpbBouanue 8 | PeTnnanHa
Ha OYHTE BHKIAHE, okoro® aprepus’ nau
KOHIOHKTH- BEHO3HA
BUT? oKy3us’
Hapywenns Tunutyc,
Ha YXOTO H HaMaJIeHHE
JaGHpHHTA Ha ciyxa'
Chpaeunu MuokapaeH CobpacuHa Apntmus®
HAPYUIEHHS nHGapKT! HEA0CTa-
ThUYHOCT,
MaanUTalHH,
TAXKKAPAKSA
CoraoBH Xunep- benoapoben Backynur?
HAPYIIEHUA | TOHUA' eMBoNn3bM?,
{(BKmIOU- 3a4EPBABAHUA
HTENTHO
BJIOWIABAHE
Ha
CbILECTBY-
BALLA
XHUrep-
TOHHH)
PecnupatopH PUHHUT, BpoHxo- [THesmOHUT?
H, TPbAHH H KalLTHUA, cnazbm’
MEAHACTHHAJ AUCTIHES'
HH
HapYyILIEeHHA
CtomauwiHo- [anene?, 3anek, CtoMauHo-
4YpEeBHH boska 8 racTpHT, 4YpPEBEH
HaAPYILEeHHS KopeMa, CTOMATHT, KPBBOH3NNB’,
aHapH, CTOMAIIHO- | AyO#eHanHa
JHCTIENCHA, 4PEBHO 2384,
dbaatyneHuus, | Bbinane- CTOMALIIHA
mospbinane’, | Hue 1384,
ancdarus’ (BIOtOY M- e30dareaina
TEJTHO A3Ba, A3Ba Ha
BJIOIIABAHE | THHKOTO M




Ha 1ede10T0
CBUIECTBY- YEPBO, UPEBHa
BALLLO nepdopaums,
CTOMALLHO- e3odarur,
4pPEBHO MENEHA;
Bb3MNaJICHHE) | NAHKPEATHT,
, OPHIBAHE KOAUT
Xenarobuana AbHopmHa | Xenarut® YepHoapobHa
PHH YepHO- HEIOCTATbYHOCT
HapyLteHHA apodHa (noHsKora
byHKUNA, ¢garaniHa WiH
MOBHLIABAHE H3HMCKBALLA
Ha YepPHO- yepHOApoOHa
ApOOHHTE TpaHCINaH-
eH3HMH TANHA),
( BKNHOUUTEN ¢yTMHHAHTEH
HO ACAT u XenaTHT' (HAKOH
AJIAT) ¢ haTtaneH
U3X0a),
yepHOAPOOHa
Hekpo3a®,
xonecraza’,
XOAE€CTAaTHYEH
XenaTuT?,
KbJITEHHNA®
Hapywenus O0pus, Yprukapua, | AHruoenem®, | ExcdonuatnseH
Ha KOXKaTa H cbhpOex eKXxumMo3u’ anoreums, AepMaTHT®,
NOAKO0XHATA (BxUTOUBA poTOUYB- epUTEMa
ThbKaH reHepaTH3M- CTBUTEJTHOCT myatapopme?,
paH cbpOeHK) CHHAPOM Ha
Stevens-
Johnson®,
TOKCHYHA
envaepmanHa
HEKpoJn3a®,
NeKapcTBeHa
peakuus ¢
e03MHODHINA H
CUCTEMHH
CUMNTOMH
(DRESS)?, ocTpa
reHepanvivpasa
CK3AHTEMATO3HA
NyCcTy103a
(AGEP)",
Oynio3eH
nepMaTHT
Hapymenus Atpanrus® MyCKy1HH Muosur?
HA MYCKY.I CnasMu
HO- (xpamnu no
CKe/IETHATA AOSTHUTE
CHCTEMA H KpakHuUM)
CbeAHHHUTE/H
ara TbKaH
HapyweHHun YpennueHue | Octpa
HA Ha ObOpeuHa
0LOpeunTe H KpeaTuHUHA | HeaocTa-
NHKOYHHTE B KPbBTA, TBUYHOCT?,
NLTHLLA YBENHUYEHHE | XHIO-




HA ypeATa B | HAaTpueMus’ HEDPUT C

KpbLBTa MUHUMAaTHH
neuun’
Hapywenun MeHCTpyanHu bes-
Ha Hapy weHns” naoAne
BL3NPOH3BO- (Hama-
AHTEeJHaATa JIEH
CHCTEMa H pepTH-
rspaara JTUTET
npu
KEHH)
O0mm [ puno- OTOK Ha
HAPYLUEHHA U NoI00HO JIMLETO,
edeKTH HA 3abonsaBsaHe, DonKkK B
MACTOTO HA nepudepHH repaure’
NPHJI0KEHHE OTOLIH/
TO 3aApbKKa HA
TEYHOCTH
HapaunsBaHH Tpaemu
2, OTPaBAMHSA (BHE3aNHK
H TPABMH)
yCA0KHEHHS,
Bb3HHKHA/IH
B pe3yarar
HA
HHTEPBEHLIHHA

CI'OT - cepymHa rayramarT-okcanaueTar rpaHcaMuHasa

CI'TIT — cepymHa rmyTaMaT-nHpyBaT TpaHCaMHUHa3a

' HexenaHu nekapcTBEHH PEeaklLiMH, HACTBITHIN B NPOYYBAHUATA 34 NPEBEHLIUS
HA MOMKIMH, HHTEPBCHUMOHHHN NPOYUYBAHUA, KOMTO ca 0OXxBaHanu nuuara,
JeKyBaHH ¢ ueneKokcud 400 mg AHEBHO NpH ABE KINHHYHN NMPOYYBAHUA C
NPOABIKHUTENHOCT 30 3 roardHu (APC u PreSAP npoyusanus). Hexenanure
NEKApCTBEHH peakMH, U30POEHH NO-rope NpH OMUTa 3a APELIOTBPATABAHE HA
NOJMAHN €3 CAMO TE€3H, KOMTO Ca BEYE NMPHU3HATH B MOCTMAPKETHHIOBUA OMUT, WK
ca OWUIH NO-4ECTH, OTKONKOTO NMPH NPOYYBAHUATA 33 APTPMUT.

> B 10bNHEHHE, CAETHNUTE Heuzgecmut 0ocesa HeXENaHH peakiui ca
HaON0aaBaHU MPH NMPOYYBAHHKA 33 NPEBECHUNAA HA MOJNNN, BKITKYHIIK JIULA,
neKyBaHH ¢ uenekKokCeHo 400 mg n1HEBHO B 2 KNHHUYHY IMPOYUBAHHSA C
NPOABJDKHTENHOCT 10 3 roauHu {APC 1 PreSAP npoyuBaHus):

YecTH: aHMMHA NEKTOPUC, CHHAPOM Ha Pa3Apa3zHEHOTO YEPBO, HEPPONHTHASA,
NOBULLIEH KPEaTHHUH B KPbBTA, N100POKAYECTBEHA NPOCTATHA XHMNEPILNa3uA,
nopdiasane Ha Ternoto. HewecTn: Xenukobaktep HHAEKLINA, XEPIIEC 30CTEP,
EpU3HMEN, OPOHXOMHEBMOHHA, Bb3NANCHHE Ha TabDUPHUHTA, THHTUBANHA
HH(EKUMA, TUNOM, NOMBTHABAHE HA CTHIVIOBUAHOTO TANO, KOHKHKTHBAJEH
KPbBOKM3JIUB, TPOMOO3a HA AbNOOKHTE BeHH, AHCPOHHA, XEMOPOHZATHO
KbpBEHE, 3aCHIeH MOTHIIMTET HA YepBaTa, A38H B YCTATA, aNepruucH IePMAaTHKT,
FMAHTIMOH, HOKTYPHA, BATHHAHO KLPBEHE, YYBCTBHUTEIHOCT Ha MbPAUTE,
(pakTypa Ha N0NeH KpailHHK, NOBHIIaBaHE Ha HATPHI B KPBLBTA.

3 AeHHUTE, KOUTO UMAT HaMCpPCHHUC 14 336PEMEHHEET, CC HIKAKYBAT OT BCHUYKH
NpOyYBdHHA. [To Tazu NpHYHHA OUCHKATA 3a 4€CTOoTaTa Ha TOBA CbLOHTHE,
CbIUIACHO JAHHHTEC OT INPOYYBAHHATA € HEOCHOBATCITHA.

' YecToTUTE ca OMpeneNeHn Ha OCHOBATA HA KYMYNIATHBEH META-aHaH3 ChC
¢chOHUpaHe HA JAHHH OT [TPOYYBAHHA, IPEACTABNABALLH €KCNIOZMIRTIT-4&102

NALUMEHTH. / \Ahded 00

B okoHuarennute aaHHK (npucbaeHu) ot ATIK v PreSAP npoyusanus npu nang g s &,
uenekokcHd 400mg aHeBHO 3a neproa A0 3 roavHy (cOopHu JaHHU OT ABeTe NPpPEIdaAAY Biisk 1
5.1 3a pe3ynTaTuTe OT OTACNHUTE U3MKUTBAHHA ), MO-BUCOKHUA NPOLEHT CNPAMO Nk




Ha MHOKapacH UHBApKT € 7.6 cbOnTHa Ha 1000 nauneHTH (HEYECTH) H HE € HMAJTO MOBEYE ClyYad Ha
HHCYJT (BUAOBE, KOMTO He ca AudiepeHUHpPaHn) cNpAMO Mn.1auedo.

CpoOLiaBaHe Ha NOAO3UPAHH HEKENAHU PEAKLHH

Cbo0LaBaHeTo HA MOA03UPAHN HEXENAHH PEAKUMH CIeA pa3petiaBaHe 3a ynorpeda Ha IeKapCcTBEeHUS
APOAYKT € BaxkHo. ToBa No3e0M4Ba Na NPOABIKN Ha0NKOAEHHETO HA ChOTHOLIEHHETO NO3a/prCK 3a
nekapcTBeHua nNpoaykT. OT MeaMLMHCKUTE CMELMATMCTH Ce H3NCKBA a CboOLLABAT BCAKa
NOJO3MpaHa HEXKENAHA peaKkLius upes

HznbasurenHa areHuns no JiekapeTaara

ya. ,,JdamsaH ['pyes” Ne 8

1303 Codus

Ten.: +359 2 8903417
yebcaiT: www.bda.bg

4.9 [Ipexo3npane

Hama knnHuueH onut ¢ npeao3dpane. EadokpatHu no3u Ao | 200 mg v MHOrMOKpaTHH J03HM A0
| 200 mg aBa NbTH AHEBHO ca MPUIAraHy NMpH 30paBy UHIWBHUAM B NPOIBIDKEHHE HA AEBET AeHa De3
KIAWHHYHO 3HAYUMHM HEXKEJIAHU PEAKLHH.

[loBeaeHne npu npeaosvpaHe

B cayuwaii Ha nogo3upaHo npeao3dpate Tpadsa Aa ObAAT OCUTYPEHH ChOTBETHH NONIBPXALLH MEPKH,
Harp. OTCTPaHABAHE HA CTOMALUHOTO CbAbLPIKHMO, KIHHHYHO HAaONIOAEHHE H NPHU HEOOXOANMOCT
MpUnaraHe Ha CUMNTOMATHYHO JieueHHe. Majiko BEpOsTHO € 1IMaNH3aTa /1a C€ OKaKE ePUKACEH METOA
32 OTCTPaHABaHE HA NEKAPCTBEHUSA NPOAYKT MOPaAy BUCOKATa CTEMEH HA CBBLP3BAaHE C NNa3MEHHUTE
DenTbuM.

S. ®APMAKOJOIHYHU CBOHCTBA

5.1 PapMaKoIHHAMHYHH CBOHCTBA

dapmakoTepaneBTHYHA I'Pyna: NPOTHBOBBLINAIMTEIHH H MPOTHBOPEBMATHYHH NTPOAYKTH,
HecTepouauu, kokeudu; ATC koa: MOTAHO]1.

MexaHH3bM HA AENCTBHE

LHlenekokcHO € nepopaneH celeKTUBEeH HHXUOUTOP Ha LUMKNOOKCHIeHasa-2 (COX-2) B paMKHTE Ha
KinuvuHuTe 103 (200-400 mg aneBHo). B TO31 1030B MHTEpRAN NPH 3apaBy A00POBOALM HE Ce
Ha0AKNaBa CTATUCTUUCCKH 3HaYMMa HHXHOKWUMA Ha COX-1 (oueHeHa KaTo ex vivo HHXHDOHpaHe Ha
oOpazyBaHeTo Ha TpomOokcan B2 [TxB2]

PapmakoaUHAMHYHHU ePEeKTH
Linksiookcuretasara € OTTOBOpHa 3a 0Opa3yBaHeTO Ha npocTarfaHanHn. MaeHTuduuupanu ca ape
nzodopmu, COX-1 u COX-2. COX-2 e nzodopmara Ha €H3MMA, 3a KOATO € 10KA3aHO, 1€ C€ HHAYLMpa
OT NPOBB3NATUTEIHH CTUMYJIH K 3@ KOATO C€ NPEANnoJara, 4€ € OCHOBHO OTTOBOPHA 3a CUHTE3aTa Ha
MPOCTAHOHWAHK MEeAUATOPU Ha 00sKaTa, Bb3naneHUeTo U pedpunrrera. COX-2 y4acTsa CbLIO U B
OBYJIaLIMATA, UMIJIAHTAUYATA W 3aTBAPAHETO HA AYKTYC apTepHO3YyC, perynaumara Ha OuOpeuHara
byHKUMA ¥ PYHKLUMKTE HA LEHTpa/lHATa HEPBHA CUCTEMA (MTOBHLIEHUE Ha TeeCcHaTa TeMNepaTypa,
Bb3NPUATHE 3a O0NKa H no3HaeaTenHa GyHKUuWA). Bb3MOXKHO € Aa Urpae pons U NnpH 3a3apasasaHe Ha
a3puTe. COX-2 e naeHTHOMUUPaHA B THKAHTA OKO/IO CTOMALLHM A3BU MPH XOP4a, HO PETR. ]
KbM 3a37paBsABaHETO HA A3BUTE HE € YTOUHEHO.

Paznukara B aHTHarperaHTHaTa akTHBHOCT Mexay Hakon COX-1 nnxuOupawu
ceneKTHBHUTE COX-2 UHXHOUTOPH MOXKE Aa € OT KIIMHHYHO 3HAYEHKE NPH na
pUck OT TpomboeMbonn3IbM. CenekTHBHUTE COX-2 HHXHOWTOPH HaManABaT O



CHUCTEMEH (M 110 Ta3H MPUUHHA, BEPOATHO, EHAOTENAEH) NPOCTALMKIINH, 0€3 Aa 3acaraT TPOMOOLHUTHUSA
TPOMOOKCaH.

| lesexokend npeacTaBnsgBa AHAPHUII-3aMECTEH NMPA30J, XHMHUYECKH CXOAEH C APYTH HEApHUIAMHHOBH
cyndoHamuad (Hanp. THa3uaM, bypo3leMua), HO ce pa3nyaBsa OT apH/IaMHHOBHUTE CYJI(POHAMHM
(Hanp, cyadamerokcnzon u apyru Cy1GOHAMHAHK AHTHOHOTHLIN).

Cnea npuaaraHe Ha BUCOKH J03H LUENEKOKCHD ¢€ HadN0AaBa 10303aBHCHM €(EXT BbPXY
obpazysaHeTo Ha TxB2. [lpu 3apagu nHausuau, odaye, Npy MajlkH NpOy4YBaHHA C MHOTOKpPATEH
npyem Ha 600 mg aBa NbTU AHEBHO (TPYU NBTH NO-BUCOKA ¢ HAH-BUCOKATA NPENOPBLYHTEIIHA J034)
LEeNEeKOKCHUD He e uman eeKT BbpXy TPOoMOOUHUTHATA arperalus ¥ BpEMETO Ha KbPBEHE B CPABHEHHE C

nnauedo.

KnannuuHa ednkacHOCT U De30nacHoCT

[IpoBeieHN ca HAKONKO KIMHUYHH NPOYYBAHMA, NMOTBbPKAABAIIH e€dHUKAaCHOCTTA M De30nacHOCTTa
MPH OCTEOAPTPUT, PEBMATOMAECH aPTPHUT W aHKHJI03Mpaill CNOHAXWANT. B niauedo- v akTHBHO
KOHTPO/IMPaHU MPOYYBAHUA C NMPOABIKHUTENHOCT A0 |2 ceamuum npy npudnusurento 4 200
nMauHeHTH € OuNla HanpaBeHa OLEHKA HA LeTeKOKCHD 3a JIe4eHHe HA Bb3NAICHHETO H DoJIKaTa,
Ab/Kald ce Ha OA Ha KOJSHOTO U Ta3zobeapeHaTa cTtaBa. B nnauedo- M aKTUBHO KOHTPOJIMPaHH
MPOYUYBaHHA C NPOABIKHUTENHOCT 10 24 ceaMuum npy npubnusurenHo 2 100 nauneHTH uenekokcud e
OHJ OLIEHEH H 32 JIEYEHUE Ha Bb3naieHueTo U Donkarta npu PA. Llenekokcub B aneBHa posa or 200 -
400 mg Boau no obnekuapaHe Ha OoJkaTa B paMKHTE Ha 24 4aca OT HAYanoTO Ha JICUEHHETO.
LlenekokcHO e OLeHeH 32 CUMITOMATHYHO JICYCHUE Ha AHKUAO3UpaLl CIOHAKAMT Npy 896 nauneHTH B
rianedo- ¥ akTUBHO KOHTPOJHPaHH NPOYUYBAHHA C NPOAB/DKHTENHOCT 10 12 ceamuun. B Tesu
npoy4BaHua UenekokcHd B 1034 o1 100 mg aea nvtv anesHo U 200 mg eavn nvT AHesHO, 200 mg nBa
MbTH AHeBHO M 400 mg eauH MbT AHEBHO, € NMoKa3al 3Ha4uMo nogodpeHne Ha donkara, odwara
AKTHBHOCT Ha 3a00NABAHETO U PYHKLUMATA NPH AHKHUIO3HPALL CIIOHOANIINT.

[TposeneHH ca NeT paHAOMH3UpPAHH, ABOHHO-CNIENH KOHTPOJIUPAHH NPOYYBAHHUSA, BKJIOYBALLM
MniaHOBa ropHa raCTPOMHTECTHHAIIHA eHAOoCKoNMUA npy npubausutendo 4 500 nauneHTy 6e3 HavanHa
yauepaumsa (A03mM Ha uenekokcudb ot 50 mg no 400 mg asa nbTH AHEBHO). B npoyuBaHus ¢
eHaockonua ¢ 12-ceamuyuHa npoabkuTenHOCT ueiekokeud (100-800 mg aHeBHO) € cBBp3aH ¢;
3HAYUMO MO-HHUCBK PHUCK OT racTpOAYOACHAIHH A3BH OTKOJIKOTO HanpokceH (1 000 mg nbynpoden (2
400 mg aHeBHO). CpaBHUTENHUTE NpoyuBaHHs cnpamo aukiodenax (150 mg aHeBHO), ca
npoTHBOpeynBH. B aBe OT 12-ceAMHYHUTE NPOYYBAHUA MNPOLEHTBT NALMEHTH C €HAOCKONCKNA AAHHU
34 racTPoAYOAEHANTHA YIUEPALMA HE NOKA3Ba CTATHCTHUYECKHM 3HAYMMA PA3NIUKA IPYNUTE, JIEKYBAHH ¢
nnauedo, U Te3u, JeKyBaHH ¢ uefiekokcHd 200 mg aea nbtu AHeBHO U 400 mg ABa NbTH AHEBHO.

B npocnekTMBHO OABArOCPOUYHO Mpoyueade 3a 6e3onacHocT (npoyuBaHeTo CLASS, NpoabmkUTeNHOCT
oT 6 10 15 mecena) 5 800 naunentn ¢ OA v 2 200 nauueHTH ¢ PA ca nonydyasanu uenekokcuo

400 mg aBa MBTH AHEBHO (CHOTBETHO 4 W 2 MBTH NO-roasaMa ot npenopbyBanarTa npu OA n PA po3sa),
ubynpoden 800 mg Tpu NbTH AHEBHO WAH AMKAOPEHaK 75 mg ABa NbTH JHEBHO (TEPANEBTHHYHH AO3H
3a MOC/IEAHUTE ABA NPOAYKTa). JIBaaeceT u ABa NPOLEHTA OT BKIIKOHYEHHUTE MALMEHTH Ca B3EMAalH
eJHOBPEMEHHO HUCKA 1032 aLETHICANMUMIOBA KnucenuHa (< 325 mg/aen), rnasto 3a (CC)
npoduiakTuka. [1o0 OTHOWIEHHWE HA NbPBUYHATA KPAHHA LEN YCIOKHEHH A3BH (OMNPEeaesIeH KaTo
[ACTPOHHTECTHHATHO KbPBEHE, Nepopaliia UIU ODCTPYKLHMA) LIENEKOKCHO HE € OUIT CHTHU(PUKAHTHO
pazin4eH oT HoynpodeHn unu auknodeHak, B3eTH nootaenHo. Coullo Taka 3a KOMOUHUpaHaTa rpyna
HCIIBC He e UMaJIO CTATHCTUYECKH 3HAYKMMA Pa3/IMKa 32 YCAOKHEHHUTE S3BH (OTHOCUTEAEH PUCK
0,77,95% CI1 0,41-1,46 na 6azaTa Ha LeaWsA NepHOR HA npoy4dBaHe). I1o oTHOWIEHHE Ha
KOMOMHHMpaHaTa KpaiHa LeN YCINOXKHEHU H CUMITTOMATUYHY A3BU, YecToTaTa € 61na cu aAHTHO
[O-HUCKA B MPYNarta NalHeHTH, JIEKYBAHH C LUENEKOKCHD, OTKOJKOTO NPH TE3H, JIeK /m 2188
oTHocHTeneH puck 0,66,95% CI 0,45-0,97, Ho He ¥ MeXAY UEAEKOKCHD H ,[I.HI'E.I]D ' K
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Ha LIEIEKOKCHO M CBLIBTCTBALLM HUCKH A03H aUETHUACATNLMIOBA KUCENHHA €A Y ) a.c\S: 3= Dy, \ \
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BMCOKA YECTOTA HA YC/I0KHEHH SA3BH B CPABHEHHE € TE3M HA MOHOTEpANKA ¢ Leffe o é L _GTEIT &

Ha KJIMHHYHO 3HA4YMMHTE NOHMKEHHUA HA xeMmornoduHa (> 2 g/dl), notebpaeHu %)'g SR
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Hicaeasane, € Ouna cCHrHUKaHTHO MO-HUCKA MPH NALUMEHTH Ha LEI1eKOKCHO B CpaBHEHHUE C rpynara
Ha HCIIBC, otHocuTeneH puck 0,29,95% CI1 0,17-0.48. HecroraTa Ha TOBa YCROKHEHHUE NPH JICUEHHE
¢ UEJIEKOKCHO e buna CMrHMhMKaHTHO NO-HHCKA HE3ABHCHMO OT TOBA AaM NAUMEHTHUTE Ca B3EMaANH

WJIHW HE K ALCTUJICANTHLUUW/I0OBA KHCC/IHHA.

B npocnekTUBHO paHAOMH3UPAHO 24-CeAMHUYHO NPOoy4BaHe 3a D€30MacHOCT NMPU MALUWEHTH Ha
Bb3pacT Ha/Haa 60 roaMHH WK C aHaMHe3a 33 racTPOAYOACHAIIHH A3BH [[IPHEMAJIHTE
aleTHICATHUWAOBA KucenruHa (ASA) ce 3KIIOUYBAT], MALUMEHTHUTE € NOHKUKEHH XemornoduH (=2 g/dL)
W/ unn xematokpuT (>10%) oT cTOMalIHO-UPEBEH NPOMU3XOA ¥ NeKYBaHH ¢ uelekokcud 200 mg apa
nbTH AHeBHO (N = 2 238) ca no-manko B CpaBHEHHE C NALUMEHTHTE, JIEKYBAHHU ¢ AHKI0DeHaKk SR

75 mg aBa NbTH AHEBHO W omenpaszon 20 mg BeaAHbXK AHEBHO (N = 2 246) (0,2% cpewy 1,1% 3a Te3u
¢ YCTAHOBEH CTOMALUHO-4peBeH npousxoa, p=0,004; 0,4% cpewy 2.4% 3a Te3u ¢ npeanonaraecm
cToMawHo-4ypereH npouixod, p=0,0001). HectoraTta Ha KITHHHYHO U3ABEHH CTOMALLHO-HYPEBHHA
YCIIOKHEHHUS KaTO nepdopauus, oOCTPYKUUS WA XEMOParusa ca MHOFO HUCKH, 0€3 pa3inyng MEXAy
NneKyBaHuTe rpyiu (4-5 3a rpyna).

Coupaeunocbaosa 6e3o0nacHoCcT- AbArocpo4yHH NPOYYBARKA NPH NANHEHTH ChC CHOPAAHYHH
AJEHOMATO3IHH MOJHNH

[lposeneHn ca ABE NPOYyUYBAHHUS C UEAEKOKCHD MPHU NALUMEHTH CbC CIIOPAIHUYHHU AaNEHOMATO3HH
nonunu, a uMeHHo APC npoyuBaneTto v PreSAP npoyusaHeto. B nnpoy4sanetro APC nma
103033aBUCUMO YBENHYEHHE B KOMOHHMpaHaTa KpaiiHa uen (oueHeHo), BxntouBama CC cMmbpr,
UHGAPKT HA MUOKAPAA UIIKM UHCYJIT NpU LeNeKOKCHO cpaBHeH ¢ iauedo 3a 3-rogHuHo NeYeHue.
PreSAP npoyuBaHeTO He 1noka3a CTATUCTHYECKH 3HAYMM YBEJIMUEH PUCK 3a CblUAaTa KOMOMHHUpaHa

KpaiHa uen.

B npoyueaHeto APC, oTHOCUTENHNHTE pUCKOBE cnpaMo miauebo 3a koMOMHHpaHa KpaitHa uen
(OUEHEHH), BKJIIOUBALA CHPASYHOCHAOBA CMBPT, MH(APKT HA MHOKapAa WM MHCYNT, ca Ounu 3,4
(95% CI 1,4 - 8,5) ¢ uenexokcud 400 mg aBa notu gHeBHO M 2.8 (95% ClI 1,1 - 7,2) ¢ uenekokcud
200 mg apa mbTHU AHEBHO. KyMynaTHBHUTE CTOMHOCTH 3a Ta3M KOMOHHHpaHa KpaiiHa uen 3a 3 roAMHH
ca ounu 3,0% (20/671 yuactHauu) v 2,5% (17/685 yyacTHHLHK) CbOTBETHO, cripamo 0,9% (6/679
YHaCTHHLM) 32 Naauedo. YBeIUUYSCHHATA 3a JABETE rPYMH A03U LeaekokcHd cnpamo nnauebo ca ce
AbHKANH FI1aBHO HA YBETHUYEHA YECTOTA HAa UH(APKT HA MUOKapAa.

B npoyuBadeTo PreSAP, OTHOCHTENMHMAT pUCK CIpAMO NNauedo 3a chulata KOMOMHUPaH (OUEHEH) e
oun 1,2 (95% CI 0,6 - 2,4) ¢ uenexokcHO 400 mg BeaHbK AHEBHO cnpaMo miauebo. KymynaTuBHarTa
YecTOTa Ha Ta3u KOMOWHHpaHa KpakHa uen 3a 3 roguHu € 6una 2,3% 1(21/933 yuactHuuu) u 1,9%
(12/628 yuacTtHHUM) cbOTBeTHO. HecToTaTta Ha HHAPKT HA MHOKAPJIA (oueHeHa) € Onna 1,0%
(9/933 yuacTHUuM) ¢ wenekokcub 400 mg Beanbxk AHeBHO H 0,6% (4/628 yuacTHULM) ¢ naauebo.

IHaHHUTE OT TpeTo aAbJrocpoyHo npoyuBane ADAPT (Alzheimer's Disease Anti-inflammatory
Prevention Trial) ve noka3Bat 3Ha4uMMo yBenMueHue Ha CC puck ¢ uenekokcud 200 mg nBa nbTH
JHEBHO cnpaMo mauedo. OTHOCUTENHUAT PUCK CIPAMO Miauedo 3a ¢bliaTta KOMOMHUpaKsa KpaiiHa
Touka (CC cMBbpT, MHOKapaeH UHDApKT, HHCyAT) € Ouna 1,14 (95% C1 0,61 - 2,12) ¢ uenekokcud
200 mg nBa NbTH AHEBHO, HecToTara Ha HHPAPKT HA MHOKapaa € Ouna 1,1% (8/717 naunenTH) ¢
uenekokcnd 200 mg asa mbTh AHesHO H 1,2% (13/1 070 nauunenTH) ¢ nnauedo.

[lpocnexTHBHA PAHAOMHK3HPAHA OLEHKA HA KOMILJICKCHATA 0€30MaCHOCT HA NejleKoKcHO cnpamo
uoynpo¢den unn nanpoxcen (Prospective randomised evaluation of celecoxib integrated safety
vs. ibuprofen or naproxen (PRECISION))

[TIpoyusanHeTo PRECISION e apoiiHocnano npoyueaHe Ha cbpaeuHOCHAOBRA Oe3ona
NALKUEHTH ¢ ocTeoapTpHuT (OA) unu peamaToracH apTput (PA) ¢ BUCOK pHUCK 3a
ChpASUHOCHAORO 3abonasane, cpasHaBallo Uenekokcud (200-400 mg nHesHO)
1 000 mg anesHO) n udbynpoden (1 800-2 400 mg axeeHo). HbvpBruuHaTa kpai
paboTHaTa rpyna Ha M3cie10BaTe/IMTe Ha aHTUTPOMOOTHUHH cpeacTea (Antipl
Collaboration (APTC)) onpenens He3aBUCHMO, € KOMOKHKpaHa KpaHiHa TOUKa,




ChpPAeYHOCH/I0RA CMBPT (BKNIOUUTEIHO CMBPT NOPAAHN KPLBOU3IUB), HedaTaneH UHDAPKT Ha
MHOKapaa uiau HHCYNT. [IpoyusaHeTo € nflaHknpaHo ¢ 80% BBL3IMOKHOCT Aa OLEHHM CXOAHaTa
besonacHocT (non-inferiority). Ha BCHUYKK nauMeHTH € npeanMcalHo oTKpUuTo ezoMenpason (20-40 mg)
3a npezna3BaHe Ha cToMaxa. Ha nauneHTHTE, NpyeMalli aueTHAICANHLIMIOBA KHCEMHHA B HUCKH 103H,
e paspellieHO Aa NpOoAbMKAT JIEHEHHETO, HA W3XOAHOTO HUBO MOYTH NOJ0BHHATA OT NALMEHTHTE Ca
npyeMany aueTHICATHLHA0BA KUCEINHA. BTOpHYHHTE U TPETHUHUTE KPaifHH TOYKH BKIIOUBAT
MOCAEACTBUATA OT JIEUCHHUETO MO OTHOLUEHHE HA ChP/ICYHOCHA0BATA, CTOMAIIIHO-UPEBHATA Y
obOpeuHaTa cuctema. Cpeanara ornycnara ao3a € 209 £ 37 mg/aen 3a uenexokcud, 2045 £ 246 mg 3a
uoynpoden 1 852 £ 103 mg 3a HanpokceH.

[To oTHOLLIEHHE HA MbPBHYHATA KpaiiHa TOUKA, UeNeKOKCHO, B CpaBHEHHE KAKTO C HANPOKCEH, TAKA M C
noynpodeH, OTrosaps Ha BCHYKUTE YETHPH NPEABAPHTENHO ONpeaeNeHH U3UCKBAHHA 3a CXOAHA
6ezonacHocT (non-inferiority) (BikTe Tabnuua 2).

Jpyry He3aBHCHMO ONpeaeNeHy BTOPHYHHA U TPETHUHH KpaiHU TOYKHK BKJIKOYBAT MOCAEACTBUATA HA
NEUCHUETO HA ChPASYHOCHAOBATA, CTOMALLHO-4YpeBHATA M ObOpeuHaTa cucrema. OcBeH TOBa, €
[IpoOBeAeHO 4-MeCeUuHO NOANPOYUYBaHE, ¢ POKYC BbpXY eheKTUTE Ha TPUTE JIEKapPCTBEHHU NPOAYKTa
BbPXY apTEPHANHOTO HANAraHe, H3IMepeHo upes ambynatopHo npociaenssaHe (Ambulatory Blood
Pressurre Monitoring, ABPM).

Tabanua 2. IInpsuyen anaans Ha onpeaenenara ot APTC komOHHnpana KpaiHa To4Ka
AHaJH3 HA noaaexamara Ha Jeuenne rpyna (ITT, ao mecen 30)

Heaexoxkcn6 100-200 mg| Hoynpoden 600-800 mg | Hanpokcen 375-500 mg

ABA MbTH JHEBHO

TPH I'BTH JHEBHO

ABd NBTH AHEBHO

bpoit

8072

8 040

7 969

YY4acTHHULIM CBC
CbLOUTUA

188 (2,3%)

218 (2,7%)

201 (2,5%)

CpaBHABaHe Mo
JABOHKMH

Henexoxkcub cnpamo
HANPOKCEH

Henexkokend cnpamo
nOynpoden

Henexokcnd cnpamo
HANPOKCEH

Koeduuuenr Ha
pucka (95% CI)

0.93 (0,76; 1,13)

0,86 (0,70; 1,04)

1,08 (0.89; 1,31)

Ananu3 Ha MoaupUIHpanaTa, noaexkama Ha JedeHne rpyna (mITT, npu neuenne no mecein

ChbOMTHA

43)
Henexoken6 100-200 mg: Hoynpogpen 600-800 mg: Hanpokcen 375-500 mg
ABA NbTH AHEBHO TPH NBTH JHEBHO ABA MbTH JHEBHO
bpoii 8 030 7 990 7933
YYacTHRLH CbC 134 (1,7%) 155 (1,9%) 144 (1,8%)

CpaBHsBaHE Mo
NIBOHKH

LerexoxcHO cnpamo
HANPOKCEH

[enexokcud cnpamo
nOynpoden

LlesteKOKCHD cnpaMo
HARPOKCCH

KoeduuuenT Ha
prcka (95% CI)

0,90 (0,72; 1,14)

0,81 (0,64, 1,02)

1,12 (0,889, 1,40)

KaTo usno, pesyarature ca YHCIEHO CXOAHHU B rPYMUTE Ha LUEAESKOKCHO M B Ta3W HA CPABHUTETHUS
MPOAYKT, 32 BTOPHUYHHUTE U TPETHYHUTE KPalHH TOUKH, U NO MPHHUHN, HAMa HEOYAKBAHH HAXOAKH MO
OTHOLIEHHe HAa 0e30MacHOCTTA.

Kato ce B3eme npeapua Bcuuko tosa, npoyusaHero PRECISION nocouga, ue e
HuckaTa onodpeHa ao03a ot 100 mg apa NbTH AHEBHO € CbC CXO/1HA De3onacHoCT M)
no3vpad B avanasona ot 600 mg — 800 mg TpM NbTH AHEBHO WIKM HANPOKCEH, Nf]
oT 375 mg — 500 mg n8a MbTH AHEBHO, MO OTHOWEHHE HA CbPACHHOCHOBHTE HEPKS
CbpaeuHocbaoeuTe prckose oT Knaca Ha HCIIBC, smouutento COX-2 HXUQUE
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3aBUCHMH OT 103aTa, [Iopajy TOBa pPe3yaTaTuTe 3a uenekokcnd 200 mg AHeBHO NO OTHOWIEHHUE HA
CbPAEHHOCHA0BAaTa KOMOHHMpaHA KpaitHa TOYKA He MOraT 1a ObAaT eKCTPanoJiMpaHH KbM CXEMH Ha
AO3BHPAHE C U3MOI3BAHE HA MO-BUCOKH A03HU LETEKOKCHO.

5.2 PapMAKOKHHETHYHH CBOHCTBA

AdcopdLus

LlenekokcHO ce pezopbupa aobpe. KaTo ZOCTHra MUKOBH NMAa3MEHH KOHUECHTpaUWH cael
npuoau3uTenHo 2-3 vaca. [lpuemMbT NO BpeMe HA XpaHeHe (XpaHa ¢ BUCOKO CbAbPKAHHWE HA MA3HUHH)
3abaBsa pezopduUMsiTa HA UETEKOKCHD ¢ 0KOJIO | vac, KoeTo BOAN A0 Tmax OT OKOJO 4 yaca u
yBeJIHYeHHEe HAa OMOHANTMYHOCTTA ¢ 0KoTo 20%.

[Ipn 3apaBu BB3pacTHU AO0OPOBONLH obuiaTa cUcTEMHa ekeno3nuna (AUC) Ha uenekokcub e
€KBHBAJIEHTHa, KOraTo Uenekokcub ce npuema rnoa popMara Ha LsIa KancyJsa Win CbAbPXKAaHUETO Ha
KancyaarTa ce nopbCeBa BbpXyY AdbAKOBO nope. Hama 3Hauummn npomMenu Ha Ciax , Tinax WM T2 ciea
NpUeMaHe Ha CbABbPYKAHUETO HA Karcy/ara Bbpxy 80bIKOBO MHOpE.

Pasnpeaenedue
CBbP3BAHETO C MIA3MEHHUTE NPOTEUHHU € OKOJIO 97% rpH TEpaneBTHYHH I1A3MEHHU KOHUEHTPALKH,

KaTo JICKApCTBEHHUA MPOAYKT HE CE€ CBbP3Ba NpedepeHUHATHO C EPUTPOLIUTH.

buoTpaHcopmanns

MeTabonu3MbT Ha LenekokcHO ce ocbliecTBABa OCHOBHO upe3 uutoxpom P450 CYP2CY. Tpu
meTabosiuTa, HeakTUBHHY KaTo COX-1 unu COX-2 nuxudburtopu, ca HACHTHDHLIMPAHH B HOBELIKATA
Iia3Ma, 4 MMEHHO ITbPBHYEH a1KOX0J, CbOTBETHATA KAPOOKCHAHA KHCEAHHA U HEHHMA [JIIOKYPOHH/.

AKTHBHOCTTA Ha unToxpom P450 CYP2(C9 ¢ HamaneHa npu NaiUeHTH ¢ T€HETUUEH NOJAUMOPPH3IBM,
KOETO BOAH 0 HaMaJleHa €H3WMHA AKTUBHOCT, KAKTO Npyd XoM0O3UroTHH 3a CYP2C9*3
MOJAUMOP(PHU3IBM HHAUBHUIH.

B1e dhapMakOKHHETHYHO NpoyUBaHEe HA UeNekoKCHO 200 mg, npueMaH BEAHbK AHEBHO, NPH 34paBH
nobporonuu cbe cneaHute reHotund CYP2C9*1/* 1, CYP2C9*1/*3 wau CYP2C9*3/*3, cpeanara
Cmax u AUC 3a 24 vyaca Ha uenekokcHO Ha aeH 7 € Ouna npubaH3NTETHO CHOTBETHO 4 MbTH U 7 MBTH
yBEeNUYEHA, NpHU UHAKUBKAM ¢ redorun CYP2C9*3/*3 cnpsamo apyru renotunu. B Tpu otnenuu
NpOY4YBaHHS ¢ €AHOKpaTHa N03a, BKAOUBaLluY 0610 5 yuacthuuu ¢ reHotun CYP2C9*3/*3, AUC 3a
24 yaca fpy eJHOKpaTHA A03a € NpUOIM3UTENHO 3 ITbTH YBEIWUYEHA CIPAMO Ta3H NPH HOPMATTHUTE
MeTa00IU3aTOPH. ¥ CTAHOBEHO €, HE YECTOTAaTa Ha XOMO3HIroTHUA *3/*3 redotun e 0,3-1,0% cpen
Pa3MYHH €THHUYECKH IPYIH.

[launeHTH, 3a KOUTO € H3IBECTHO WM ce npeanonara, ye ca 6asHu CYP2C9 metabonunizatopu Bb3
OCHOBa Ha aHamMHe3a/npeanuieH onuT ¢ Apyrd CYP2C9 cybcTpaty, uenekokcud Tpadea 1a ce npuema
C NOBHLIEHO BHUMaHHUE (B, TouKa 4.2).

He ca ycraHOBeHH KIIMHUYHO 3HAYKMH Pa3iHKH BbB GapMaKOKMHETHYHHTE NapaMeTpy Ha
LEeJIEKOKCHO Mexay adppo-aMepHKaHUM Y JIHLA OT KABKA3KATa paca B HanpeaHa a Bb3pacr.

[Ina3menaTa KOHLUEHTpaUuKUa Ha UETeKOoKCHD e yreanueHa npubnuzutendo 100 % npu xkeHure B
cTapdecka Bu3pacT(>63 roamHH).

Ea1WMHHMpaHe
Llenexokcud ce enumuHUpa rnaeHo ypes MetadboansvM. [lo-manko ot 1% ot 103
YPHHATa B HENPOMEHEH BH/. PazIMKHTE B €KCNO3ZULIMATA HA LENEKOKCHD MexXay
€ 0KOJ1I0 aeceT NbTH. Lienekokcud nma 1030- 1 BpeMesaBUcUMa PapMAKOKUHETH
No30B HHTEpBaa. BpemeTo Ha nonyxueoT ¢ 8-12 yaca. PapHOBECHMTE N1a3MeHN




AOCTUraT B PAMKHTE Ha 5-AHEBHO JeUEHHE.

b1LOpeuHa HEAOCTATBHHOCT

ChblLecTRYBA OrpaHKUEH ONUT ¢ 1eexoKeHD npu 0B0pedHa HeaocTaTbUHOCT. DapMaKOKHMHETHKATE Ha
HENEKOKCHO He € MPoyUeHa NpH NalueHTH ¢ ObOPEevHO YBPEKAAHE, HO € MAJIKO BEPOSTHO T4 Aa €
JHAYHTENHO NPOMEHEHA MPH TE3W NaunreHTH. ETo 3a110, npu neveHue Ha nauueHTH ¢ 0OBOpeuHo
yBpeKAaHe ce NpenopbyBa NOBULIEHO BHUMaHue. Texka Ob0peyHa HEJOCTATBHYHOCT €
NPOTHBOMOKA3aHHE.

YepHoapobHa HEJOCTATBYHOCT

B cpaBHeHHe ¢ MLa ¢ HOpMaJiHA YepHOAPOOHA PYHKIIUA, NAUMEHTHUTE € JIEKO YEPHOAPOOHH
YBpEXAaHe ca HMann cpeaHo yeeauuende Ha Cmax ¢ 53%, a na AUC ¢ 26% 3a ueaexokcuoO.
CHOTBETHHTE CTOHHOCTH NPH NAUKHEHTH C YMEPEHO YepHOIPOOHO yBpexaaHe ca OUTH CbOTBETHO
41% u 146%. MeTaOOJMTHUAT KANAUUTET NPH NALUWEHTH € 1EKO A0 YMEPEHO YBpeXKAaHe Kopeaupa
Hal-q00pe Ha CTOMHOCTUTE HA anbymuHa. [1py nauveHTH ¢ yMeEpeEHO YepHOAPOOHO YBpexaaHe (CbC
cepymeH anbymun 25-35 g/1) nedenneto Tpadea ga 6bAE 3aN0UHATO C NMOJIOBUHATA OT
npenopbYUTENHaTa 0034, [Ipn nauMEHTH ¢ TEKKO 4epHOAPOOHO yBpexaaHe (CepyMeH andyMHuH < 25
g/1) He ca NpaBeHH NMPOYYBAHUA KU LENEKOKCHO € NPOTHUBOMNOKA3aH NPH Tasu rpyrna nNauueHTH.

5.3 [IIpeaknnHHYHH JAHHH 32 De30MaACHOCT

HexnuuuHuuHKMTE AaHHHU 32 6€30MACHOCT HE MOKa3BaT 0coOeHH PUCKOBE 3a XOpa Ha Da3ara Ha
KOHBEHLIHOHAJIHUTE NPOYYBRAHHUA 32 TOKCHUHOCT NMPH MHOMOKPAaTHO NPHJIAaraHe, MyTareHHOCT WK
KapLHHOFEreH MoTeHUnam, OCBeH YNOMEHATHTE B TOUKH 4.4, 4.6 1 5.1 OT KpaTkaTa XapakTepUCTHKA
Ha MPOAYKTA.

Llenekokcud npu nepopandu a4o03u > 150 mg/kg/nex (npubau3uTenHo 2 MbTH Ha EKCIO3MLUMATA NPY
xopa npu 200 mg asa nuTH aHesHO, naMepeHa ¢ AUC o.24) € MpUUUHKI TOEULLIEHA YECTOTA HA
KaMEPHUTE CENTAIHH ACPEKTH, PAAKO AB/ICHHE U PaTaNHU HW3IMEHEHUS, KATO HaNnpuUMep CleTH pedpa,
C/IAT CTEPHYM H AedOpMHpaHa rpbHA KOCT NPH 3alUM, TPETHPAHH NO BPEME Ha OpraHoreHesara.
Habniopaeano ce € 3apucetllo oT J03aTa yBe/IHUEHHE Ha AMadparMATHUTE XEPHUH NPU NLITBXOBE,
MOJNYUYMIIM UeJIEKOKCHD npu nepopasinu 1034 >30 mg/kg/neH (0kono 6 MbTH HaA €KCNO3HUUATA NPH
xopa ocHoBaHa Ha AUC ¢.24 npy 200 mg nBa mbTH AHEBHO) 10 BPEME HA OpraHoreHesara. Teau
e(DEKTH ¢€ OYaKBaT ciel HHXHOUpAHE Ha CHHTE3a Ha NpocTarjaHAHnHH,. [IpK nibXoBe eKCno3sMumnaTa
Ha LIeNeKOKCHO No BpeMe Ha paHHOTO eMOpHOHANHO pa3BUTHE € AOBENO 10 3aryOu npeau H cien
HMIUTaHTHPAHE N A0 HAMaNsiBAHE Ha eMOpuo-(paTanHata NPeKMBAEMOCT.

[ lenekokcHO ce eKCKpETHPA B MIAKOTO NPH ITbXOBE. B nepu-nocTHaTaNHO Npoy4BaHe MPU NIbXOBE
ca Ouny Hab/oNaBaHH TOKCUUHU €(EKTH BLPXY MOKONEHHETO.

B ABYroAMLIHO NPOY4YBaHE 3@ TOKCUHHOCT € OUno HabioAaBaHO HapacTBaHE Ha HeaApeHaIHATA
TpOMO03a NPHU MBKKY MTHXOBE MPH BUCOKHU O3H.

6. OAPMAILIEBTHYHH JAHHH

6.1 Chndenbk HA IOMOIHHUTE BEL[ECTBA

100 mg TBLpAH KANCyau
Kancyano coowvpicumo.
NAKTO3a MOHOXHAPAT
noeuaoH K30
KpOCKapMeno3a HaTpHH
HaTpHeB naypuiacyndar
marHesnes creapat (E470b)




Obguska na Kancyiume:
YKEJaTHH
TUTaHoB AMokcua (E171)

200 mg TBLPAH KaMCYH
Kancy.mo cvovpicumo:
NaKTO3a MOHOXHApPAT
nosuaoH K30
KpOCKapMeJ/i03a HaTpHi
HATpUeB naypuacyndar
marHesues cteapat (E470b)
Obsusxa na kancyme:
KEJIATHH

TUTaHOB aAuokceua (E171)
KeneszeH okcud, xbuiat (E172)
6.2 HechLBMECTHMOCTH
Henpunoxumo

6.3 Cpok Ha roaHocT

3 roanHU

6.4 Cpoeuna/lH{H YCJIOBHA 32 ChXpPAHEHHe
Ha ce cvxpanssa noa 25°C.

6.5 BmuaH cbALpXKAHHE HA ONAKOBKATA

Axnexca 100 mg 1 200 mg TBbpAM KancyJiu:
bavcrep (PVC/Anymunuii): 10, 20, 30, 40, 50, 60, 90 n 100 TRbpaM Kancynu B KyTUs.

He Bcuuky BUAOBE ONAKOBKH MOraT aa 6buaat nycHaTH Ha nasapa.
6.6 CoennanHH NpeanazHH MepKH NPH H3XBLPJSIHE H PaboTa
Hsama cneumnaiHi U3HCKBAHMA.

HeuznonzsaHuaT JCKAPCTBEH NPOAYKT WK OTNIAABHHHUTE MATCPHAJIH OT HETO TpﬂﬁBa Ad CC HIXBBPJIAT
B CbOTBETCTBHEC C MCCTHHTC U3HCKBaHHA

7. ITPUTEXATEJI HA PAZPEIIEHHETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, gmarje:‘éka cesta 6, 8501 Novo mesto, CnoBeHuUs

8. HOMEPA HA PAZPELHIEHHUETO 3A YIIOTPEBA

Axnekca 100 mg Tebpau kancyau - Per. Ne: 20140019
Axnekca 200 mg tebpau kancyau - Per. Ne: 20140020




9. JATA HA ITbPBO PA3PEILLIABAHE 3A YIIOTPEBA/INIOAHOBABAHE HA
PASPEHIEHUETO 3A YIIOTPEBA

Jlata Ha nbpBo pa3zpewaBane: 30.01.2014
Jlara Ha nocnenHo noaHossBaHe: 20.07.2018

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

01 KOnu 2024

[ToapobHa nHpopmalms 3a TO3M JEKAPCTBEH NMPOAYKT € npeJocTaBeHa Ha yebcaira Ha U3nbaHurenHa
Arenums no Jlekapcrsara (MAJI) http://www.bda.bg.




