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3. JIEKAPCTBEHA DOPMA

DunMupaHa Tabneria

CHBY rnmupany TabNeTkH, npogwirosaTy (RBmxuHa: 19,2 mm, WhprHa: 9,1 mm),

4. KIHHHYHH JAHHR

Hexenanure PCAKLIMK MOrar na ce Hamanst A0 MUHHMYM KaTo ce npuema HaH-HUCKaTa ehekTHRHA
A03a 3a Hal-KpaTkug NnepHon, HeobXoauM 33 KOHTPOMUpaHe Ha CHMIITOMHTe (BX. TOoyka 4.4).
MauuenTnr Tps6Ba na ce KOHCYNTHpa ¢ nekap, ako CHMITOMUTE NEPCHCTUPAT WK ce BJIOLLIAT, WY

na Obje HaW-Manko miect yaca.
AKO ¢ 1034 oT CiHa Tabnerka He ce MOCTHra KOHTPON Hap CHMITTOMHTE, MOXe 3 ce MMPHEeMAT Haiji-
MHOTO 1B TabneTky A0 TPH NMBTH AHEBHO, Eanunynara A03a OT ABe TabNeTKy e IIpEAHa3HaYeHa caMo

Obae Hal-Malko wrect yaca.

MakcuManuiarta nuesya fl032 e wect tabnetky (3000 Mg napaueramon, 1200 mg HOY npode
He Tpa6Ba aa ce HaBHiuaRa 33 24 yaca,




Tosu nexkapcrpen HPOLYKT He € npearasHayey 3 ynorpeba npu neua u oHowy non 18 roauny.

Hauuu ya NPUAOHEHHE

3a nepopanno NPpHIOXKEeHHe.
Meraden Maxc TpsOBa na ce nprema c Yaua Boja.
3a na ce HamangT HEXKCIIaHHUTE peakyuy ce penopwviBa Metaden Maxc A4 C€ npueMa ¢ xpaua,

4.3 HporuBonokasanns

’ EnnoBpemenna ynorpeba ¢ npyru NPOAYXTH, CbABDKALIH lapaueTaMost (Bx. Touko 4.5).

. [TaunenTty ¢ dHaMHE3a 33 peakuuK Ha CBPBXYYBCTBUTENHOCT (Hamp. Oponxocnasmm,
AHTHOCHEM, aCTMa, PHHHT WM YPTHKADHA), CBBp3any ¢ AUCTHIICATMLIMIOBA KHCENHHA ip
APYryU HeCTepOUHY [IPOTHBOBB3NANUTENHH cpeactea (HCIIBC),

. [TauuenTH ¢ anampesa 33 CTOMaUIHO-YpEBHQ KbPBEHE WY nepgopanus, CBBP3aHH C
NMPEALIECTBALIO JleYe e ¢ HCTIBC (B%. Touka 4.4),

BRIIOYHTENHO UHKII0-0KCHreHasa-2 (COX-2) CnenHdHYHY HHXHOHTODH M 103y Ha
AUCTHIICATHLIMNOBA KMCeHKE, Hal 75 mg nHeBHO - noBHmes PHCK OT HexenaHH peakiun
(BX. Touka 4.5).




4038 338 Half-KpaTkug CPOK, HeobXxoauMm 3a KOHTPOJIMpaHe Ha cumMnToMuTe (BX. Touka 4.2 y
HHOOPMAUBITa OTHOCHG CTOMalHO-YpeBHY Y CbPACYHHO-CBROBM pHCKOBe MO-101y H KaTo
MAUHEHTHTE NpHeMar nozarg ¢ XpaHa (BX. TOYyka 4.2).

[TanuenTure c HEKOHTpOJIHpaHa AUNEPTOHUA, 3aCTOlHA chpaeyna HEL0CTaTB4HOCT (Kaac [1-11] o
NYHA), yctanosens HCXEeMHYHa GonecT Ha CbpLETO, neprpepHa apTepHanHa 6onecr wuny MO3bYHO-
CBI0BO 3260/ BaHe TPs6pa Ia 6baar nekypauy ¢ HOynpogen camo CI€1 BHUMATENHA NpeLenka 1 Aa

3alI04BAHE Ha ABIrOCPOYHQ ACYCHHKE Ha nauueHTy C PHCKOBH akTopy 3a CBPACHHO-CBAOBY CbOUTHS
(nanp. XHIICPTOHMA, XHNepnUnuoeMus, 3axapeH nuaber, TIOTIOHONY1UEHE), 0co6eno ako € HeoOX0 QUM

- C'E»EQE‘IHO-C‘LQOBO, 0s6peyno y YePHONPOOHO YBpex aaHe:

Hpunoxenuero na HCTIBC moxe na NMPHYHHU J0303aBHCHMO NOHWKCHHE B 06paszyBaneTo Ha
NpOCTarnaHAWHY U g YCKOPH pa3BHTHETO Na 6v0peyno YBpexaane. [lauuenTute ¢ HaH-BHCOK pHck oT
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4.5 B3anmonelicTBHe ¢ APYrH JIeKAPCTBEHH NPOAYKTH H APYTrH GOpPMH Ha B3auMoAeHcTBHE

To3u nexapcTeH MpoayKT (ThH KaTo CBABKA NapaueTaMol/ubynpodeH) e NPOTHBOIIOKAa3aH B
KoMOUHAIHA C;

. HPYTH NEKAPCTBEHHU NPOAYKTH, ChABPXALUM NapaLeTaMoll - NOBHILIEH PUCK OT CEPHO3HH
HeXeNaHH peakLMH (BX. TouKa 4.3).
. ALETHICATHLIIWIOBA KHceNnuHa Hax 75 mg aHesHO ¥ Apyrn HCIIBC, BKIIOYHTENHO CeNeKTHBHH

MHXHOUTOPH Ha LUMKJIO-OKCHIeHa3a-2, Thil KaTO MOTAT Ja YBENHYAT PHCKA OT HEXeJJaHH peaKLnu
(BX. TOUKa 4.3).

To3u nexapcTBeH NpOAYKT, ThH KaTo ChABPKA NapaleraMon Tpadsa Aa ce H3ION3Ba ¢ MOBHINEHO

BHMMaHHE B KOMOHHaLHA C:

. XONEeCTHPAMHH: CKOPOCTTa Ha abcopOilia Ha nmapaueTaMon ce MOHMKaBa OT XOMeCTHPAMHH.
CrnenopateiHo, xonecTupaMiy He TpAOBa 1a ce npHeMa B paMKNUTE Ha €OHH 4ac, aKo e
HeoOXoauMa MaKCHMAJTHA aHANIre3HA.,

o METOKJIONpaMu L H AoMNEpHIOH; abcopbLmATa Ha napaueraMon e MoBHILasa OT
METOKJIONIPaMUJ U JOMITEPHAOH. BBNpeKkH TOBA, He € HeoOXOaUMO J1a ce H30Area
eqHOBPEMEHHATa ynotpeda.

- papdapuH: AaHTUKOArYNaHTHHUAT €(peKT Ha BapdapHH H APYrHd KyYMapHHH MOXe Ja Ce 3aCHIH
IpH peloBHA ynoTpeba Ha napaneraMoll ¢ NOBHILEH PHCK OT KbPBEHE, A03H, NMPHI0KEHH
HHIMACHTHO HE OKa3BaT CHUICCTBEHO BIHAHHE.

. pryKnokcalInH, Thil KaTO €NHOBPEMEHHHUAT ITPHEM € CBLP3BaH ¢ MeTaboMuTHA aunao3a
C ronAMa aHHOHHA NMPa3sHHHA NOPaaH MAPOTTYTAMHHOBA alHa03a, 0COOEHO NpH NallHeHTH C
PHCKOBH QaKTOpH (BXK. TOUKa 4.4).

To3u nexapcTBeH NMPOAYKT, ThH KaTo CuAbpka HOynpoder Tpabpa 4a ce U3NOM3Ba C MOBUILEHO

BHUMAHHE B KOMOHHALINA C:

. ALICTHICATHLIHIIOBA KHCENIHHA (Noj 75 mg MHEBHO): EKCIICPHMEHTATHH JAHHH NMOKA3BaT, 4e NpH
€IHOBPEMEHHO NMpWIoKeHue, HOynpodeH Moxe KOHKYpeHTHO Aa HHXuOupa edexra Ha HHCKA
J1032a aLICTHICATHLIWIOBA KHCEIIHHA, BbPXY TpoMOOUMTHATA arperauma. Benpeku ye uma
HEACHOTH MO OTHOLLIEHHE HA KCTPAIOTALMATA HA TE3U NaHHH KbM KJIMHMYHATA MMPAKTHKA,
BEPOATHOCTTA pe/IOBHATA NPOOWDKHTENHA YIoTpeha Ha ubynpogeH na Hamanasa
KapIdonpoTEeKTHBHNA €(eKT Ha HUCKH J03M allCTUICANHLIIIOBa KHCENTMHA, HE MOXKe Ja Ce
v3KkmouH. Cyura ce, ye cnydaiiHata ynorpeba Ha ubynpodeH BepoATHO HAMA KIIHHHYHO 3HAYHM
edekrt (BxK. Touka 5.1).

. anTHKoarynanTy: HCIIBC Morar aa sacwiAT eekTuTe Ha aHTUKOArylaHTHTe, Hanp. BapdapuH
(Bx. TOUuKa 4.4).
. aHTHXHNEPTEH3UBHH N1eKapcTBa (ACE #HXBOHTOPH 1 aHrnoTeH3uH Il aHaTaroHUCTH) |

auyperaun: HCIIBC Morar ga noHM»xaTt eeKTHTE Ha T€3H JICKAPCTBEHH NPOAYKTH. [IpH HAKOH
NaMeHTH C KoMnpoMeTHpaHa 0s6peuna ¢pyHkims (Hanp. AeXUIpaTHPAHH NAlMEHTH WIH
NALMEHTH B CTapuyecKa BL3pacT ¢ KoMrnpoMeTHpaHa Obp0peyna QyHKina) eq1HOBpeMEeHHATA
yrnotpeba Ha ACE HHXHOHTODP WK aHrHOTEH3MH 1] aHTarOHUCT ¥ CPEACTRA, KOMTO HHXHOHpAT
IIHUK10-OKCHIeHa3aTa MoXe Ja J0BeAe A0 AOIMBIHUTENHO BiioluaBane Ha 6bbpeuHaTa ¢pyHKIHA,
B TOBA YHCJIO ¥ BE3MOKHa ocTpa Op0peuna HeOCTaTBYHOCT, KOATO OOMKHOBEHO € oOpaTHMa.
Tesu s3aumoneiicteua Tpabpa a 6naar B3eTH NpeaBHA NpH nauuMeHTH, npueMamy HCIIBC
eaHoBpeMeHHO ¢ ACE uHxuGuTopH Unyu aHrnoteHsuH Il anraronucru. CneaosarenHo,
KOMOHMHAUKMATA TpAOBa Ja Ce npunara ¢ NoBHIIEHO BHHMaHHe, 0COOEHO IIPH JIHIIA B CTapYecKa
Bb3pacT. [lanueHTHTE TpAOBA fia ca afeKBaTHO XMAPATHPaHH M TpAGBa na ce oOMHUCTH
MOHHTOpHpaHe Ha 6p0peyHara QyHKuHA Cnel 3an04BaHe Ha CLIBTCTBAILA TEPANuA |
[epHOANYHO criel TOBA. JIHypeTHLUTe MOraT YBENNYaT pUCKa OT He(PPOTOKCHYHOCT Ha

HCIIBC.

- AHTHATPEraHTH H CENEKTHBHY HHXUOUTOPU Ha 06paTHOTO 3axBamiaHe Ha ceporoHHHa (SSRI):
NOBHIIEH PHCK OT CTOMALIHO-YPEBHO KBPBEHE (BXK. TOUKA 4.4).

. cepaeuHy raukosuan: HCIIBC Morar aa o00CTpAT ChpaevHaTa HEAOCTATBYHOCT, 13 HasRrryT

rJIOMepyaHaTa pUiITpals ¥ Ja NOBHLUAT IA3MEHHTE HHBA HA MTHUKO3HAHTE.
. LHKJIOCTIOPHH: NMOBHIIEH PHCK OT HEPPOTOKCHUHOCT.




KOPTUKOCTEPOUAH: MOBULLICH PHCK OT CTOMAINHO-YPEBHU A3BU M KbpBeHe (BX. ToOuKa 4.4).
JNATHH: HAMAJICHA CTENEH Ha SNMMUHUPAHE Ha TIUTHUH.

METOTPEKCAT: HAMAICHA CTENEH Ha ¢IMMHHHpaHe HA METOTPEKCaT.

mudenpucrod: HCIIBC He TpabBa ma ce n3non3sar Ao 8-12 AHM cnen npuioxeHue Ha
mudenpucroH, el Kato HCIIBC Morat aa noHkar edekta Ha MUGENpHCTOH.

. XHHOJIOHOBU aHTHOHMOTHLN: JaHHH OT NMPOYyYBaHUSA BBPXY *KHBOTHH co4aT, ye HCITBC, morar
Ia YBEIIMYAT PHCKA OT KOHBYJICUH, CBBEP3aHH C XMHONMOHOBHTE aHTUOMOTHLIM, [laumeHTH,
npueMaiy HCIIBC H XHHONOHH MOXe Aa ca H3JIOKEHH Ha NOBHIUEH PUCK OT NOABA Ha

KOHBYJ/ICHH.
- TaKpPOMUMYC: BEPOATHO [TOBHILEH PHCK OT HEQPPOTOKCHYHOCT MPH €AHOBPEMEHHA yrioTpeba Ha
HCIIBC ¢ TaxponuMmyec.
. 3UAOBYAMH: NOBUILECH PUCK OT XEMATOJIOrHMHA TOKCHYHOCT IpY €JHOBPEMEHHA yrnioTpeda Ha

HCIIBC v 3unoByauH. UMa JaHHM 3a YBETHUEH PUCK OT XeMapTpO3H H xemaTroMu npu HIV (+)
XeMOQUIHLM, TEKYBAHH ¢JHOBPEMEHHO CBC 3UAOBYAUH U HOYNpodeH.

. ApPYTH MPOAYKTH, ChALPKALLN HOYNpodeH - pUCK OT npefo3upaHe.
4.6 @epTHAHTET, OpeMEHHOCT H KbpMeHe

BpeMeHHOCT:

Hama onur ot ynorpebarta Ha TO3M JEKAPCTBEH MPOXYKT NPH Xopa 1o Bpeme Ha 6peMeHHOCT. [Topanu
CBABPXAHHUETO HAa NOYNpodeH, TO3H NEKAPCTBEH NPOAYKT € MPOTUBOMOKA3aH 3a ynoTpeda rpes
TPETHA TPUMECTBP OT OpeMeHHOCTTa (BX. ToUKa 4.3 1 5.3).

IlapaueramMoJ

["onAMO KONHYECTBO JAHHU 3a OPEeMEHHH XEHU HE NOKAa3BaT HHTO MandopMaTUBHA, HUTO
(eTO/HEOHATAIHA TOKCHYHOCT.

EnupaeMHOTOTHYHUTE MPOYYBAHHA BBPXY HEBPOJOTHYHOTO PAa3BHTHE NPH Oelia, HAUIOKEHH Ha
napaLeTraMoJ in ufero, NOKa3BaT HEYOSOUTENHU PE3YaTATH. AKO € HeoOXOANMO, NNapalleTaMON MOXKE
7la ce ImpHeMa 110 BpeMe Ha OpeMeHHOCT, KaTo TpAOBa 1a ce H3ro3Ba Hal-HUCKaTa e(peKTHBHA [03a 32
BB3MOXKHO Hali-KpaThK NEPHUOI U C BE3MOXKHO Hal-HHCKATA Y€CTOTATA.

Héynpoden

[ToTHCkaHeTO HA MpOCTAraHAWHOBHA CHHTE3 MOXKeE [1a MORNHAC HeOmaronpusTHO OpeMeHHOCTTa
Wy eMOpuo/derannoTo pazputre. JaHHM OT eNMUAEMHONOTHYHH NPOYUBAHHA NOKA3BaT MOBHIIEH
PHMCK OT HEIOH3HOCBAHE H ChpACYHK Man(OpMalMH U raCTPOCXH3uC ciel ynorpeba Ha HHXHOHUTOpH
Ha MPOCTarNTaHIWHOBHA CHHTE3 B PAHEH eTal Ha OpeMEeHHOCTTa. AGCONMIOTHUAT PUCK OT CHPAEYHO-
ChAOBH MandopManuu € 6un moeuiieH ot nof 1% Ha okono 1,5%. Cuura ce, 4e pUCKBT ce NOBHINABA
NPH BUCOKH AO3H U NPOOBKUTENHO JiIeueHHe. IIpn MpoyHdBaHuA ¢ )KUBOTHH NPHIIOKEHHETO Ha
MHXHOMTOPH Ha NPOCTarjiaHAHHOBUA CHUHTE3 BOAH HO NIpe- H NOCT-UMILTIaHTaHOHHEA 3aryba

H eMOpuo-deraneH neranuret. OcBeH TOBa ¢ CHOOILUABA 3a IOBHUILIEHA YECTOTA Ha BPOAEHH
MangopMalLMH, BKITIOYHTENHO ChPACHHO-CHAOBH, NIPH XXUBOTHH, TpHEMany HHXHOHTOPH Ha
NpOCTarmaHIHHOBUA CHHTE3 10 BpEME Ha OpraHoreHesara.

Ot 20-ata ceaMHLIa OT OpeMEeHHOCTTA HAaTaTeK yroTpedbara Ha HOynpodeH MoXe fa MPUYHHH
ONIMroXUAPAMHHOH, ABJIKAUL Ce Ha HapylueHHe Ha 6BsOpedHara pyHkuma Ha deryca. ToBa Moxe 1a ce
NOABH CKOPO Cliej 3al0vYBaHe Ha JIeYeHHeTo H 0OMKHOBEHO € 00paTHMO NpH NpeKpaTaBaHe My.

B nombnHeHue, UMa ChOOLICHHA 3a 3aTBapAHe Ha ductus arteriosus cnen Je4eHMe Npe3 BTOpHA
TPHMECTBP, ITOBEYECTO OT KOMTO OT3BYYABAT CJICH NIPEKpaTABaHe Ha JeyeHueTo. [1o BpeMe Ha MBPBUA H
BTOpHA TPHMECTHD Ha OpeMeHHocTTa HOYnpodeH He TpAOBa Ha ce npuiiara, ocBeH axko e abcomoTHo
HeoOxoauMo. Axo HOYNpo(heH ce H3MoN3Ba OT KEHA, KOATO Ce ONHUTERA Ja 3a4YeHe, HIH TI0 BpeMe Ha
NBPBHA H BTOPHA TPHMECTBP Ha OpEMEHHOCTTA, A03aTa TpsOBa Aa ce MoAnsPHxKa Bh3MOXHO Hall-
HUCKa, a IPOABLIDKHTENHOCTTA HA JICYSHHETO — BBE3MOXKHO Hal-kparka. Cnen ekcrno3unms Ha
ubynpodeH B NMpoAsHKEHHE Ha HAKONKO ZHH 0T 20-aTa recTauioHHa CeAMULA HATaThK TpA6Ba aa ce
OOMHCITH aHTEHATAJTHO NPOCIEAABAHE 33 OJIMTOXKHAPAMHHOH, YioTpebaTa Ha ubynpodes
NpeyCTaHOBH, aK0O C€ YCTAHOBH OJUNOXUIPAMHHOH WIH 3aTBapsHe Ha ductus arteriosus.




[1pes Tperns TpuMecThbp Ha 6peMeHHOCTTa BCHYKH HHXHOUTOPH Ha NPOCTArNaHAMHOBUS CUHTE3 MOTaT
a4 H3IOXKAT IJ104a Ha:
- KapAHOTIYIMOHATHA TOKCHYHOCT (¢ NMpeXACBPEMEHHO 3aTBapane Ha ductus arteriosus u 6enonpobua

XHMEPTOHHS);
- 656pedHa puchyHkums (BXK. no-rope);

Mailikara H RHOBOPOASHOTO, B Kpad Ha OpeMEHHOCTTa, Ha:

- BB3MOXKHO YAB/DKaBaHe Ha BPEMETO HAa KbPBCHE, aHTHarperupatl egexr, KolTo Moxe 1a ce [posaBH
OOPH IIPH MHOI'O HUCKH JO3H;

- HHXHOHpaHe Ha XOHTPaKLMHTE Ha MATKATa, BOACIIO J0 330aBEHO WIH YOBIDKEHO PaXAaHe.

CnenosatenHo, HOynpopeH € NPOTHBONOKA3aH MO BpeMe Ha TPETHA TPUMECTLP Ha OpeMeHHOCTTa (BiK.
TO4YKa 4.3 u 5.3).

Korato e BpaMOXHO, ynotpebara Ha Meraden Makc TpaOsa 1a ce u30Area npes mbpBHUTE [IECT
Mecella oT OpemeHHocTTa H Meraden Makc e mpoTHBOMMOKA3aH Mpe3 MOCAeIHHTE TPH Mecela Ha
OpeMeHHOCTTa (BX. TOuKa 4.3).

KspmeHe
Hb6ynpodeH 1 HerosuTe MeTaGOJIMTH NPEMHHABAT B KBPMAaTa B MHOrO Majky xoaudectsa (0,0008%

OT J03aTa), MpueTa oT Malikara. He ca u3BeCTHHM Hexenanu eexTH NPH KbpMayera.

[TapaneTaMon ce eKCKpeTHpa B KbpMaTa, HO B KITHHHYHO HE3HAYHMH KOJHUYeCTBa. OT HAIHYHHUTE
JaHHHU ynoTpedara mo BpeMe Ha KbPMEHe, He € IPOTHBOIIOKA3aHA.

[Topaay ToBa He € HEOOXOAHMO NPEKBCBAHE HA KBPMEHETO 3a KPaTKOCPOUYHO JIEYEHHE
C IpENOPBYMTEHATA 1032 OT TO3H IIPOAYKT.

Meprunurer

HMMa orpaHHYeHH 00Ka3aTeNnCcTpa, Y€ JIEKapCTBa, KOMTO HHXHOHpAaT CHHTE3a
LHKIO0KCHI€Ha3a/TIPOCTar1aH AN H, MOTAT 2 HapyIaT XEeHCKHA (GEPTIINTET, KaTo BIHAAT BbPXY
OBYNGLIMATA W HE C¢ MPETIOPHYBAT NPH KEHH, KOUTO OIHTBAT Aa 3aYeHaT. To3u edekT e 0OpaTHM NpH
NPEeKPaTABAHE HA JIEYCHHETO. IIpH KeHH, KOUTO UMaT TPYAHOCTH ChC 3a6peMeHABAHETO HITH
NpeMHHABAT H3caenBaHuA 3a 6e3rnoane, Tpadpa aa ce oOMHUCIH MpexkpaTaABaHe yroTpebara Ha
JIEKAPCTBEHUSA NIPOAYKT.

4.7 EdeKTH BbPXY cnocobHocTT2 38 opHupaHe H paGoTa ¢ MaILIKHK

BB3MOXHH Ca HEXKENTaHK PEaKLMH, KATO 3aMasHOCT, CBHIMBOCT, YMOpa H 3pHMTEIHH HapyLUEHH,
cnen npueM Ha HCIIBC. INanueHTyTe, KOUTO HMAT TAKUBA peaklH, He TpAbBa Aa mwohupar wiu
paboTAT ¢ MALIHHH.

4.8 HexeaHH JleKapcTBEHH peaKIIHK

B xnmyHW4HHTE npoyuBaHus ¢ HOynpoden/mapaueraMon He ¢a HabmoaaBaHH APYTH HeXelaHH
peakLHy, pa3jiHIHM OT TE€3H NPH CaMOCTOATCSNICH IpHeM Ha nbynpoden wid napateramout.

B Tabnnuara no-gony ca H36poeHH HeXeNaHHTe PeakLMK OT JaHHHUTE OT NMPOC/IeAABAHETO Ha
JleKapcTBeHaTa 6€30nmacHoCT, Cho6IaBaHK NP MMAIMEHTH, MPUEMAITH CAMOCTOATENHO HOYpodeH Win
apaneramMon NpH KpaTKOCPOYHA K ALITOCPOYHA ynoTpeda.

Hexenmadu peaklinH, KOHTO Ca CBBP3aHH ChC CAMOCTOATENEH MTpHeM Ha HOYTIpodeH HWIH napaleraMos,
ca NpeACTaBeHH B TabnUYeH BUA CTIOPE] CHCTEMO-OpraHHa KiacH(pHKALHMA M YecToTa. UecTtorara ce
OTIpEACIIA XaKTO cneasa: MHOro 4ectd (>1/10), uectt (>1/100 no <1/10), Hewectn (>1/1 000 ge NEHLg

<1/100), peaxu (=1/10 000 oo <I/1 000), muroro peaku (<1/10 000) 1 ¢ HeH3BECTHA HYECTC // -,

Aa
HATHYHHATE JAHHH HE MOXKe Ja Oplic HanpaBeHa oueHKa). [Ipu BCAKO rpynupaHe B 3aBHCK ‘é >




Cncremo-njz_nraueu Kiac

Hexenana peakuus

Hapywenug ga KpbeBTa ¢
THMOHATA cHeTepa

XeMaTonoetnupy Hapywenug!

Hapywenns yga HMYHHaTa
CHUCTeMa

npypuryc? .

Texku peakimy Ha
CBPBXUYBCTBHTENHOCT, CuMnromuyte
MOTaT 1a BKIIOYBAT 010K Ha HueTo,
C3MKa H repioTo, OucnHes, TaXHKapnaus,
XUNOTOHUS (anac{mnaxcm, dHTHOe1eM
WITH TEXbK wok)?

Hapyuwenns ya MeTabonH3Mma y

C HEeH3BeCTHg

ey

MeraﬁnnHTHa alnno3a ¢ rojgsgma aHUOHHa

fa0HpuHTa

XpaHeHeTo 4eCTOTa NpasHHHa '° »

[lcuxuymy Hapylexus MHoro peaky Obvpksane, ACTIPECHA M XamounBauy |

Hapymenug g HepBHaTa Heyecry I'naBoGonye y 3aMasHoCT

CHCTEMa Mroro penky AcenThyeq MEHHHIHT?, mapecresus, -
ONTHYEH HeBPUT COMHOJICHTHOCT

Hapywenus na ougre MHoro peny 3pHTenHo Hapylenpe

Hapywenus ya YXOTO 4 MHoro pe iy TunuTYC Y BE€DTUTO

Chpreyny HapyuleHus

Muoro penky

Coepaeuna HCAOCTATBYKOCT 1 oTOK?

Ceaosn HapyineHys

MHoro penky

PeanpaTopHH, T'PBIOHU K
MEAMACTHHANHY Hapymenus

MHoro peaky

Huxarenya P€akTHBHOCT, BKJIFROUHTENHO:
4CTMa, H30CTPsHe Ha acTMa,
Opouxocnasny AHCHes?

CTOMHUJHD-'—I[JEBHH HapylireHug

UecTH

Kopemnua Oonka, "10BpbLLaKe, THapwus,
rafeHe, nucnencus, CTOMalleH

HeuecTy

CTOMaluHO-ypepey KPbBOH3NHB, Mejena
xemaresa’, ynneposey CTOMATHT y
obocTpsne Ha YAUCPOIEH KONMT M Gonec
Ha Kpow’, ractpur, AHKpeaTHT,
bnarynennus p 3anek

Xena'ruﬁnnuapﬂu Hapyexus

MHoro pesky

Hapymena Y€pHOOPOGHA byHK LM,
XCNATHT U XbATeHU RS

Hapyuienus ua KoXarta y

Yecty

Xunepxuaposa

MOOAKOXHaTa ThbKaH

Heyecrty

Pasnuuny koxuy o0pusu?

MHoro peaxu

Bynosny PCEKLHH, BKIIOYUTENHO
CPHTEMa MynTHGOpMe, CHHAPOM Ha
Stevens-Johnson TOKCHYHa
CNIMAepMatHa Hekponusal
Excoonuatupnu ACPMATO3H U nypnypa

C HEHU3BeCTHa

Jlekapersena PEAKLNA C eo3uHO DUy

ITUKOYHUTe ITbTHINA

YeCTOTa U CHCTEMHH CUMNTOMY (DRESS
CHHApOM). Octpa TeHEpanM3upana
CK3aHTeMaTo3Ha fTyCTynosa (AGEP),
CaKilin Ha hoTouyBcTRYTE) HOCT
Hapyiuenyy ya 0x6perre y MHoro penky Hedporokcnunoer B pasniniyny

BKIKOYHTENTHO HHTt_EpCTHuHﬂ.UE




He(ppOMMTHYEH CHHAPOM M OCTpa H
XpoHN4HA 6bOpeuHa HEAOCTATBYHOCT

O6mu HapyiieHHA U eQEeKTH Ha MHOTr0 peaxn YMopa U Hepas3onoxKeH e
MSACTOTO HA MPUIIOKEHHE |
M3cnenpanmus YecTH [ToBHuIeHa anaHHH aMHHOTpaHCcdepasa,

NOBHUILEHA raMa-rnyraMunTpascepasa
M OTKJIOHCHHMSN B H3CJIEABAHUS Ha
yepHoapoOHaTa PyHKUMs cnen ynoTpeda
Ha napaueTaMmoil.

[ToBunieH KxpeaTHHHH B KPBBTAa,
NOBMIIIEHA Ypes B KPBBTa

HevectH [ToBunieHa acnapraT aMHHOTpaHCcepasa,
NoBHUILIEHA anKanHa ¢ocdaraza B KpPBBTa,
NOBHILEHA KpearuH GocdoxknHaia B
KPBBTa, NOHWKEH XeMOTIO0HH H
NIOBUILIEHH TPOMOOLIMTH.

OnucaHne Ha H3OpaHU HEXENTaHU peakLH

I Bkniousa: arpaHyJIOLMTO3a, aHEMHKS, anlacCTHYHA aHEMUA, XEMONTHTHYHA aHEMH, JIEBKOTCHHA,
HEYTPOIMEHM, MAHIUTONCHNA ¥ TPOMOOLUTONECHHS.

[ThpBHTE NMPU3HALK Ca: BHCOKA TEMIIEpaTypa, OOJIKH B I'bpIOTO, TOBBPXHOCTHH A3BH I10 yCTaTa,
rpUnonoAoGHU CHMITTOMH, CHJIHA OTIIARHANOCT, HEOOACHUMO KbPBEHE H CHHHHH, H KBPBEHE OT HOCa.,

2 IMa cboOlleHNs 3a peakliMH Ha CBPBXYyBCTBHTENHOCT. Te Morar Aa ce ChCTOAT OT (a)
HecnelHGHYHH AlePrHYHH peakuuy ¥ aHadpunakcua, (0) quxarenHa peakTHBHOCT, BKIIHOYHTETHO
acTMa, H30CTPAHE Ha acTMa, OpOHXOCNasbM U AUCITHEA, WIH (B) pa3IMUHK KOXKHH PEeaKUHH,
BKJIIOUHTENHO OOPHBH OT pasjiMueH THR, NIPYPUTYC, YPTUKapHA, AaHTHOSAEM H NO-PAIKO,
excoNMNaTHBHY U OYJIO3HH AEPMATO3H ( BKIIOYHTENHO TOKCHYHA eNriepMaNHa HeKpoan3a, CHHAPOM
Ha Stevens-Johnson H epuTeMa Myt OpME).

3 [TaTOre HHHAT MEX2HH3bM Ha JICKapCTBO 3aBUCHM aceIrrTi4eH MeHHHTHT, HE € HAIThJIHO H3SICHEH.
Hanugauure DaHHM 3a acenTudeH MeHHHIHT, cBbp3ad ¢ HCIIBC, couaT KbM peakins Ha
CBpBXYYBCTBUTENHOCT (CBBp3aHa C NIpHEMa H H34Ye3BaHe Ha CHMITOMHTE CTie/l MPEeKpaTsBaHe Ha
nedeHneTo). 3a oTOena3Bane ¢a, EAHHWYHH CITyqaH HA aceITTHUeH MCHHHTHT [IPH NALHEHTH CBC
CBUIECTBYBAll ABTOMMYHHU HapylieHHA (KaTo CHCTEMEH JIYIyC epHTEMAaTO3yC H CMECCHH
CheAMHHUTEIHO-ThKAHHK HapYLLUEHHA) N0 BpeMe Ha NedeHHe ¢ ubynpodeH, HabmynaBaHH ca CleaHUTe
CHMITTOMH: CXBalllaHe Ha BpaTa, rnasofonue, raaexe, NoBpeiliaHe, TOBHLIEHA TEMIIEPaTYpa WIH
ne3opueHTauus (Bxk. Touka 4.4).

4 KnHHVYHH H3NUTBAHUA JaBaT OCHOBAHHE Ja Ce Npeanoara, ue nbynpogeH, oco6eHO BLB BUCOKH
no3u (2400 mg/nen) Moxe aa Obae CBLP3aH C JIEKO MOBUINEH PHCK OT apTEPHATHH TPOMOOTHIHH
crOuTHA (HampuMep MHOKapAeH MHGAPKT WIH HHCYAT (BX. Touka 4.4).

5 Hait-yecTo HaOMmogaBaHHUTE HEXXENAHU IEKAPCTBEHH PEaKLMH €a C FAaCTPOMHTECTHHANIEH MPOHU3XO.
® TTonskora ¢aTanuu, ocoOEHO B CTapyecka Bh3pacT.

7 Biok TouKa 4.4.

8 [Ipenosupate ¢ NapaueTaMoa MOXe Aa JOBEAE 10 OCTpa YepHOApoOHA HENOCTaTBhYHOCT,
yepHOIPOOHA HENOCTATHYHOCT, YepHOAPOGHA HEKPO3a U YBpexaaHe Ha YepHHA Apob (Bx. Touka 4.9).

? OcobeHo MpH NPOAKDKHTETHA yroTpeda, CBbp3aHa ¢ ITOBHLISHH HHBA HA ypes B KPbBTa U
Bxnrwousa 4 manunapHa HEKpo3a.




** Ciyyau Ha MeTabONMTHA aUM03a C rO/IAMA AHHOHHA ITPasHUHAE, JBIKALIA CE HA MUPOrTyTAMHHOBA
alLyo3a, ca HabMIoMaBaHH MPH NALMEHTH ¢ PUCKOBH aKTOPH, U3NO/I3BAlLH NapaueTaMon (BX. ToYKa
4.4). I1pH Te3M NaLHEHTH € Bb3MOXKHO Ja Bh3HMKHE TMPOrTyTAMUHOBA alMA03a BCJISACTBHE HA HUCKH
HUBA HA I'AYTATHOH.

Cno0llaRane Ha MOJO3MPAHU HEXEAHH PEeakilHH

CroliaBaero Ha NONO3UPAHM HEXEAHH PeaKLMU Clief] pa3pelliaBale 3a ynotpeba Ha IeKapCTBEeHHs
APOAYKT ¢ BaXKHO. TOBa N03BONABA A4 NPOALIMH HaONIOAEHHETO HA CHOTHOLIEHUETO NON3a/PHCK 32
NEeKapCTBEHHA NpoAyKT. OT MEAHLMHCKUTE CIIELHAJMCTH Ce H3UCKBA A3 chLobIIaBaT BCAKa
NOAO3HpAHA HEXKEJIAHA peakLiHA Ype3 HallMOHANTHA CHCTEMa 3a chob1aBane B

M3mbaHUTENHA areHUMs 0O JeKapCTBaTa

yn. , JaMsaH I'pyeB” Ne §,

1303 Codus,

Ten.: +35 928903417,

yeOcaiit: www.bda.bg.

4.9 Ilpeno3upane

IIapaneramon

UepHoapoOHo yBpexaHe NpH Bb3pacTHH € Bb3MOXKHO NPH npHeM Ha 10 g (eKBHBaneHTHO Ha

20 TabnreTkH) WK nopeye napaneramon. [Torrsiuanero Ha 5 g (ekBHBaleHTHO Ha 10 TaGneTkH) WK
NOBEYE NapaleTaMol MOXe Ja A0Beae A0 YepHOApOOHO YBpexIaHe, aKO IIPH MTalMeHTa
ChINECTBYBA €AHH WIH NMOBEYE OT PUCKOBUTE (PAKTOPH NO-A0MY:

- NALHEHTET € Ha NPOAWDKHTENTHA Tepanus ¢ kapbamalenuH, peHo6apOUTOH, HEeHHTOHH, NPUMHUIOH,
PHU(AMITHIKH, XKBIT KAHTAPHOH W/TH JPYTH JIEKAPCTBEHH MPOAYKTH, KOMTO HHIYLIMpaT
YepHOAPOOHHTE EH3HMH.

- MALKEHTHT PEAOBHO KOHCYMHPA alIKOXO0JI, [IOBEYE OT MPENOPHYHTETHHUTE KONHYECTRA.

- NTAIMEHTHT BEPOATHO HMA H3YepITBaHE Ha INTYTATUOH, HAIp. XpPaHHTEIHH Pa3CTpPoNCTRa, KHCTHYHA
¢ubpo3za, XMB undpexums, HepoxpaHBaHe, KaXxeKcHsL.

CUMITOMH

CHMITTOMUTE Ha NPeAO3UpaHe ¢ NapaleTaMon B ITPBHTE 24 yaca BKIOYBAT NpebeqHABaAHE, raieHe,
[MOBPBIUAHE, AHOPDEKCHA M KopeMHa Honka. YUepHoapobHo yBpexnaHe Moxe 1a ce Habmoaaea el

12 no 48 4aca cnen mpueMa, KOraTo ce HaGMIOIABaT OTKJIOHEHHS B PE3YJITATHTE OT H3CIEBAHUS HA
yepHoIpobHaTa pyHKLHA. MoXe a ¢¢ NOABAT aHOMAINHK B MeTaboNH3Ma Ha TII0K034Ta U
MeTaboNHTHA aunao3a. [IpH TeXKO OTpaBsHe YepHOAPOOHATA HEIOCTATHYHOCT MOXKE 13 IPEMHUHE

B eHUe(aNonarus, KphBOHITHB, XMIOTTIHKEMHS, MO3BYEH OTOK H cMbPT. [IpH 60JIKa B KPBCTa,
XE€MaTYPHA ¥ NIPOTEUHYPHA Ce Npeanonara ocTpa 656peyHa HENOCTATHYHOCT ¢ OCTpa TyOy IHa
HEKpO03a, KOWTO MOIaT Ja CE Pa3BHAT AOPH H PH OTCECTBHE HA TEXKO YepHOAPOOHO yBpexaaHe. Ma
CbOOILEHHA 32 ChpAECYHH aPHTMHH H NAHKPEATHT.

JleyeHue
He3abaBHOTO JieueHue € OT ChIIECTBEHO 3HaYECHNUE NPH Npego3upaHe ¢ napaueraMon. Jopu u pH
OTCECTBHE HA TEXKKO M3ABCHH PAHHH CHMIITOMH, NIAUMEHTHTE TpsAOBa cretnHo Ja OBAAT NpHeTH B
Oonnuua 3a okasBaHe Ha He3abaBHa oMol CHMITTOMMTE MOTaT Aa GbIaT OrpaHHY€eHH N0 rageHe WiK
MOBPBHLIAHE M € BE3IMONKHO Aa HE OTPA3fABAT TEKECTTA HA NMPEXOIUPAHETO WIH PHUCKA OT OPraHHa
yBpeaa. JleqeHuero TpaGpa 1a 6b1€ B CBOTBETCTBHE C YCTAHOBEHHTE TEPANEBTHYHH MPEMOPHKH.
Tpabsa na ce MMa NpenBUN JIEUEHHE C aKTHBEH BBIMIEH, AKO NPEAO3UPAHETO € HACTBIMIO B PAMKUTE
Ha | yac. [rasMeHaTa KOHLIEHTpallMa Ha mapauneTaMos Tpa6Ba fna 6b0e n3MepeHa 4 vaca WM no-
KBCHO CNe/l NOT/NBINAHe (H3MEPBAHETO Ha KOHLIEHTPALMKTE HA MO-PaHEH €TAN He JaBa HaOe)KIHA
HHpOpMALIHS).

Jleuenne ¢ N-alleTHILMCTEHH MOXeE Ia ce MPWIOKH A0 24 yaca ciie[ npHeM Ha NapaueTaMoll, HO
MaKCHMaJleH NPOTEKTHBEH edeKT ce Habmonaara Ao 8 vaca cien normsinadeTo. E¢exTuBHoCTTa
Ha aHTHIOTA HAMAJIABA PA3KO Cliel TO3H MepUol.




[1pn Heo6xoaMMoOCT Ha mauMeHTa TPA6BA Ja Ce NPUWIOKH HHTPaBEeHO3HO N-aLEeTIWILHMCTEHH, B
ChOTBETCTBHE C YCTAHOBEHATA CXeMa Ha npunoxeHue. IIpy nunca Ha MoBpbllaHe, NepOPaTHO
NpUI0KEeH METHOHHH MOXe Aa ObAe NoaXoasAlla ANTEPHATHBA B H3BLHOONHHYHY CHTYALIHH.
JICYCHHETO Ha MALMEHTH C TEXKO HapyLIeHHe Ha YepHoApoOHaTa QyHKLMA 24 Yaca cien
NOINbIIAHETO TPAOBA Aa CE MPOBEXKA B CHOTBETCTBUE C TEPANCBTHYHHTE IPEIIOPHKH.

Hoéynpoden

[Ipu aera npueMET Ha nose4e oT 400 mg/kg nbynpoden Moxe 1a goBene A0 BE3HHKBAHE HA
CHMNTOMH. [IpH BBE3pacTHH eQexTsT 1032-0TrOBOP € no-cnabo n3paleH.

[lonyXHBOTBT NPH Npegosupaxe € 1,5-3 yaca.

CuUMIToMHU

IToBeueTo MaLUMeHTH, NPHETH KINHHYHO 3Ha4WMH KonriecTsa HCIIBC pasBuBat Haii-seue ramexe,
NOBPBINAHE, eMUracTpanya Honka UK no-panxko auapus. UlyM B yiuure, rmasoboiue 4 CTOMALIHO-
YpEeBHO KbPBEHE CBHIUO Ca BB3MOXKHU. IIpH no-cepuo3Hn oTpaBaHKA ce HAOMI0AaBa TOKCHIHOCT OT
CTpaHa Ha LICHTpANHa HePBHA CHCTEMa, H3Pa3sBallia Cc& B CBETOBBPTEX, ChHIUBOCT, OHAKOra Bp30yaa
H Je30pHEHTALHA WK KOMA. JIoHAKOra nauueHTHTe noty4asar repuoBe. [IpH CEpHO3HH OTpaBAHUA
MOXe€ Jia HacThITH MeTa0oNIHTa alna03a M yIsKaBaHe Ha npotpoMOuHOBO BpeMe / INR, cBBp3aHo
BEPOATHO ¢ HaMeca BLB QYHKUMHTE Ha LIMPKYIHpalINTe (PaKTOpPH HA KPHBOCBCHPBAHETO. MoXe Ja ce
Habmonasa octpa 660pedHa HEZOCTATBYHOCT H YePHOAPOGHO YBpEKAaHE, ako Ca MPUAPYKEHH OT
aexuaparaiua. BeaMoxHO € 000cTpaAHe HA acTMAaTa IMpH 8CTMATHLIH.

[IpogsmxrTenHaTa ynorpeda Ha 1o-BHCOKH OT NPENOPRYUTENHHUTE NO3H WIH NMpefo3HpaHe MOTAT Aa
mpuaMHAT OB0peuna TyOynHa alumo3a # XHNOKATHEMHA,

JleueHue

Jleyennero TpabBa na ObAE CUMITTOMAaTHYHO M MOATBPXALLO, KATO CJIS/BA A4 BKIIOYBA MOITbPHAHE
NMPOXOONMOCTTa Ha JUXATEHATE ITETHILA ¥ MPOCHEAABAHE HA ChPACYHHUTE H UIHEHUTE NOKA3ATENH
10 cTabHIH3HpaHe Ha nanueHTa. o eauH vYac ClieR MpHeM Ha MOTEHIHAITHO TOKCHYHY KOMMYEeCTBa Ha
MAlHCHTA MOXE J1a Ce NPHIOKH NEPOPATHO AKTHBEH BbIUIeH, YecTHTE WK MPOABIKUTETHH
KOHBY/ICHH TpAOBA 1@ Ce TPETHUPAT ¢ JUa3zenaM Wiy Jopa3enaM 3a HHTPABEHO3HO npunoxenue. [Ipu
acTMa TpaOBa na ce npuinarar OpOHXOAMNATATOPH.

5. ®APMAKOJIOI'MYHH CBOHCTBA
5.1 dapMaKoaHHAMHYHH CBOHCTBA

(dapMaxoTepanesTH4Ha Tpyna: AHanreTuiy; Jpyru aHanreTHu# 1 avTHIHpeTHIH, Kombunauun Ha
fapateTaMosl ¢ W3KJIKYEHHE Ha IICHXONENTHLY.

ATC xoa: NO2BES1

PapMakoJIOrHYHOTO Aeticreue Ha UGynpodeH ¥ mapaneTamos ce pasidyasa 0 OTHOLUESHHE Ha
MJICTOTO H Ha4MHA Ha JeicTBHe, Te3n 1onbaBaniv c¢ MeXaHU3MH Ha ACHCTBHE Ca CHHEPIrUYHH, KOETO
BOAMU A0 NO-U3pa3eHa AHTHHOLMLEITIMA H AHTHITHPETHYER edeKT, OTKOJKOTO IIPH OTACTHUTE AKTUBHH
BEILIECTBA, IPHIIOKEHH CAMOCTOATETHO.

Hoynpogen e HCIIBC, xoeto e Joka3aio edeKTHBHOCTTA CH B OOHKHOBEHHUTE EKCIIEPUMEHTATHH
MOJIENH Ha Bb3NaN¢HHe NPH XHUBOTHH 4pe3 HHXHOHpaHe Ha NpoCTarIaHAMHOBHA CUHTE3.
[TpocTarnanAMHWUTE CEHCUTH3IHPAT HOLMLIETTHBHUTE apepPEeHTHH HEPBHUY OKOHYAHHA KEM
MeAHATOpHTE, Hanpumep OpanukuuuH. [lopaan Topa GynpodeH npeaAN3BHKBA aHANIreruyeH edexT
ype3s nepudepHa UHXHOUUMA Ha uuknokcureHasa-2 (COX-2) u30eH3IHMa, KOETO NOCISABAIIO BOAN A0
HaMalleHa CeHCHTH3AUMA Ha HOLMUCTTTUBHUTE HEpBHH OoKoH4YaHHA. HabmoaasaHo e culio, ye
nOynpodeH uHxubnpa HHIyLIMpaHaTa IEBKOLMTHA MUTPalMs KbM Bb3naleHuTe 3004, U6ympodek
MMa OTYETIHBO NeHcTBrE B rpbOHauHNA ¢TBab, 0TYACTH KbM HHXHOHpaneTo Ha COX.

ﬂmoa
AHTHITHPETHIHHTE edexTH Ha HOynpodeH ce NposBABAT Ypes LISHTPATHO HHXHOUpaHe Ha . \
[poCcTarnaHAHHATE B XHNoTanamyca. Méynpoden uaxubupa obparumo rpombormrHaTa g/ nerofiigaiits 1’% \
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ITpu xopa nbynpodex HaManaea 6onkaTa, MOAYBAHETO U MOBHILICHATS TEMIICpaTypa NOpanu
BBL3NANEHHE.

JlaHHH OT eKCMEPUMEHTATHH MIPOYYBAaHHUSA NOKa3Bat, 4ye ubynpodeH Moxke KOHKYPEHTHO Ja HHXUOKpa
edeKTa Ha HHCKA 1033 aleTWICATHIMIOBA KUCENNHA BEPXY TPOMOOLMTHATA arperalms, KOraTto ce
MPWIAraT €AHOBPEMEHHO. B €1HO npoy4yBaHe, NMpH NMPHIAraHe Ha eOAMHUYHA no3a ubympoden 400 mg
B paMKHTE HA 8 yaca Ipeay WK B paMKHTe Ha 30 MUHYTH clieq [TpHeM Ha alleTHICATHLIHIOBA
KMceNuHa ¢ He3abaBHO ocBoboxaasaHe (81 mg), e HabmonaBaHo HaMansBaHe Ha edeKTa Ha
AUETUWICATUIMIOBATA KHCEJIMHA BbpXY 00pa3yBaHeTo Ha TpoMOOKcaH WK TpOMOOLIMTHATA arperanys.
BBrpexu TOBa, TE3W JaHHH €a OrpaHHYeHH H HEACHH [0 OTHOILIEHHE BH3MOXKHOCTTA 34
eKCTPaloNHpaHeTO UM B KIIMHMYHATA [IPAKTHKA ¥ HE MOXE Jia CE [TPaBAT KaTerOpHYHH

3aKII0YEHUA OTHOCHO peaoBHaTa ynotpeba Ha ubynpodeH, kaTo ce CYuTa, Yye HepeaOBHATA

yrotpeba Ha HOynpodeH BepOsTHO HAMA KIHHHYHO 3Ha9MM ediekT (BXK. Touka 4.5).

ToYHHAT MEXaHU3IBM HA ICHCTBHE HA MAPALICTAMOJ HE € HAITHJIHO H3ACHEH; BLIIPEKH TOBA HMA
IHAYMTENIHH JOKA3aTeICTBa B NOAKpPENna Ha XHIOTE3aTa 3a LeHTPaleH aHTHHOLIMLIENTTABEH e(eKT.
PaznuyHu OHOXHMHYHM H3ICNEABAHHUA NOKA3BAT HHXKHOKpaAHEe HA IEHTpATHATA aKTUBHOCT Ha COX-2.

[TapaueramMon MOXe CBLIO JJa CTUMYJIHPA AKTHBHOCTTA HA HM3XOAAIIMTE ITTHINA Ha 5-
XHOPOKCHTPHIITAMUH (CEPOTOHHWH ), KOWTO WHXHOMPAT HOLMUENTUBHOTO TpeAaBaHe Ha CHTHAN B
rpsOHaYHKA MO3BK. HanHyHUTE AaHHU NOKA3BaT, Y€ napaleTaMost 0Ka3pa MHOro ¢iab
HHXHUOUTOPEH edeKT BBPXY nepudepHuTe H30eH3UME Ha COX-1 u 2.

KnuHnyHaTa epekacHocT Ha ubynpodeH U napaleTaMon € XoKka3aHa rnpu 60aka CBLP3aHa ¢
rnabonpobue, 3660601 H MEHCTpYNaHH OOJIKH M BUCOKA TEMIIEpATYpa; OCBEH TOBA € MOKAa3aHa
edexaCHOCT M NpH nauueHTH ¢ 6onka 1 TeMNepaTypa, CBbpP3aHu ¢ HACTHHKA HJIM IPUI K NpH 60/1Ka,
Npy BB3NAITEHO I'BPNIO, MYCKYJIHA 00/Ka

KombrHauusra ubynpoden/napaucramon € 0cobeHo nogxoasiua npu 6onka, 3a Kxoaro ¢ HeobXxoauMo
mo-CHNHO obnekyapaiio cpeacrso ot ubynpoden 400 mg unu napaueramon 1000 mg
CaMOCTOATEIHO, KaKTO H Mo-0bp30 AclicTBaLIO CPEACTBO OT HOYNpodeH.

O6o61eHHe Ha KITHHHYHHTE JaHHH 32 ABe TabneTku

[IpoBexgaHu ca paHAOMHU3HPAHH, ABOMHO-CIICIH, NaLed0-KOHTPOJIMpaHH NMPOYYBAHHA C Ta3U
koMOMHALMA, KaTO € U3NO0Ja3BaH Moaen Ha fonkara cnen geHranHa onepauuns. [Ipoyysannsra ca
[IOKA3ANH, Ye:

. To3u NpoAYKT € KIHHUYHO H CTAaTUCTHYMECKH 3HAYUMO NO-¢PEKTHBEH Npu 00JIcKYaBaHe Ha
Gonkara orkonkoro napaueramon 1000 mg (p<0,0001) u ubynpoden 400 mg (p<0,05).
’ To3u npoaykT uMa 6pp30 HAYAIO Ha AeHCTBHETO, C ,,JIOTBBPACHO Oce3aeMO oblIeKYeHHE Ha

Oonkata”, mocTUrHaro 3a cpeano 18,3 MuHYTH. BBP30TO Hauano Ha AeHCTBHETO € 3HAYHTEIHO
no-0bp30 OTKONKOTO Npd ubyrpogen 400 mg (23,8 muuytH, p=0,0015). ,,CrmecreeHo
obnekueHue Ha HonKaTa” NpU TO3U NPOIYKT € NOCTUTrHATO 33 ¢peaHo 44,6 MHHYTH, KOETO
€ 3HAYUTEJIHO No-05p30 oTKoNKoTO Nput HOynpoden 400 mg (70,5 muuyTH, p<0,0001).
[TpoaABLMKUTEIHOCTTA HA AHAITeTHIHNA €PEeKT € Onna 3HAYHUTENHO 1TO-roJIAMa ITPH TO3H
npoaykr (9,1 yaca) ot Tasn Ha napaueramon 500 mg (4 yaca), win 1000 mg (5 yaca).
. Obmara oneHka Ha U3MUTBAHOTO JIEKAPCTBO OT YYACTHULIMTE € 110Ka3ana BUCOKH HHBA Ha
YAOBJIETBOPEHOCT, KaTo 93,2% OT TAX ca NpoAyKTa Karto ,,J00sp”, ,,MHOro 100Bp” HIH ,,0TIHYEH”
o oTHOmeHue obnexyapaHeTo Ha Oonkara. [IpoaykTeT ¢ dukcHpaHa J030Ba KOMOUHALIMA € HMaT
3HAYUTENHO NO-100po aelicTBre ot napaueramon 1000 mg (p<0,0001).

Jpyro paHaOMH3APaHO, ABONHO-CNANO KTHHUYHO NPOYUYBAHE € MPOBEREHO C TO3M MPOAYKT 3a
Ne4YeHHE HA XPOHUYHA §0/1Ka Ha KoNAHOTO. IIpoyuBaHero e nokasano, ge:

. To3u npoaykT ¢ no-edexTuBeH npu obnekyapane Ha Oonkara ot nmapaueramon 1000 mg npu
KpaTkocpovHo nedeHne (p<0,01) u aunrocpouno neyenne (p<0,01).
. O06niaTa OLEHKAa Ha TO3H NPOAYKT OT YYACTHHLIMTE € NoKa3alna BHCOKHM HUBA Ha

Yy AOBJIETBOPEHOCT, kKaTo 60,2% ot TAX ca onpeleniunu NpoayKra Karo ,,4005p” win
,»OTIIHYEH " 32 ABITOCPOYHO JeyeHHe Ha Ooka B KONAHOTO. IIpoAYKTHT € UMan 3H
no-aobpo aeficreue ot napaueramMon 1000 mg (p<0,001).




5.2 @DapMaKOKHMETHYHH CBOHCTBA

Hoéynpoden

AbcopOLuuna

Hoynpoden ce aGecopbupa nobpe oT cromalHo-4peBHns TpakT. [L1asmeHHTe HUBA Ha ubynpodeH ot
TO3H NPOAYKT €€ YCTAHOBAT CJIEl 3-Ta MHHYTa, KaToO IMKOBHTE IUIA3MEHH KOHLIEHTPAUMH CE AOCTHIAT
| -2 yaca cnen npuem Ha rnaaxo. Korato npogykThT ce mpHeMa ¢ XpaHa, THKOBUTE IUTa3MEHH HHBA
Ha HOYTIpOQeH Ca NO-HUCKH M IOCTHIAHETO MM Ce 3a6aBA ChC CPEIHO 25 MHHYTH, HO KaTo LIAN0
cTeneHTa Ha abcopbLug e ekpUBaNeHTHA.

Pasnpenenenue

HbynpodeH ce cepp3Ba BEB BHCOK MPOLEHT ¢ ILNa3MEHKTE GEeThIM. N6ynpoden ce pasteapsa B
CHHOBHATHAaTa T€YHOCT. l1pH orpaHHYeHH NpoyuBaHus HGYnpodeH ce OTAENA B KbPMATa B MHOTO
HUCKH KOHUEHTPALMH.

buotpancopmairis
HO6ynpodeH ce merabonusupa B yepHus ApoG N0 ABAa OCHOBHU MeTaBGONHTA, KATO IbPBUYHHAT NBT
Ha eKCKpeuns € upe3 OnbpeuuTe, nox popMara wiK Ha MeTaGOTHTH, HIH Ha MO-TOJIEMH KOHIOTATH,

3a€/IHO C HEIHAYHTEIHO KOJHYECTBO HETIPOMEHeH uyrnpoden.

ENUMHHHpaHe
Exckpeumara ypes 6nbpeLiuTe e OBp3a ¥ B MeiHa cTeneH. ETUMUHALHOHHUSAT MNONYXXHBOT € QKOO 2

yaca.

He ce Habmonasart 3HaTMMH pasiuky BHB GapMakOKHHETHYHHSA npodun Ha ubynpodeH npH THLA
B CTapuecKa BBIPACT.

ITapaueTamo.

Abcopbuus

IMapaueramon ce abcopbrpa 6bp30 OT CTOMAWIHO-APEBHUSA TPAKT. [LIa3MEHHTE HHUBA HA napaneTamon
OT TO3H NMPOAYKT C€ YCTAHOBABAT HA 5-TA MHHYTA, KATO ITHKOBH IUTIA3MEHH KOHLEHTPALMH CE JOCTHUIaT
0,5-0,67 waca ciien npuemM Ha rmagxo. KoraTo To3u NpoAyKT ce NpHeMa Ha IIaTHO, THKOBUTE
MIASMEHY HHBA HA NApaneTaMol ¢a No-HUCKH U Ce JOCTUTaT ¢bC CPEAHO 55 MUHYTH no-6aBHO, HO
KaTO WAIO CTeneHTa Ha abcopllLius e eKBHBANCHTHA.

PaznpenencHue
CBBP3BAHETO ¢ MUTa3MEHNTE OENTHLM € HE3HAYUTEHO IPH OGHYalHKTe TEpPaeBTHYHH
KOHLEHTPALMH, BBIIPEKH Y€ 3aBHCH OT A03aTa.

buorpaHcdopmarns

ITapaueramon ce MeTaboau3npa B YepHHs Apob.

MairbX XHAPOKCHIHPaH MeTaboNHT, KOHTO OOMKHOBEHO ce 06pa3yBa B MHOIO MANIKH KOTUMECTBA OT
OKCHIA3H CBC CMECEHH (PYHKIKH B YepHUA Apo6 U Ce JETOKCHKHPA Ype3 KOHIOTalHs C
YEPHOAPOOCH MIYTATHOH, MOXE Jia aKyMyiupa clief; IIpeIo3MPaHe ¢ NapaneTaMos | 1a NPUYHHY
YBpEKIaHe Ha YepHHs 1po0d.

EnumMuHupaHe
[TapaueramMon ce oTxens B YPHHATa, [NIABHO K&TO IIIOKYPOHUAHH H CY(aTHH KOHIOTaTH, KaTO OKOJIO

10% ca rimyTaTHoHHH koHIoraTH. [To-Manko ot 5% ce enUMUHMpa KaTo HENMPOMEHEH NapaueTaMoll.
ENMHMHHALIHOHHHAT MOJTYKUBOT € 0KOMO 3 waca.

B CTApYeCcKa BL3pacT.




buoHanH4IHOCTTa M papMakOKHHErHYHUAT Npodun Ha nGynpodeH H napaneramon, TIPHETH 1101
(hopMaTa Ha TO3H IEKAPCTBEH MPOAYKT, HE CE IIPOMEHSA KOTaTO CE MPHEMAT B KOMOHHAIMS KaTo
€AHOKpPAaTHa HJIH MHOTOKPaTHHU NO3H.

To3u nexapcTBEH NPOAYKT € NPOU3BEEH Upe3 TEXHOMOTHA, KOATO MO3BO/IABA EOHOBPEMEHHOTO
ocBoOOXKAaBane Ha NOYMpodeH | NapaLeTaMorn, 3a Aa MOXKe AKTHBHHTE ChCTABKM [1a OKKAT
KOMOUHMpaH edexT.

5.3 IpeaAKIHHHYHH JaHHH 38 Ge30nacHOCT

ToxcukonornaHUAT npodun Ha 6esonacHocT Ha HGYMpodeH K NapaueTaMo € yCTaHOBEeH npH
[TPOYHBaHHATA C )KHBOTHH H OT NPOABDKUTETHHS KIHHHYCH ONUT NpH Xopa. He ca Hanugnu
KOHBECHLIMOHATHH NMPOYYBAHUA, H3NON3BALH [IOHACTOSAILEM NIPHETUTE CTAHAAPTH 34 OLEHKA Ha
TOKCHYHOCTTA Ha NApaleTaMoll 3a pelpoayKIMATA K pa3BUTHeTo. HAMA HOBM NIPEeIKIHHHYHY JaHHH,
KOHTO €a OT 3HAYCHHE 3a NPEANHCBALINA IEKap, OCBEH NPEACTaBEHUTE B HacTosLara KpaTka
XapaKTepHCTHKA Ha NMPOIYKTA.

6. OAPMAIEBTUYHH JAHHH

6.1 CnHcbx HA NOMOIIHHTE BelllecTBa

CepuesnHa Ha Tablerkara

Kpockapmeinosa HaTpuii
XHApOKCUTPONIILIENYI03a
MHuKpoKpHCTanHa Heyno3a

Konounex 6e3BofeH CHIHLIMEB JHOKCHA
CTeapyHOBa KHCETHHA

Marhesues creapar

QUIMOBO ITOKpUTHE
Makporon-noju(BUHANIOB aNKkOX0/), NPUCAAEH CHIOTHMED

Tank

[lepneH nHrMeHT Ha OCHOBATA Ha CKOAA
[onu(BHHMIOB anKoxon)

[ THLEepoI0B MOHOKANPITOKANPAT
Turanos nuokcun (E171)

UepeH sxeneseH oxcua (E172)

6.2 HecpBMeCTHMOCTH

Henpunoxumo.

6.3 Cpox Ha roagnocTt

3 roauHy

6.4 CneuHainH yCI0BHA HA ChbXpaHEHHE

To3u IeKapCTBEH NPOXYKT HE H3UCKBA CNICIMAIHY YCIOBHA Ha ChXpaHEHHE.

6.5 Buan cuappKaHHe HA ONAKOBKATA

Meraper Make 500 mg/200 mg dpunmupanu tabnetky ca onakosanu B 6aHcTepn oT PVC/PVAC/AL

ceabpkainy 10 wiy 20 dunmupanu rabnerkn unu 8 HDPE 6ytiika ¢ LDPE Karayka, cb
30 dunmupann Tabnerku.




He BcHuk# BUIOBE ONAKOBKH Morar aa 6baaT mycHatH B npoaaxGa.
6.6 CnenuHalHH nNpeaANaA3HH MEPKH MPH H3XBBPASHE

HsaMa cnenuaiHH M3MCKBaHHA,

7. IIPUTEXATEJI HA PAZPEIIEHHETO 3A YIIOTPEBA

Zaktady Farmaceutyczne POLPHARMA S.A.

ul. Pelplinska 19, 83-200 Starogard Gdanski

ITommna

8. HOMEP(A) HA PASPEIIIEHHETO 3A YIIOTPEBA

Per.Ne: 20210312

9. HAATA HA ITBPBO PASPEIIABAHEINIONHOBSBAHE HA PAZPEIIEHHUETO 3A
YHNOTPEBA

Hara Ha mepBO paspeluaBanre: 15.10.2021

10. JATA HA AKTYAJIMBHPAHE HA TEKCTA




