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1. HUME HA JIEKAPCTBEHHUA ITPOAYKT

AIAdO L6

Enomen 10 mg/ml + 3 mg/ml undy3uonen pasreop
Elomen 10 mg/ml + 3 mg/ml solution for infusion G 2817 07 -00- N
2. KAYECTBEH U KOJIHYECTBEH CHCTAB

1 ml cbabpxka 10 mg napaueramon (paracetamol) u uGynpoden kaTo HaTpUeBa CoJl, AUXUAPAT
(ibuprofen sodium dihydrate), cboTBercTBauy Ha 3 mg HOynpoden (ibuprofen).

[ToMOLIIHO BELIIECTBO ¢ H3BECTHO JEHCTBHE:
35 mg Harpuii Ha 100 ml (0,35 mg/ml).

3a MbJIHKUA CITUCHK HA NMOMOLIHUTE BELIECTBa BHKTE TOUKA 6.1.

3. JIEKAPCTBEHA ®OPMA

HUudy3noHeH pa3TBop.
buctup, 6e3uBereH pa3rBop, 06€3 BUAMMH YacTHLM, ¢ pH 6,3 - 7,3 u ocMonanurer 285 —
320 mOsmol/kg.

4. KJUAHHUYHHU JAHHH

4.1 TepaneBTHYHH NOKA3ZAHHA

EnomeH e nokasaH 3a ynomeﬁa ITPH BB3PACTHH MNALIHCHTH 34 KPAaTKOCPOYHO CHMIITOMATHYHO JICYCHHC
Ha OCTpa YMCpPCHa GOJIKB,, NPH KOHUTO HHTPABCHO3CH ITbT HA MNMPHJIOKCHHE CC CHHTA 34 HeoOXOUM OT
KJIMHUYHA rJieJIHa TOYKa W/WJIM KOoraTo APYTH ITbTHLIA HA NMPUHJIAraHE Ca HEBb3MOXKHH.

4.2 Jl0o3MpOBKAa H HAYHH HA NPHJIOKEHHE

Jlo3upoBka

CaMO 3a HHTPAaBEHO3HO IMPHJIOKEHHE U CaMO 3a KpaTKOCpPOYHa ynorpeda 3a He 1noBeye OT JBa JAHH.
Hexxenanure peakuum Morar Ja 0baat CBEACHU A0 MUHUMYM 4Ype3 U3M0JI3BaHe Ha Hal-HUCKaTa

e eKTHBHA /103a 3a Hal-KpaTKUs NEpUO OT BpeMe, HEOOXOUM 3a KOHTPOJIMpaHe Ha CUMITTOMHTE
(Bk. TOuka 4.4).

Bw3pacmuu (c menecno meano nao 50 kg)

[Ipu HeoOxoauMocT npunoxere equH ¢guiakoH (100 ml) Enomen kato 15-MuHyTHa HHPY3HS Ha BCEKH
6 yaca. He npesuiuaBaiite obwiara n1HeBHa 103a ot yeTupH ¢pnakoHa (400 ml), kosaTo ce paBHABa Ha

4 000 mg (4 g) napaueramon u 1 200 mg nbynpodeH.

Bw3pacmnu (c meaecrno mezno 50 kg wiu no-manko)
Jlo3upaHeTo npu Bb3pacTHHU ¢ TesecHo Terno 50 kg wiu no-Manko Tpsabsa aa ce u3uMcnapa Ha Oa3ara
Ha g03a ot 1,5 ml/kg TenecHo Terno, karo ce npuiaara noa popmara Ha 1 5-MUHYTHA UH(PY3US HA
BCEKH 6 yaca rnpu HeoOXoauMocT. ToBa ce paBHsiIBa HA MAKCUMaJlHa eIMHHYHA 103a oT 75 ml
(M3XBBpJIETE OCTAHAJIOTO BbB (pr1akoHa JiekapcTBO) ¥ 001a aHeBHa o3a ot 3 000 mg (3 g)
napaueramoi U 900 mg ubynpoden.

Ileouampuuna nonyarayun
EnomeH e npoTHBOMNOKa3aH NpH NauMeHTH Ha Bb3pacT 1noj 18 roauHu (Bx. Touka 4.3).

Cneyuannu nonyaayuu



Cmapuecka év3pacm

H36opbT Ha £034 33 naUKeHT B cTapyecka BB3pacT TpAOBa Aa ce H3BbpIIH BHHMATENHO, KATO
OOHMKHOBEHO Ce 3ano4Ba OT AOJHHUA Kpait Ha 030BHA Auana3oH. Tpabea aa ce B3emMe NojJ BHUMaHHe
NO-roJIAMaTa BEPOATHOCT 3a: HApYIIIEHHE Ha YyepHoApoOHaTa, 0b0peuHa UK crpAcUHa QYyHKLMS;
CBLITBTCTBALLO 3a00NBaHEe WIH APYTra IeKapCTBeHa Tepalits.

[laueHTHTE B CTAPUYECKA BBL3PACT Ca U3MOXKEHHK Ha NMOBULICH PUCK OT CEPHO3HH NMOCNECACTBUA OT
HEXEJIAHH PEaKUHH. AKO € ITpELieHEHa HeoOX0AMMOCTTa OT HECTEPOHAHO MPOTHBOBB3IAIIUTENHO
cpeacteo (HCIIBC), Haii-HuckaTa epeKTHBHA N03a TPAOBA Na ce nMpuiara 3a Bb3MOXHO Hail-KpaThk
cpok. Jleuennero Tpsbea na ce npepasriaexaa Ha peIOBHH HHTEPBAJIH H Ja ce NMPEKpaTH, aKo HAMA
MOJI3a WK HACTBITH HENOHOCUMOCT. [lauyeHTsT TPAOBa Ha 6Bbae MpocneasBaH peJOBHO 3a CTOMAIILHO-
4YpeBHO KbpBEHE M0 BpeMe Ha nedenue ¢ HCTIBC.

bvbpevno yapexcoane

Tpabsa aa ce BHUMAaBa ¢ A03UpaHeTO Ha MOYNpodeH npu nauueHTH ¢ 6B6peuHo yepexaane. Toan
JEKAPCTBEH NPOAYKT € NPOTHBOMOKA3aH MPH NMaLHEeHTH ¢ TeXkKa 6p0peuHa HeJOCTATBYHOCT (BXK.
TouKa 4.3).

Ho3upanero Tpabaa na 6bae npeueHEHO HHIWBHAYAIHO MPH BceKH nauuedT. Havannara no3a tpabea
na O6bae HamaneHa NpH NalHeHTH C JIEKO 10 YMepeHo b1OpedHo yBpexxaaHe. JlozaTa TpaOea na ce
3aMa3H KOJIKOTO € BB3MOXKHO NO-HUCKA M 3 C€ M3MOA3BAa 32 Bb3MOXHO Hal-KpaTKUA NepHOl OT
BpeMe, HeoOXOANM 3a KOHTpoNIHpaHe Ha cuMnToMuTe. brbpeunaTra pynkuus Tpabsa aa ce
npocnensBa (Bx. Touku 4.3, 4.4 n 5.2).

Ueproopobro yspexcoane

Ynorpebara Ha napaleTaMost B [0-BHCOKH OT NMPENOpBYAHHTE A03H MOXKE Aa JOBEAE A0
XeNnaTOTOKCHYHOCT W JAOPH A0 YepHOAPOOHA HeAOCTATHHHOCT H cCMBPT. [IpH naumeHTH ¢
AOITBJIHUTENIHH PHCKOBH (PaKTOPH 3a XeNaTOTOKCHYHOCT, KATO XenaTolenyiapHa HeJOCTaThYHOCT,
XPOHHYCH aIKOXOJM3bM, XPOHHYHA MAJTHYTPHLMA (HHCKH pe3epBH Ha ITYyTaTHOH B 4EPHUA Apod) WiH
aexuapaTtauMs, obimara aHesHa ao3a ot 3 000 mg (3 g) napaneramon He Tpafpa fa ce NpeBuILasa.

To3u nekapcTBEH NPOAYKT € [MPOTUBONOKA3aH ITPH MALMEHTH C TEXKa YepHoaApoOHa HEJOCTATBHHOCT
(BX. TOuKa 4.3). [TaLHEHT CbC CHMITTOMH W/WIH NPH3HALH, KOHTO TpeANoiaraT HapylueHa
yepHOAPOOHA PyHKUMA, WK ¢ aOHOPMHH CTOHHOCTH Ha YepHoaApoOHH nokazarenu, TpaOea aa 6vae
NpeLeHEeH 3a JOKAa3aTeICTBA 3a pa3BUTHE HA MO-TeXKa YepHOApoOHa peakLya, AOKATO € Ha Tepanus ¢
nbynpoden u ToraBa Esiomen Tpabea na 6bae cnpaH. AKo ce pa3sBHAT KIHHUYHH MIPOABH U CHMITTOMH,
CBOTBETBAILM Ha YEPHOAPODHO 3a00NIBAHE, WIH AKO HACTBIAT CHCTEMHH NPOSABHU (Hanp.
eo3sHBogwIHA, 0OpuB H T.H.), Enomen TpaOBa aa 6bae cnpsm.

HaunH Ha NpUIoXEHHE
Enomen Tpsfpa na ce npunara kato 15-MMHYTHA HHTpaBeHO3HA HHDY3HS.

3a H3TErIAHE Ha pa3TBopa, u3nosipaiTe uria 0,8 mm (Mrna ¢ pasmep 21 G) M BEpTHKAJIHO
nepopupaiiTe 3amyuiankara, B Cneuranio o6o3HayueHaTa To4Ka.

[Tpu nauuenTH ¢ Terno noa S0 kg, 3a kouTo He ¢ HeobxoauM meneH dutakoH (100 ml), Tpabra na ce
BJIE€ TOYHOTO KOJTHYECTBO, @ OCTAHAIIUAT pa3TBOP Aa CE U3XBHPIHM (BXK. CbILO TOYKA 6.6).

KaxTo npu BCHYKH HHQY3UOHHH Pa3TBOPH Mpe1araHi B CTbKJIEHH QIakoHH, TpAORA Z1a C€ MOMHM, 4e
€ HeoOX0MMO MOHHTOpHpaHe 0TONH30 0CODEHO B Kpas Ha HH(PY3HUATA, HE3ABHCHMO OT ITLTA Ha

BbBexXAaHe. Takosa HabmoaeHHe B Kpas Ha HH(Y3UATA ce OTHACA 0C0oOeHo 3a HHDY3UA
LIEHTpa/lIeH BEHO3€H ITBT ¢ Lie1 H3bsArsaHe Ha Bb3AYLIHa eMOonus.

4.3 IIpoTEBONOKA32HES

To3H NpoAYXT € NPOTUBOIIOKA3aH 32 ynorpeda:




¢ [IpU NMNALMEHTH C HIBECTHA CBPBXMYBCTBUTEITHOCT KbM Napaletamon, ubymnpoden, apyru
HCIIBC unu kuM HAKOE OT MOMOLLHUTE BELIeCTRa, H30poeHH B Touka 6.1;

® IpH NAUMEHTH ¢ TEKKA Cbpac4YHa HegocTaThuHOCT (NYHA knac IV);

® [pPH IMALHEHTH C aKTUBEH AJIKOXOMHU3IBM, Thii KATO XpOHHUYHHAT MPEKOMEPEH
IIPHEM Ha AJIKOXOJI MOXKE Ja NpeApasnoNoxXH NalHEeHTUTE KbM XEeNaTOTOKCHYHOCT (Nopaau
KOMITOHEHTA napaueTramon);

® [IpM MNALUEHTH, KOHTO ¢a UMAJIH ACTMA, YPTHKAPHA WIH PCaKLHH OT aJIepPruycH THII CICL NPHEM
Ha aueTWIcaauuWiIoBa KucenrHHa wiu apyru HCIIBC,

® NpH NaUMEHTH C aHaAMHE3a 3a CTOMAILIHO-YPERHO KbpPBEHE WIH nepdopalus, KOHTO ca CBBpP3aHH
¢ npeaxoxaaiwua repanusa ¢ HCIIBC,

¢ [IPH MALUHEHT C AKTHBHA, MOBTAPALLA ¢€ NEMTHYHA YILIEPALIMA HIH KPbBOUIHB (1BA WIH
noBeue OTACNHRH €MH30a Ha N0KA3aHA YAUEPaLHA HIH KbPBEHE) HIH ¢ AHAMHECTHYHH JaHHH
38 TAKHBA,

® IIPHU MALUKEHTH C TEXKA 4epHOApOOHA HEZOCTATBYHOCT WIH TeXKa 6pOpeuHa HeIOCTATBYHOCT
(BX. TO4Ka 4.4);

® [IpH NMaLHEHTH ¢ MO3BYHOCHAOBO HIH APYro aKTHBHO KBbPBEHE;

e [pH MALHECHTH C HAPYLUCHUSA H& KPBEBOCHCHPBAHETO H CHCTOAHHA, BKIIOYBALIH NOBHLIECHA
CKMIOHHOCT KbM KbpPBEHE,

® [IpH MNAaLMEHTH C TEXKKA AeXHApaTauHs (NpUUMHEHA OT NMOBpPbLAHE, AMAPHA WIH HEZOCTAThYEH
NpHeM Ha TEeYHOCTH),

® [10 BpEMe Ha TPETHA TPHMECTbP Ha OpeMeHHOCTTa (BXK. TOuKa 4.6);

® MpH Nal¥eHTH Ha BB3pAcT noA 18 roauum.

44 CpensanBm npeaynpexieHHs E NpeAna3Hl MepKRE OpH ynorpeda

Hexenanure peakunu Morar aa Ob4aT CBEACHH A0 MHHMMYM 4Ype3 M3MOoJI3BaHe Ha Hal-HHCKaTa
edexTHBHA 1034 38 HaN-KPATKHA NEPHOI OT Bpeme, He0OX0AWM 38 KOHTPOIHPAHE HA CHMITTOMHTE.
ToBa nexkapcTBO € MPEeABHACHO 38 KPATKOCPOYHA ynoTpeda u He ce npenopuya 3a ynorpeba cnen 3
OHH.

Ynorpe6ara Ha EnomMeH eaqHoBpemeHHo ¢ HCTIBC, BKNIIOYHTENHO CENEKTHBHH HHXUOMTOPU Ha
LIMKJIOOKCHIeHa3a-2, TpabBa aa 6bae H3bareaHa.

C uen u3bareaHe Ha pycKa OT NpeAO3upaHe,
® YBEpeTe Ce, Ue APYTryTe AEKApCTBEHH NPOTYKTH He ChABLPAKAT NapaleTaMol
e cria3saifre MAKCUMAITHHTE NPENOPbLYKTETHHA A03H (BXK. TOUKa 4.2).

Cwpoeunocrvoosu mpombomuiHu cobumun

KnuHHYHHMTE NpOoYYBaHMA NOKa3BaT, ye ynorpedara Ha ubynpogen, ocobeHo BLB BUCOKa 1034

(2 400 mg/neH), MOXe 1a € CBbp3aHa C JIEKO NMOBHLLIEH PUCK OT apTepHalHi TPOMOOTHUHH CHOHTHSA
(Hanp. nHQApPKT Ha MUOKapAa WIH HHCYIT). KaTo usio enuaeMHONOrHYHHATE H3CIeABaHHA HE
npeanoiarar, 4ye Huckarta gosa Hoynpoden (Hanp. 1 200 mg/neH) e cBbp3aHa ¢ NMOBHLIEH PHCK OT
apTepHaiIHH TpOMOOTHYHH cHOUTHA.

[lauyeHTH ¢ HEKOHTpPOJIHpaHa XHIIEPTOHHA, 3acToNHA chbpaeyHa HeaocTaThuHOCT (NYHA II-11I),
yCTaHOBEHA HCXeMU4Ha DonecT Ha cbpueTo, nepudepHa aprepuanHa 6onect WWiH MO3IBYHOCHHAOBO
zabonaBaHe TpaOBa na 6baar neKyBaHu ¢ ubynpodeH camo ¢ex BHUMATENHA NPELIEHKA, @ BUCOKH
o34 (2 400 mg/neH) Tpabea na ce n3dbarear.

Tpabea na ce H3BbpLLUBA BHHMATEJHA NpELIEHKA U Npey 3an0YBaHe Ha ALJAMOCPOYHO TEYEHHE Ha
NalMeHTH ¢ PUCKOBH (PakTOpH 338 CHPAEYHOCHAOBH CHOMTHSA (Hanp. XMNEepTOHHS, XHIEPHACK
3axapeH auabet U nmylenHe), ocobeHo ako ca HeobxoauMH BHcoKM 103K Hbynpoden (ZANEN Jﬂ &’)05
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HepHOApOoOHA QYHKILIMA WM aHAMHE3a 3a YePHOApoOHO 3aboaBaHe, KAKTO M TE3H, KOHTO €4 Ha
OBJIrOCPOYHO JieueHue ¢ HOyTipodeH WIH NeHeHHe ¢ napauneraMor, TpsOsa chLIO Taka Aa Opaar
MOIOKEHH HA MOHHTOPHPAHE Ha YepHOApoOHaTa PYHKLMS HA pelOBHH HHTEPBAIH, ThH KaTo 3a
ubynpodeH e NOKNIAaABAHO, Y€ NPHTEKABA JIEK H NPEXOAcH ePekT BLPXY YePHOAPOOHHUTE SHIUMH.
HamaneHue Ha 1o3aTa ce npenopnysa MpH NMaLUMEHTH, NOKA3BAIHY NMPU3HALM HA BIIOLIEHA
yepHoaApoOHa QyHkuMA. JleyeHneTo Tpabpa na 6bae NMPEeKpaTeHo NpH TE€3H NMALKEHTH, KOHTO Pa3BHAT
TEXKKA YepHOApoOHa HEAOCTATBEYHOCT (BXK. Touka 4.3).

Hma cbobiieHHa, Makap H peKH, 38 TEXKKH YePHOAPOOHH peaKLMH, BKIIOYHTENHO KbIITEHHLIA H
Clyuau Ha daTtaneH xenatut npu ubynpoden, kakro u npu aApyru HCIIBC. Axo abHopMHHTE
yepHOAPOOHH NOKa3aTe/ EPCUCTHPAT WM MOKAXAT BJOLLIABaHe, aKO C¢ Pa3BHAT KIMHHYHY
NpH3HALIM ¥ CUMITTOMH, CHOTBECTBAILM HA YepHOAPOOHO 3a60ondBanHe, WIH aKO HACTHIIAT CHCTEMHH
nposaBM (Hanp. eo3uHopuug, obpus u T.H.) HoynpodeH Tpadea na Owae cnpsH. U 3a gBeTE aKTHBHH
BELIECTBA, 0COOEHO 3a mapaueTaMoll, HMa chobInenus, 4e NPHYHHABAT XeNaTOTOKCHYHOCT K JOPH
YepHOAPOOHA HEOOCTATHYHOCT.

b»bpeuno yspewoane

[Tapaiieramon Moxe Aa 6b7ie H3NOM3IBAH NMPH NAUKEHTH ¢ XpOHMUYHO OBOpeuHo 3ab0naBane 6e3
KOpeEKIiHA Ha ao3aTa. MMa MHUHMMANEH PHCK OT TOKCHYHOCT CBBLP3aHa ¢ NapaleTamol NPU NaUKEHTH C
yMepeHa 10 Texka 6n6peuna HenoctaThyuHoCT. [IpH Bee ToBa 0baue 3a HOynpodeH KOMNOHEHTa Ha
TO3HU NPOAYKT, TpAOBa /1a C¢ BHUMABA, KOTATO CE 3aM0YBa JICYEHHE C HEro NpH NALMEHTH C
aexugparauua. Jsata ocHOBHH MeTabonnTa Ha HOynpodeH ce eKCKpETHpAT rMaBHO ¢ YpHHATa U
yBpexkaaHe Ha ObOpedHaTa hyHKIMA MOXE /12 OBEE 0 TIXHOTO HATPYIBaHe. 3HAUMMOCTTA Ha TOBA
He e u3secTHa. 3a HCIIBC uma crobuieHus, 4e NpUuYHHABAT HEPPOTOKCHYHOCT B PA3NIHYHH QOPMH:
UHTEPCTHLIHANEH He(puT, HeQpHTEH CHHApOM K 6B0peyHa HepocTaThuHOCT. brOpeuHoTO yBpeKIaHe
B peaynTat oT ynorpeba Ha nbynpoden obukHoBeHO e obpaTuMo. [1pu naupeHTH ¢ 6B0peuno,
ChbPAEYHO WIM YEPHOJAPOOHO YBpExXAdaHE, TE3H, KOHTO npHeMaT JuypeTUUH H ACE HHXHOHTOpH,
KAaKTO H I[PH NaUMEHTH B CTAPYECKa BB3PACT, C€ H3HCKBA BHUMaHHe, Thil Kato yrorpebara Ha HCIIBC
MOXe Jla J0BeIe A0 BiolaBaHe Ha Ob0peuHaTa ¢pyHkuma. [Ipu Te3u nauueHTH Ao3aTta TpabBa Aa ce

38 IbPKH, KOJKOTO € BB3MOXKHO NO-HHCKA, a 0bOpeuHaTa pyHKUMA TpsaOBa na ce MOHUTOpHPA.
Jleyenuero TpadBa Aa ce NMpekpaTH NpH OHE3H MaLHEHTH, KOMTO pa3BUAT Texxka 6bbpeuHa
HeJOCTATBYHOCT (BXK. TOUKa 4.3).

Kombunupana ynompeba na ACE unxubumopu unu GH2UOMEH3UN-DEeUenmopru GHmazorucmiu,
npoOMueOEdsINATUMETNU IEKAPCMEA U MUAIUONRYU OUYypemuiu

Ynorpebara Ha ACE unxuburopHo nexapcteo (ACE MHXHOHMTOP HIH aHMHOTEH3HH-PELENTOPEH
AHTArOHUCT), NPOTHBOBB3NaNUTENHO nekapeTso (HCIIBC unu COX-2 unxuburop) 1 THazuaeH
AHYPETHK [0 €0HO H CBLIO BpEME yBenH4ara pucka oT 6b0peuHo yepexknade. Tosa BriatouBa
ynotpebaTa Ha NPOAYKTH, NpeACTaBNABAlIM PUKCHpaAHA KOMOHHALKA, ChABPXKALLH NOBEYE OT ¢AUH
u1ac nekaperea. KomOunupanaTta ynorpe6a Ha Te3u nekapcTBa TpsabBa ga 6bae chbnpoBoeHa OT No-
YeCTO U3CIEABAHE HA CEPYMHUA KPeaTHHHH, 0OCOOEHO ITPH 3aroyBaHe Ha MPWIOKEHUETO Ha
koMbuHauMaTa. KomOHHalMATa OT JlekapcTBa OT Te3H TPH Kilaca TpsOBa na ce U3Non3Ba ¢ NOBHLIEHO
BHUMaHHe 0cOoOeHO NpH NalMEHTH B cTapyuecka Ph3pacT WiIH TAKHBA CbC ChILECTBYBAIO NMO-PaHO

H61bOpeuHo yBpeXaaHe.

ITayuenmu 6 cmapuecka ev3pacm

He e neobxoaumo HaMansBaHe Ha npenopbuaHaTa Ao3a. Benpekn Toea ubynpoden He Tpabpa na ce
npHeMa OT NalMeHTH Ha BL3pacT Hajl 65 roavHH 6e3 B3eMaHe fpeABMA HA ChITLTCTBALUM 3ab0onsaBaHus
WIH €AHOBPEMEHHO MPHJIaraHH 1IEKapCTBa, NOPal NOBHIICHUA PHCK OT HEXEIAHHU peaklivu, ocobeHo
ChpAevHa HEAOCTATHYHOCT, CTOMALIHO-UpeBHa yauepauus H 6u0peuno yspexnaHe.

Xemamonozuunu epexmu
HUma peaxu cvobluenns 3a KpbBHU Auckpasui. [TaumenT Ha ABIrocpoyHo JIeYeHHE ¢ U
TpabBa Aa 6bAAT NOANOKEHH HA PETOBHO XEMaTONOrHMYHO NpoCneasaBaHe.

ARagunaxmoudru peaxuuu




Karo cranjapTHa npakTHKa NO BpeMe Ha HHTPaBeHO3HA HH(Y3HA ce NMpenopbuBa MOHHTOPHPaHE Ha
nauHeHTa oTONnU30, 0cobEeHO B HAYANOTO HA HHQY3UATA 38 YCTOHABABAHE Ha BCAKAKBa aHA(QHIAKTHYHA
peakiiys, MPHYMHEeHa OT AKTHBHOTO BEUIECTBO WIH MOMOILIHHUTE BELIECTBA.

MHoro paako ce HabNMOAABAT TEXKKH, OCTPH PeakLMH Ha CBPbXYYBCTBHTENHOCT {Hanp.
aHa¢unaxTH4eH Wok). [Ipu mepBHTE NpH3HALM Ha peaKLMA Ha CBPbXYYBCTBHTENHOCT Clell
npunoxeHde Ha Enomen, neueHuero tpabsa na 6pae cnpsiHO M Aa ce 3aM04HE CHMITTOMATHYHO
nedeHue. Crneunanu3HpaHHAT NepcoHal TpAOBa Aa npeanpHeMe MepKH, H3UCKBAaHH OT MEIHLIMHCKA
rjieHa TOYKA B CbOTBETCTBUE CHC CHMITTOMMTE.

Hapyuwenue na yRKQUAMA KA KOGZYIAUUA

[Tono6no Ha apyru HCIIBC, ubynpocgen moxe na uHxuOupa TpomMObouMrHaTa arperaums. UMa ganuy,
ye ubympodeH yasDKaBa BpEMETO Ha KbpBeHe (Makap H B HOpManHua oO6XBar) npy 3apaBy avna. Toil
KaTo TO3M e(eKT Ha YXL/DKABARE HA KbPBEHETO MOXE N4 Oble MPEeKAICHO ABIBI NPH NALHEHTH CbC
CBHITLTCTBALIH HApPYLIEHHA HAa XeMOCTa3aTa, NPOAYKTH, ChabpaKawn ubynpodeH, Tpabea aa 6baar
H3MON3BaHK ¢ BHHMAHME TIPH JIHLIA ¢ BPOREHH HapyLUEHHUA Ha KOarynauuaTa H TaKHBa Ha
aHTHKoarynaHTHa Tepanus. [lauMeHTH ¢ KoaryJauMOHHH HapyILI€HHA WIH Te3H, NOAN0KEHH Ha
onepauus, Tpa6sa aa 6waaT MoHHTOpHpaHH. CneltManHa MeAULIMHCKa OAHTENHOCT Ce U3HCKBA, KOTAaTO
JIEKAPCTBOTO CE NpWIAra npH MaleHTH, HEMOCPEACTBEHO ClICA KATO ¢a MPEThPNE/IN roiama

ornepaLms.

Cmomawino-upesnu cobumun

B1B BCceXHM MOMEHT OT NIEYEHHETO, Che WK 6¢3 NpeayNnpeaHTeIHH CHMITTOMH WIH Npeaxoxaalia
aHaMHe3a 3a CEPHUO3HH CTOMALLHO-YPEBHH CBOUTHA, NpH NpunokeHHe Ha BcHukH HCIIBC, uMma
chOOIIEeHHA 38 CTOMAIIHO-4YPEBHO KbPBEHE, YILIEpaLHA HIH repgopalus, KOUTo MoraT Aa Obaar
¢aTajHH.

PUCKBT OT CTOMALIHO-YPEBHO KbPBEHE, YALEpaliis WIH nepdopalms € No-BHCOK C YBEJIMMABAHE HA
nosure Ha HCIIBC npu nanMeHTH ¢ aHaMHe3a 3a A3Ba, 0COOEHO aKo € YCIIOKHEHA ¢ KPBBOHINHE HIH
nepgopanusa (BxK. ToUka 4.3) ¥ fpH NailHEHTH B CTAPYECKA Bb3pacT. Te3u NauueHTH TpaOBa aa
3anoOYHAT JleYeHHe ¢ Hal-HMCKaTa BH3MOXKHA 1034,

KomOunMpaHa Tepanus ¢be 3alIMTHM CPEACTBA (HAaNnp. MH30MPOCTON WIH HHXHOHTOPH Ha NMPOTOHHATA
nomna) Tpabea na 6bae o0cbaeHa 38 TE3H NALMEHTH, a ChLIO 3a NalMeHTH, KOWTO H3HCKBAT
CBHITBTCTBALLA HHCKA 1033 aLEeTWICATHLUNOBA KHCEIUHA HITH IPYTH NeKapCTBEHH NMPOAYKTH, 38 KOUTO
HMAa BePOATHOCT Ja YBENIHYaBaT PUCKA 33 CTOMAIIHO-YPEBHUA TPaKT (BX. NO-A0IY W Touka 4.5).
[TlaumeHTHTE C aHAMHE3Aa 34 CTOMALIHO-YPEBHA TOKCHYHOCT, 0cO0EH0 KOraTo ¢a B CTAPYECKA BL3PAacT,
TpabBa 1a crobinasaT BCHYKH HeobnuaiiHH KOpeMHH CUMMIITOMM (OCOOEHO CTOMALLIHO-YPERHO
KbpBeHe) Hali-Beye B HAYANTHHTE €Tard Ha ICUCHHETO,

HeobxoanmMo € BHHMaHMKe NPU NALMEHTH, NMPHEMallld e1HOBPEMEHHO JIEKapCTBa, KOMTO MOTaT Aa
YBEIHYAT PHCKa OT YJILUEPALMA WIH KbpBEHE, KATO (IEPOPATHH KOPTUKOCTEPOHIH, aHTHKOAry/1aHTH
KaTo BapgapHUH, CeIeKTHBHH HHXHOHTOPH Ha 0OpaTHOTO 3axBallilaHe Ha CEPOTOHHHA MM
aHTHArpEraHTH KaTo aueTWICATIHLIAIOBA KHCeNdHa (BX. Tovka 4.5).

Iopanu komnoxeHnTa ubynpodeH, EnoMen Tpabea aa ce npunara ¢ BHUMaHHE NPH NALUMEHTH ¢
aHaMHe3a 3a CTOMallIHO-upeBHO 3abonasade (ynuepo3eH KOaHT, 6bonect Ha Crohn), kakTo H rpu

[IaLHeHTH ¢ NopdHpHS.

JInuara B crapuecka Bb3pacT MMAT MOBHIUEHA YeCTOTa Ha Hexenanu peakuuu ksM HCIIBC ocobeno
CTOMALIHO-YPEBHO KbpBeHe H nepdopalud, koaro Moxe 1a 6sae dparanHa (BxK. Touka 4.2).

To3u nekapeTBeH rpoayKr Tpadea ga 6bae cnpsAH, aKo HMa JaHHH 38 CTOMALLHO-Ype
yJuepaims.

Xunepmonun




HCIIBC morar aa goeenar A0 Hauaslio Ha HOBA XHMIIEPTOHHA WIH BIOLIABAHE HA CHLIECTBYBANA MO-
PaHO TAKABA, KATO NPH NaLUMEeHTH NMpHeMalum aHTHXHNepTeH3HBHH JiekapeTa ¢ HCIIBC moxe pa
HACTBITH BIIOLIABAHE HA AHTHXHIIEPTEH3UBHOTO NoBNHsABaHe. HeobxoauMo e BHHMaHHe, KOraTo ce
npeanuceatr HCIIBC Ha naumeHTH ¢ XHNEepTOHHA. ApTepHanHOTO HamiraHe Tpabpa aa ce
MOHHTOpHpa 0TOH30 Npu 3anoysane Ha neveHueTo ¢ HCIIBC, a u cnea ToBa Ha peZIOBHH HHTEpBAH.

Copoeuna Hedocmanrsunocm

HNMa nabmoaenns 3a 3agbp)kaHe Ha TEYHOCTH H OTOK NPH HAKOK nanpeHrTH, npueMaind HCIIBC, eto
3410 CE€ MPENOpPbYBa BHUMAHHE IPH NALHEHTH C HAIMMHO Beue 3aAbpKaHe Ha TEYHOCTH WK
ChbpAe4HA HEAOCTATBYHOCT.

Teoicku KOJCHYU peaKyuu

HCIIBC MHOro paako Morat [a MPHYHHAT CePHO3HH KOXKHH HexellaHU CbOUTHA KaTo ekchonHaTHBEH
JAEPMATHT, TOKCHYHA eNMaepMaiHa HEKponH3a # CHHAPOM Ha Stevens-Johnson, konro Morar aa 6baar
¢aTanHH 4 Aa HACTHLIAT HeouakBaHo. MiMa crob1eHMs 3a ocTpa reHepaiu3upaHa eK3aHTEMAaTO3Ha
MyCTYJ03a BB BPBb3Ka ¢ MPOAYKTH, Chabpxaiin uoynpoden. [lauueHTrTe H3rnexaa ca B Hali-BHCOK
PHMCK OT TaKHBa PCAKIIHHM PaHO B XOJa Ha JICYEHHUETO, KATO HAYalOTO Ha peaKkl|MaTa HACTHIIBA B
NOBEYETO CIYYaH B PAMKHTE Ha ITbPBHA MeECel] OT JIEYEHHETO.

[TaunenTure Tpadsa Aa 6vaaT npeaynpeaeHH OTHOCHO MPH3HALIMTE K CHMITTOMMTE Ha CEPHO3HH
KO>XKHH peaKLHH, KaKTO K Ja C€ KOHCYJITHPAT ¢ NIeKaps CH NP MTbpBaTa NOABA Ha KOXeH OOPHB WM
KaKBBTO M Ja OWNo Apyr NpH3HAK HA CBPBXYYBCTBHTEIHOCT.

1o H3KMoUeHHE BAPHLENATA MOKE Ja PHYHHH CEPHO3HH YCIIOAKHEHHS Ha HH(PEKLMH 10 KOXaTa H
MEKHTE ThKaHH. JIO TO3M MOMEHT HE MOXe [ia ce M3KMIOYH JonprHacsawarta pona Ha HCIIBC 3a
BJIOLLIABAHETO Ha Te3H HHGeKUMH. ETo 3au1o ce chbBerBa H30arpaHe Ha ynorpedarta Ha EnoMeH B
CTy4ail Ha BapHLena.

Cogecmeysauwia acmma

JlekapcTBeHH MPOAYKTH, ChaAbpxallid HOynpodeH, He TpAOBa 1a ce MPHAAraT Ha NALMEHTH ¢ 4CTMA C
YYBCTBHTENHOCT KbM ALCTWICAIMLMIOBA KHCEIMHA U TpAOBa ga ce ynoTpebaBaT ¢ BHHMaHHE NpH
ChlIlECTBYBajla [NO-paHO acTMa.

Ogmanmonozuunu egpexmu

HUma HabmoaeHus 3a 0QTANMOIOTHYHH HeXeNlaHH peakun rnpu ynorpeba Ha HCIIBC; croTBeTHO
NauHEHTH, KOMTO pa3BHAT 3PHTENIHH HapylIEHHs 10 BpeMe Ha JIeUEHHE C IeKAPCTBEHH MPOAYKTH,
ceaLpXKaLH ubynpodeH, Tpabea aa ObaaT nNpernegaHn OT OYEeH JieKkap.

Acenmuuen Menunzum
ACENTHYECH MEHHHIHT C€ ChOO1IABa PAAKO 38 NPOAYKTH, ChABPKALLHM HOYNIpodeH, Mo-4ecTo NpM
MALHEHTH CbC CHCTEMEH JIYTTYC €PHTEMATO3YC WIH APYTH 3a60nABaHHA HA CHEIMHUTEIHATA ThKaH.

Ilomen yuanno nosnureare evpxy 1abopamopriu uIci1e08aHun

[1pH H3NON3BAHETO HA CHBPEMEHHUTE aHANIKTHYHH CHUCTEMHM, NTAPALIETAMON HE NOBITHABA
naboparopHuTe NOKa3aTeNy. Burpeku TOBa, HMa ONPEACNICHH METOAM, MPH KOMTO BB3MOMKHOCTTA 3a
NOBJIMABAHE BbPXY 1aDOpaTOPHHUTE K3CJICIBAHKA CHIECTBYBA, KAKTO TOBA € OMHCAHO MO-A0JY:

Tecmose na ypuna

[lapaueramMon B TEPaneBTHYHH A03H MOXKE Ja [TOBJIMAE HA ONpedeNsHEeTO Ha S-
XHAPOKCHHHAONaueTHaTa Kucenuka (SHIAA), npHyHHABAUKH QaniuBo MONOXKHTENHH PE3yITATH.
QanuKBoTO onpeaeniHe Moxe aa ObJe eNMMHHHPAHO NOCPeACTBOM HW30ArBaHe NOrnbllaHeFoTi-—
napaiueTaMosl HAKOJIKO 4Yaca NMpeaH H 1o BpeMe Ha cpbupaHeTo Ha ypHHHaTa npoba. \

L L
Mackupane na cumnmomu Ha noonedcawiu uHpexuu " , % | ; \%
EnomeH € B ChCTOAHHME A2 MACKHPA CUMITTOMH Ha HH(EKLMA, KOETO MOXKE a2 [OBE 8 2D BARRRED.. . | =
s e e
3anouBaHe Ha MOAXOASLLO JIGYEHHE H CNEA0BATETHO 8 BAOIIH H3X0Aa OT HHPEKLIMA ) =,_;‘__.,._'__‘ " :’ AR
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Ha BapHuena. Koraro EnomeH ce npunara 3a noBulIeHa TeMIEpaTypa Wi obaekuaBaHe Ha O0/ka BBB
BPB3KA C HHQEKLHA, € XKEeJIATeTHO MOHUTOpHpaHe Ha HHekuuaTa. [IpH HeOOIHHYHH YCIOBHS, B
CJTydall ye CHMIITTOMMTE NEPCHCTHPAT KWIH CE BIOLUAT, NALMEHTLT TpAdBa Ja ce KOHCYIITHpa C JieKap.

Ilpoownsicumenna ynompeba na ananzemuyu
[1pu npoasypkuTEnHa YNoTpeda Ha aHANTETHLIM MOXKe J1a HACTBLITH rnaBobonue, koeTo He TpaOBa Ja ce
JIeKyBa upe3 yBe/lHYaBaHe Ha A03aTa HA JIeKApCTBEHHUSA MTPOAYKT.

DRy KnoKcayunun

Iopany yBeaHueHHa puck 0T MeTabonuTHa anmMao3a ¢ ronsMa aHHoHHa pazninka (HAGMA) ce
NpenopbhyYBa MOBHLIEHO BHUMaHHE NPH CHITBTCTBALLO NPHIOXKEHHE HA (ITYKIOKCALIMIINH H
napaueraMos, 0coOeHO NMpH NALMEHTH C TEXKa CTeNeH Ha 610peyHo yBpexKaaHe, Cencuc,
HeOXpaHBaHe H APYTH U3TOYHHLIM Ha AEDULIMT HA TTYTATHOH (HANP. XPOHWYEH ATKOXOJIHIbM), KAKTO
H MPH TE3H, KOHTO H3NOJ3BAT MaKCHMANTHATa AHEBHA A03a napaueTamod. [IpenopbuBa ce CTpHKTHO
NpoCieAsBaHe, BIUTIOYHTEIHO H3MEPBaHE Ha S-OKCOMPOJIMH B YPHHATA.

Cneyuannu npeonainu mepKiu

HNMa HAKOHM O0KA3aTENCTRA, Y€ JICKApCTBaTa, KOHTO HHXHOMpAT CHHTE3a Ha
LIMKJIOOKCHI€HA3a/IPOCTATTIAHWH, MOTAT Jia IPHYHHAT YBpEXlaHe Ha GEPTHIHTETA NPH JKEHH Upe3
Bb3AEHCTBHE BLPXY OBYyNaLusra. To3u npouec e odpaTumM npu CrikpaHe Ha NEKApCTBOTO.

H6ynpogen Tpabsa Ja ce H3NOM3BA CAMO CJIe] CTPHKTHA MPELIEHKA HA ChOTHOIIEHHETO NOM3a/PHCK
NPH NALKEHTH ¢ BPOJEHO HapYLICHHE Ha MeTaboin3Ma Ha nopdHpHH (Hanp. OCTpa HHTEPMHTEHTHA

nopgupHs).

HexenaHure peakuuH, CBbP3aHH C aKTHBHOTO BELIECTBO (0cO0EHO TAKHBA, KOUTO Ceé OTHACAT A0
CTOMAIIIHO-YPEBHHA TPAKT HWIH LUEHTPalHaTa HEPBHA CUCTEMA), MOTAT Aa 3a4€CTAT NPH €AHOBPEMEHHA
KOHCYMalUs Ha ankoxon 4 ynotpeba Ha HCIIBC.

BHuUMaHHe ce H3HCKBA NPH NALKEHTH C ONIPEAENCHH ChCTOAHHA, KOHTO MOIraT ChOTBETHO Aa Ce
BJIOLIAT:
e [Ipu manmeHTH, KOMTO NPOABABAT ANEPrHYHHU PEAKLIMH KM JAPYTH BELIECTBA, NOPaaH
MOBHILICH PHCK OT NOABA HAa PEaKLMH Ha CBPbXYYBCTBHUTEIHOCT NPH TAX NPH H3MOI3BAHE HA
TO3H JIEKAPCTBEH MPOAYKT.
¢ [lIpu nauMeHTH, KOUTO CTPAAAT OT CEHHA XpeMa, Ha3aHK NOJIHITK WIH XPOHHYHH

OOCTPYKTHBHH NHXATEIHH HAPYHIEHH, Thil KATO 3a TAX ChUIECTBYBA MOBHIEH PHCK OT
HACTBIIBAHE HA ANeprH4Ha peakuus. Te MOraT fa ce NPOABAT KATO aCTMATHYHY TIPUCTBHITH

(T.Hap. aHanreTH4YHa acTMa), oTok Ha Quincke WM ypTHKapua (anepruyeH oopus).

To3u nekapcTeeH npoaykT chabpxka 35,06 mg Hatpuil Ha ¢nakoH ot 100 ml, KOHTO ca EKBHBANEHTHH
Ha 1,75% OT MpenopbYHTENHHA MAKCHMAJICH AHEBEH MPHEM OT 2 g HaTpHii 32 BL3PacTeH.

4.5 Biaumone#icTBRE ¢ APYrA JIEKAPCTBEHH NPOAYKTH H APYrR GOpMA Ha B3aHMoJelicTBHE

To3u nekapcTBeH NpoAyKT He TpAbBa Aa ce npHema C JIpYTH EKapCTBEHH NPOAYKTH, ChIBbPKALIH
napaueTaMol, H6ynpodeH, aueTWICATHUWIOBA KHCEIMHA, CAJIKLIMNATH WIH C APYT'H HECTEPOUIHH
nporuBoBn3nanuTeNHH cpeacrea (HCIIBC) ocBen no npeankcaHne Ha Jaekap.

HUbvynpogen:

Kaxro npu apyry npoaykTH, ChIbpxally HoynpogeH, cneaHHre koMbunauuu ¢ Enomen Tpabaa na ce
H304rear: -

o I'pynama na duxymapoa: HCIIBC Morar na 3acunar aeficTBHETO Ha aHTHKO? PR g %
sapthapuH. ExcnepumeHTaNHH Npoy4BaHua Nnokassar, ue uéynpoden noncupgaeliexta Ha
saphapuH BepXy BpeMeTo Ha kbpeeHe. HCITIBC u rpynata Ha avkymapon off MEFaQaie
OT eaHH U ¢bll eH3uM — CYP2C9.




Aumumpombomuunu azewmu: HCIIBC He TpaOBa na ce kKoOMOHHHpAT ¢ AHTUTPOMOOTHYHH
areHTH KaToO THKJIOMHWAHWH NOpPANK afHTHBHOTO HHXHOHMpaHe HAa PYyHKLMATE Ha TPOMOOLIMTHTE
(BK. NO-a0JTY).

Memompexcam. HCIIBC nuxubupar TyOynapHara cexperus Ha METOTPEKCAT M KaTo
Pe3yNITAT MOXE CHLIO A4 HACTBITH H3BECTHO METabONUTHO B3aMMOAEHCTBHE C HAMAJIEH
KJIHPBHC Ha METOTpekcaT. PHCKBT OT noreHuuanHo s3aumoaeiictsie Mexay HCIIBC u
MeToTpekcar TpabBa ChILO A4 ce B3eMe NpeJBHA BbB BPb3Ka C JICUEHHE ¢ HHCKH JO3H HA
METOTpeKcaT, ocobeHo npu nauueHTH ¢ OBOpeuHo yBpexaane. KoraTo ce mpunara
koMOHHHpaHo neveHue, 6bOpeuHaTa pyHkUus TpsaOBa Aa ce MoHuTOpHpa. Tpabera na ce
BHHMaBa B cryuanre, korato HCIIBC u MeroTpekcar ce naBaT B paMKHUTe Ha 24 yaca, Thil
KATO IUTa3MEHHTE HUBa HA METOTPEKCAT MOTAT Jia Ce YBeJIH4aT, KOeTO Aa A0Beae 10
NOBHILEHE TOKCHUHOCT. CHOTBETHO MPH JIeYEHHE C BUCOKH 03U METOTPEKCAT, JIEKapAT
TpadBa BuHaru aa u3barea npeanuceade Ha HCIIBC.

Ayemuncanuyunoea kuceaurna: ENHOBpeMEeHHOTO fIpHIOKEHHE HA HOYTIpodeH H
aLETHICATHLUWIOBA KHCEJIHHA He Ce MpenopbyBa Hai-0010 nopaau noTeHu4ana or
yBEJIMYEHHE HA HEXKETaHUTE peakliMi. EKCNEpMMEHTAITHH JaHHH NOKA3BAT, Y€ ITpH
eAHOBpEMEHEH NpHeM HOynpodeH MoXke KOHKYPEHTHO 1a HHXHOMpa edexra Ha HHCKa Ao3a
aleTHICATHLWIOBA KHCEJIHHA BbpXY arperaumarta Ha TpoMbouuTH. Bonpeky ye uma
HEACHOTH OTHOCHO EKCTPanoJUPAHETO HA TE3H JAHHH KbM KIHHMYHATA CHTYalMi, HE MOXKE
Ja ¢ce HIKIIOYH Bb3MOXKHOCTTA PEAOBHATA ABIrocpoyHa ynotpeba Ha ubynpodgeH na
HaMaJ1gBa KapJHONPOTEKTUBHUA e(PeKT Ha HUCKA 1033 alETWICATHLMIOBa KHCeNnuHa. He ce
OYaKBa KITHHHYHO 3HAYHM edeKT npH HHUMACHTHA yrioTpeba Ha nbympoden (BX. Touka 5.1).
Jumuii: Uoynpoden HaMmanapa 660peyHns KITHPBHC Ha IWTHI, B PE3YJITAT HAa KOETO
CEPpYMHOTO HHMBO Ha JIHTHA MOXe Ja ce noBMInH. KomOuHauusTa Tpabea ga ce n3biarsa,
OCBEH NPH 4eCTO KOHTPOJHPAHE Ha KONTUHECTBOTO HA CEPYMHHA JIMTHIH H Bb3MOKHO
HaMAaNsABaHe JO34Ta Ha JIMTHA.

Cypoeynu 2nuxoszuou: HCIIBC morar aa siowmaTt cbCTOAHHETO Ha ChpaeYHa
HEeJOCTATHYHOCT, 1a HAMANST CKOPOCTTA Ha ITIOMepyJiHaTa PUATpaLMa U Ja NOBHIIAT
TUIa3MEHUTE HUBA HA ChPACYHHTE INIMKO3UAH (HATp. AUFOKCHH).

Mugenpucmon: Hamanenue Ha epHKACHOCTTA Ha IEKAPCTBEHHA NMPOIYKT MOXKE TEOPETHHHO
Jla HACTBITH BCIIEACTBHE HA AHTHNPOCTAINIAHAWHOBHTE CBOKCTBA Ha HECTEPOURHHUTE
npotueroBb3nanurenHu cpeactsa (HCIIBC) BrmounTenHo aueTHICATHLMIOBATA KHCEJIHHA.
Hma orpaHHueHHd AaHHH, KOUTO JOMYCKAT, Y€ €AHOBPEMEHHOTO npuioxkeHue Ha HCTIBC B
AeHs Ha MPUNOXKECHHUE HA NTPOCTArTaHAKH He OKa3Ba He0naronpuaTHO Bu3ACHCTBHE BBPXY
edekTUTE HA MHETPUCTOH WK NPOCTArIaHAHH BbPXY CE3PABAHETO Ha LIHHKATAa WIN
KOHTPAKTWIMTETa Ha MaTKaTa, ¥ HE peAyLHpa KIMHHYHATA e(PUKACHOCT MPH MEAHIIHHCKO
npeKbcBaHe Ha HpEMEHHOCTTA.

ACE unxubumopu u anzuomenszun-Il-peyenmopnu awmazonucmu: ViMa noBHIIEH PHCK OT
ocTpa 6B0peyHa HerocTaTbYHOCT, OOUKHOBEHO 00paTHMa, NpH NauMeHTH ¢ 6B6peuHo
yBpexJaHe (Hanp. JeXUapaTHpaHH NalMeHTH WHIH NalMeHTH B CTapuYecka Bb3PacT), KOraTo
neyenuero ¢ ACE uuxuburopu wim anruoreHsus-II-peuentopHd aHTaroHHCTH ce NpUiara
eaHoBpeMeHHO ¢ HCIIBC u nekapcTBa celeKrvBHYH MHXUOKMTOPH HAa HMKJIIOOKCHIeHasa-2.
[Topaau Tazu npuuKHHa xomMOUHalusTa TpAGBa Aa Ce Npilara ¢ NOBHIIEHO BHHMaHHE NpH
nauHeHTH ¢ 5B0peuHo yBpexaaHe H 0cobeHO NpH NALMEHTH B CTAPYECKA Bb3PAacT.
Haumenrure TpabBa ga 6baaT aneKBaTHO XUAPATUPAHM U Ja C€ NPSABHAN KOHTPOJIHPAHE Ha
ObOpeyHaTa QyHKUHMA Clie] 3arnouBaHe Ha KOMOWHHPAHO JIEYEHHE W HA PaBHH HHTEPBAIH B
X0na My (BXK. Touka 4.4).

bema-6noxepu: HCIIBC npoTuBoaciicTBaT Ha aHTHXHNEPTEH3HBHUA e(beKT Ha JIeKapcTBaTa
Onokupauy HeTa-aapeHOPELEMTOPHTE.

Cyaghawwiypeinu nexapcmsa. Ma peikn cboOl1ieHHS 3a XHNOTJIHKEMHUS NPH NAUMEHTH
NeKyBaHH Cue cyndaHwTypefinH JieKapcTBa NpH npueM Ha HOynpoden.
Juoosyoun. ma nokasaTencTea 3a NOBHILIEH PHCK OT XEMapTPO3H H XeMa | _
NO3HTHBHH XEMOQHIIMIH, NOTyUYaBallH ChbBMECTHO JICUEHHE ChC 3HAOBY N D\
Xunononogu aivmubuomuyu. JJaHHH OT U3CJIEABAHHS BbPXY XHBOTHHU I C
Ca B CbCTOSHME J1a MOBHILAT PUCKA OT KOHBYJICHH, CBBP3aH ¢ XHHOJIOHO




[Taunentn, npuemaiy HCIIBC 1 xuHOMOHK, MOXe Aa ¢a H3JIOKEHHU Ha MOBUILEH PHCK OT
NofBa Ha KOHBYJICHM.

o Tuazuou, muasuo-cevpzanu nexapcmea u bpumxosu ouypemuyu: HCIIBC morar na
NPOTHBOACHCTBAT Ha AMYPETHYHOTO AelcTBHe Ha (pypo3eMua U OyMeTaHH, BEPOATHO upe3
HHXHOHpaHe CHHTe3a Ha rnpocTarnaiauH. Te MOraT CbLIO Aa MPOTHBOASHCTBAT HA
aHTHXHINEPTECH3HBHUA eekT Ha THAIUAMTE.

o  Kanuii-coxpanasawu ouypemuyu: EaqnospeMedHaTa ynorpeba Moxke na aopeae Ao
XMMNEPKATHEMHS.

o  Amunoznuxozuou: HCIIBC Morar aa HaMalaT eKCKpeLMATa Ha AMMHOTJIMKO3UH.
Cenrexmusnu unxubumopu na obpamnomo 3axeawane na cepomonura (SSRIs): Kaxro e,
Taka # HCIIBC BoasT 5o nopHieH pHCK OT KbpBEHE, HANp. OT CTOMAIIHO-YPEBHHSA TPAKT.
ToO3H PHCK € NOBHINEH NPH KOMOMHHpaHa TepanHs. Br3MOXKHO € MEXaHU3MBT J1a € CBBP3aH ¢
MOHWXKEHOTO 3aXBalllaHe Ha CEPOTOHUH B TpoMbourTHTe (BXK. TO4Ka 4.4).

o [uxnocnopun: Cmara ce, ye eanoBpeMeHHoTO npunoxenue Ha HCIIBC u uuknocnopun
NOBULIABA PHCKA OT HEPPOTOKCHYHOCT NOPAAH NMOHKEHHA CHHTE3 Ha [MPOCTALMKIIHH B
616peka. CpoTBEeTHO B ciy4ait Ha KoOMOMHEMpaHa Tepanua, 6n0peuHara pyHkIMs TpsOBa Na
Obae npocneassaHa oTOIH30.

e Kanmonpui: ExcriepdMeHTaNHH MTpoyYBaHUA nokassar, Yye ubynpodeH npotusoaeiicTsa Ha
e(deKTa Ha KaIrTONpWI BbPXY €KCKpEeLMATa Ha HATPHIA.

e Taxporumyc: CMmATa ce, e eaHoBpeMeHHoTO npuioxeHne Ha HCIIBC u TakponumMyc
NOBHIIABA PHCKA OT HEPPOTOKCHYHOCT NOpaAH NOHIDKEHUA CHHTE3 Ha MPOCTALMKJIMH B
616peka. CroTBeTHO, B Ciy4ait Ha KoOMOMHHpPaHa Tepanus, 6vOpeuHaTa pyHkuMa TpaOBa na
Obae npocneaspaHa oTOIU30.

e Kopmuxocmepouou: ETHOBPEMEHHOTO NEYEHHE NOPAXKAa NOBHIIEH PUCK OT CTOMAILIHO-
YPEBHH YAUCPALMH WIH KbPBEHE.

o  Hnxubumopu na CYP2C9: ETHOBpeMEHHOTO NpWwioKeHHe Ha HOynpodeH ¢ HHXHOHTOpH Ha
CYP2C9 moxe aa nosuiK exkcnosHuuaTa Ha ubynpoden (CYP2C9 cyberpar). Eano
Npoy4BaHe ¢ BOpHKOHa30n U (uykoHa3on (CYP2C9 unxuburopu) € nokasano noBHINCHa
eKcno3HuHs Ha S(+)-ubynpoden ¢ npubnuzurento 80 no 100%. Tpabea na ce obMucnu
HaMmasHe Ha J03aTa Ha HbynpodeH, korato cunHH HHxHOHTOpH Ha CYP2C9 ce npunarar
€JHOBPEMEHHO ¢ Hero, ocobeHo koraro ubynpogdeH BbB BUCOKH J03U CE Npunara ¢
BOPHKOHA30/1 WITH C (UIYKOHA30.1.

o Denumour: IInazmeHuTe HHBa Ha PEHUTOHH MOraTt Aa OBbAAT NOBHILECHN NMPU CHITBTCTBALILO
nevyeHue ¢ HOynmpodeH H CIe0BATENHO PUCKBT OT TOKCHYHOCT MOXKE [1a C& YBENHUK.

o Ilpobeneyud u cyrgpunnupazon: JlekapCTBEHH NPOLYKTH, KOHTO ChABPXKAT NPOOCHELHI WIH
cynpHBHNHPa3oH, MOraT aa 3abaBaT ekckpeuuaTa Ha HOynpodeH.

o bBuwixosu excmpaxmu: Ginkgo biloba Mmoxe na yBesnun pucka ot kbpeeHe ¢ HCIIBC.

[Tapaueramon:
o [Ipobenewnn Huxubupa CBBP3BAHETO Ha NapaleTaMoll KbM IIIOKYPOHOBA KHCE/IHHA, KaTo

Taka BOAM A0 /IBYKPATHO HAMAJIABAHE HA KIHpbHCA Ha napaueramon. [Ipy nauueHTH
IIpHEMallY €XHOBPEMEHHO NpobeHeuM, 103aTa Ha napaueramMon Tpadbea Ja 6sae HaMalleHa.
e [Ipy papMaKOKHHETHYHHK NPOYYBAHHUA 32 EH3UM-HHAYLHpPALIH JIEKAPCTBA, KATO OnpeaeNeHH
aHTHenwienTHuH {¢peHHTOHH, PeHoOapbuTan, kKapbamasennH) € YCTAHOBEHO, Y€ MOHHKARAT
IUIOLUTA 10 KpHUBaTa Ha napaueramon Ao npubausurenHo 60%. [Apyru cybcTaHUMH ¢ €H3UM-
HHAOYUMpaLluH CBOHCTBA (T.€. pHpaMITHLMH, OHIKATa XBIT KAHTAPHOH) MOTAT CHUIO Aa
NOHHXAT KOHLICHTPALIMMTE Ha napaueramoii. OCBEH TOBA PUCKBT OT YBpEXKAaHe Ha YepHUs
apob no speMe Ha NeYeHUe ¢ MAKCHMATHATA MPENOPbUYUTEIHA 1038 NAPAlIeTaMOJ BEPOSTHO €
NO-BHCOK MpH NALUHUEHTH, KOHTO MpHEMAaT eH3IUM-HHIYLHpAally TeKapcTBa.
¢ 3UMO0BYAMH MOXE Ja NMOBJIHAE MeTaboTH3Ma Ha napaueTaMon U o6paTHO, KaTo Taka MOXKe Ja
CC YBEJIHYH TOKCHYHOCTTA W Ha ABETE. AR NG N
® AHNTHKOArynaHTH (BapgapHH) — MOXe 1a € HeoDXOoauMO HaMansHe Ha A0332, AR q‘iq N
MapaLeTaMoll H aHTHKOAryJIaHTHTE Ce MPHEMAT 3a NPOABDKHUTE/IEH Nepugil &F pheMSiis 2 Jx“f
e Hwma crobLieHHs 3a TeXKKa XENAaTOTOKCHYHOCT MPH TEPANEeBTHYHH 103 WK i35 Li§%A 2O

[PEAO3MPAHHS C NApalleTaMoN NIPH MALMEHTY NPHEMALI U3OHUAIUA caMICE) 0
APYTH ACKAPCTBA NPOTHB TyOEpKyNo3a. rg-%’ N
- A o
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e [lapaueramon MOXe aa nNoBinusAe PapMakKOKHHETHKATA HAa XxNopaMPpeHHKxon. MOHUTOpUPAHETO
Ha TUTA3MEHHTE HUBA Ha X10paM(PEHNKOIT Ce MPenopbuBa, ako ¢¢ KOMOMHHpa UHXKEKLIMOHHO
NpHIOKEHHE Ha NapaueTaMol ¢ xsiopaMpeHHKOo.

¢ ETHI0BMAT anKOX0J NOTCHUMHPA TOKCHYHOCTTA Ha NapaleTaMol, BEpOATHO 4Ype3 HHAYKLIHS
Ha 0Opa3yBaHeTo OT YepHHA Apo6 Ha XeNaTOTOKCHYHH MPOAYKTH MPOU3BOAHHU Ha
fapaLeTaMoll.

o Heolbxoaumo e nosuIIeHO BHHMAHHKE NPH CHITBTCTBALIA YNoTpeOa Ha QAYKIIOKCALIMIHH M
napaueTaMoll, Thid KATO €NHOBPEMECHHHAT NPHEM €€ CBEDP3BA ¢ METABONMTHA AlIMA038 ¢
rojisMa aHHOHHA pa3fNuKa, 0coOeHO NpH NALMEHTH ¢ PUCKOBH dakTopH (BXK. ToqKa 4.4).

EdexTn BbpXy 1a00paTOPHH M3CNEABAHHA

[IpremMBT Ha MapaLieTaMON MOXeE Ja TIOBJIMAE Ha PE3YJITATH OT TECTOBE 3a KOHYECTBA HA TMKOYHA
KHCEJIHHA C H3NO3BaHe Ha POCHOTYHICTHYHA KHCEIHHA H PE3YNITATH OT TECTOBE HA KPbBHA 3axap
H3MOM3BAaHE Ha IIOKO3HA OKCHAA3a-TIePOKCHAA3A.

[leanaTpyuuHa nonmynauug
ITpoyuBaHMA 3a B3aUMOACHCTBHA Ca NPOBEKIAHHN CAMO NPH BB3PACTHH.

4.6 PeprranTeT, 6peMeEROCT H KbpMEHE

bpeMeHHOCT

Hsama onuT o1 ynorpedara Ha TO3H NexapCTBEH NPOAYKT IPH XOpa Mo BpeMe Ha HpeMeHHOoCT, ThH
KaTo KOMNOHeHTHT HOynpodeH B EnoMeH € npoTuBonokasaH no BpeMe Ha TPETUA TPHMECTDBD OT
OpemeHHOCTTA (BX. NO-A0TY).

3a ubynpoghen

HUuxubupaHeTo Ha NpocTarlaHOAWHOBHA CHHTE3 MOXKE Za nopandae HebnaronpusatHo Ha OpeMeHHOCTTA
H/IJIA Ha pa3BUTHETO Ha eMOpHoOHa/IUIoA]. JJaHHH OT ENMMAEMHOMIOrHYHH MPOYYBaHHA MOKa3BaT
MOBULUEH PUCK OT abopT, chpacyHa Man(opMaLIHs H racTpOCXU3UC (BpolicH Ae(EeKT Ha NIpeaHaTa
KOpeMHa CTeHa, Npe3 KOHTO H3HU3aT KOPEMHH OpraHm) ciel ynorpefa Ha HHXHOUTOP Ha
[MPOCTArJaHIWHOBKA CHHTE3 B paHHaTa OpEeMEHHOCT. AGCOTIOTHHAT PHCK 33 CHPACYHOCHAOBA
mandopmMmaliMg € NOBHLIEH ¢ no-manko ot 1% ao npubmusurento 1,5%. CmaTa ce, ye pUCKBT ce
yBeJIH4aBa ¢ 403aTa U MPOABDKHTEIHOCTTA Ha jleueHHETO. [1pu H3cneaBaHus BePXY KUBOTHH
MPHIOKEHHETO Ha HHXHOMTOP Ha MPOCTArIaHAMHOBHA CHHTE3 € N0Ka3aHO KATO NMpPHYHUHA 33
MOBHULIEHA TIpe- H NOCTHMIUIAHTAUMOHHA 3aryba ¥ CMBPTHOCT Ha emMOpuoHa Wnu roaa. OcBeH ToBa
[TOBMIIIEHA YeCTOTA Ha pPazIM4yHH MaldhOpMaLIHH, BKIIOYHTENTHO CHPAEYHOCBHAORH, €4 ChOOLUCHH MpH
XKHBOTHH, Ha KOMTO € NaneH HHXHOWTOp Ha NpOCTArNaHAMHOBHA CHHTE3 MO BPEME Ha NepHoaa Ha
opraHoreHesa. Or 20-ta ceqMuiia Ha OpeMeHHOCTTA HaTaThk ynorpebaTta Ha EnoMen Moxe aa
NMpHYKHA OJIMFOXMIPAMHHUOH, IbJbKalll ¢ Ha HapylieHHe Ha OrOpeuHaTa PpyHkius Ha PeTyca. Toa
MOX€ JIa C€& CIYUH CKOpO C/eJl 3aM04BaHE Ha NeUeHHETO H OOMKHOBEHO € oDpaTHMO NpH
npekpaTaBaHe My. B fombnHeHne, uMa cboOLIeHNd 3a cTecHABaHe Ha ductus arteriosus ciiell 1eyeHHe
npe3 BTOPUA TPHMECTBP, NOBEUETO OT KOUTO OT3BYYABAT CNE] NMPEKPATABaHE Ha JleueHHeTo. [lopaau
TOBA, 110 BPEME Ha ITbPBUA H BTOPHA TPHMECTBP Ha OpemMeHHOCTTa, HOyTipodeH He TpsaOBa 1a ce naea
OCBEH 8KO He € KaTeropu4Ho Heobxoaumo. Ako ubynpodeH ce ynorpebaBa oT xKeHa, KOSTO Ce ONHUTBA
Ja 3a4eHe WIM MO BpeMe Ha ITbPBHA M BTOPHA TPHMECTHP Ha OpeMeHHOCTTa, fKo3aTa TpabBa aa ce
3aAbPXKU KONKOTO MOXKE MO-HUCKA, & MPOAB/DKUTE/IHOCTTA HA JIEYEHHETO /1a € Bb3MOXHO Hal-
KpaTKka.AHTEHaTanHO HabMoaeHHe 3a ONHIOXHAPAMHHOH H CTECHABAHE HA JYKTYC apTepHo3yc TpabBa
Aa ce obMUCTU caen nanaraHe Ha EnloMeH B npoab/DKeHHe Ha HAKONKO AHM oT 20-Ta rectauMoHHa
ceaMuLa HataThk. EnoMeH TpabBa na ce mpekpart, ako ce YCTAHOBH OJIMTOXHAPAMHHOH WIH
CTECHSABAHE HA JYKTYC apTepHO3YC.

[To Bpeme Ha TPETHA TPUMECTBP Ha OPEMEHHOCTTA BCHYKH HHXMOHTOPH HA NPOCTAr.
CHHTE3 MOTAT /18 M3/100KAT ILUIoA8 Ha:
- ¢ppaAe4HOOETOAPpOOHA TOKCHYHOCT (NPEXAEBPEMEHHO CTECHABaKE/ 3aTBap
arteriosus ¥ 6enogpobHa XHnepToHn );
- 6B6peuna auchyHKUMA (BIDKTE MO-TOpe);
MOTAT Aa H3JI0KAT MAHKATA U HOBOPOAEHOTO B Kpas Ha OpeMeHHOCTTA Ha:

11




- Bb3MOXHO YARDKABAHE Ha BPEMETO Ha KbPBEHE H aHTHarperupail eekr, KOHTo Moxe aa
HACTBITH AOPH NMPH MHOTO HHCKH JO3H;
- IOTHCKAHE HA MATOYHHTE KOHTPAKLMH, BOAEILO A0 3adaBeHa WM YABJDKeHa POAWIHE AeHHOCT.

CaenoarenHo ynorpebara Ha EnoMeH e NpoTHBOMOKA3aHA NPE3 TPETHSA TPUMECTHP Ha OpeMEHHOCTTa

(Bx. Toyku 4.3 1 5.3).

3a napayemamon

Fonam obemM nanHu ot HpeMeHHH xeHH, ynorpebapainy napaleramos NOKa3Bar, Ye TOi He
NpeU3BHKBA HUTO MAIQOPMALIHH, HUTO PETO/HEOHATANHA TOKCHYHOCT. PesyaraTuTe or
eNUAECMHOJIOTHYHHTE NPOYYBAHHUA BBPXY PA3BUTHETO HA HEPBHATA CHCTEMA NPH JeLa H3JIOXKEHH Ha
flapaLieTaMON in utero He ca yoeauTenHn. AKo € HeoOXOAKUMO OT KIHHHYHA IJIe[JHA TOUKaA,
napaleTaMoi Moxe aa 6bpae ynorpebasaH no speMe Ha OpeMEeHRHOCTTa, HO To# TpAGRAa aa ce
ynorpedasa npu Hali-HHCKaTa e(peKTHBHA 1034 38 BB3MOXKHO HAl-KpaTKO BpeMe H C BB3MOXXHO Haii-

HHCKa 4HECTOTA.

KupMeHe

[TapatieTaMon ce eKCKpeTHpa B KbpMAaTa, HO KOJIHYECTBOTO HE € KITHHHYHO 3HAaYMMO H Bb3 OCHOBA Ha
HaJIMYHHTE MyONHKYBAHH JaHHH KbPMEHETO He € NPOTHBONOKA3aHO, AOKATO MpenopbyaHaTa A03a He

C€ HAABHILIH.

HoynpodeH u HeropuTe MeTabONMTK MOTaT Ja NMPEMHHAT B MHOTO MANKHM KONHYECTBA B KbpMaTa.
PUCKBT OT NOBIIMABAHE HA KbPMAYETO H3TJIEKAA MAJIKO BEPOATER NMPH KPATKOCPOUHO JICYEHHUE C

TEPANeBTHYHH JO3H.

B1B Bpb3ka ¢ No-rope U3NoKEHUTE NaHHH, HE € HEOOXOAHWMO Aa CE€ NMPEKbCBa KbPMEHETO 34
KPATKOCPOUHO NCYEHHE C MPENOPBYNTENHA 4038 OT TO3H JIEKAPCTBEH NPOAYKT.

QepTUNUTET

YnorpebaTa Ha NekapcTBEHHA MPOXYKT MOXE 14 HAPYLUH XKEHCKHA GEPTWIHTET H HE CE€ NMpeNnopLYBa
NMPH KEHH, KOUTO CE ONUTBAT Aa 3a4eHar. [IpH JeHH, KOHTO HMaT TPYAHOCTH MpH 3a0peMeHABaHE WIH
Ce MoA1araT Ha uicneaBaHe 3a 6e3mioaue, Tpabea aa ce oOMHCIH cnupaHe Ha yroTpebara Ha

MpOAYKTAa.

4.7 EdexTH BHPXY cnocobnocTTa 3a modnpane H paboTa ¢ MAIIHARA

Hexxenanu peakimH KaTo 3aMaiiBaHe, CbHIHBOCT, YMOPa M 3PHTEJIHA HapyLICHHA CA Bb3MOXHH CJIe[
npueM Ha HCIIBC. [TaumMenTyTe He TpadBa Nz wodupart unu paboTaT ¢ MalllHHH, aKO HMAT TakKBa

OIUIaKBaHHAL.

4.8 Hexenann JeKAPCTBEHH PEeAKOHHA

KnuHuuau npoyusanus ¢ EnoMen u ¢punmupann tabnerkn napaueramon 500 mg/ubynpoden 150 mg
He Ca NMOKA3aJIH HHKAKBH APYTH HEXENaHH Peakiliii, pa3iHiHH OT TE3H, CRBP3aHH ChC
CAMOCTOATEIHOTO NPWIOKEHHE Ha NapaueTaMon Wwin Hoynpodges.

Hesxenanute peakuum ca u3bpoenn no-gony no MedDRA cucTemo-0praHHu Kjiacose ¥ abcomoTtHa

yecToTa.

MHoro uectH (1/10); yectu (>1/100 no <1/10); Heuectn (=1/1 000 po <1/100); peaxu (=1/10 000 mo
<1/1 000); muoro peaku (<1/10 000); c HeuszsecTHa YecTOTa (OT HATUYHUTE AAHHU HE MOXKE a3 Obae

HanpaBeHa OLIEHKA).

Hadexnnn B aRdecTAIAR

Mauoro peaxu: UMa onucanua 3a 060cTpaHEe Ha BB3

CBBP3aHH ¢ HHOEKLMH (Hamp. pa3BUTHE HA HEKPOTH
cbBnajailo ¢ ynorpebara va HCIIBC.

Hapymenss Ba KpHBTa H
JEMQHATA CHCTEMA

Hegectn: [ToHIKeHHue Ha XeMOrTIOOHHA U XEMATOKS

HC MPUYHHHO-CNICACTBCHA BPb3Ka HC € YCTAHOBCHA, ¢
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KbpBeHE (Hamp. KpbBOTEUEHUE OT HOCa, MEHOparus) ca bwmm
cHOOLIEHH N0 BpEeME Ha TEparing ¢ IEKapCTBOTO.

Muoro peakn: MMa ¢choblLiieHHA 3a HAPYLUCHUS HA XEMOTIOE3aTa
(arpaHynoUMTO3a, AHEMHSA, ATUTACTHYHA aHEMMS, XEMOJIUTHYHA
aHeMHA, IEBKOMCHHA, HEYTPONEHHS, AHLMTONCHHA H

TpoMbounTOneHna cue WiK 6e3 myprypa) cnes ynorpeda Ha
HoyrpodeH, HO Te He ca HMaJIH HeNPEMEHHO NMPHYHHHO-CIIEACTBEHA

BPB3Ka C JIEKAPCTBOTO.

HapymeHHS HQa HMYHHATA
CHCTEMA

Mpuoro peaxn: UMa crobineHus 3a peakuus Ha
CBPBXUYYBCTBUTETHOCT, BKNIOYHTEIHO KOXKEH OOpHUB H KpbcTOCaHa
YYBCTBHTEJHOCT KbM CHMITATHKOMHMETHLIM,

HeuvecTH: Hma cboOlLeHHS 3a ApYTH aNeprudHH peakLMH, HO
MPAYHMHHO-CNIEACTBEHA BPb3Ka HE € YCTAHOBEHA: cepyMHa GonecT,
CHHAPOM Ha JTYITyC epUTeMaTo3yc, BackyauT Ha Henoch-Schonlein,
AHTHOEIEM.

Hapymeuna 52
MeTabOIA3MA B
XpaHEeHeTO

Muoro peaxn: B cnyuyaii Ha MeTabonxTHa alM03a NPHYMHHO-
CNEZICTBEHATA BPb3KA HE € ACHA, Thi KATO Ce Morbila Nnoseye ot
eIHO JIEKapCTBO.

Cny4ast Ha MeTabonWTHA aLM03a € Cliel] NOoTJIblaHe Ha 75 g
napatietaMon, 1,95 g alleTHnCaNHLMIOBA KHCETHHA H MANKO
KOJIMYECTBO TEYEH AOMAKHUHCKH noyucTealy npenapar. [lanqueHTsT
CBLLIO € UMAJ1 AHAMHE3A 3a rEPYOBE, KOUTO, Cnopej CLOBIUEHOTO OT
aBTOPHTE, MOXKE [ Ca& JOTPHHECIIH 3a MOBHIICHO HHBO HA JIAKTAT,
KOETO € MoKa3aTeNkBo 3a MetabonuTHa auunosa.

MeTabonUTHHTE HEXKEIAHH PeakLMH BIUIIOYAT XHNokanueMua. Hma
cHODUICHHA 32 MeTaOOIMTHH HEXKEJTAHH PEaKUWH, BITFOYHTEIHO
MeTabONHUTHA auMA03a, KaTo ClIeICTBHE OT CEPHO3HO Mpeio3HpaHe
Ha mapaueTaMoll.

HeqecTH: [ MHEKOMACTHA, XMITOTIMKEMHYHA PeakLiua,

HapymeHns Ha HepBHATA
CHCTEMa

YecTr: 3amaiiBaHe, rn1arodoHe, HEPBHOCT.

Heuwecra: [enpecus, 6e3ctHue, 00BPKAHOCT, EMOLIHOHANIHA
NabHWITHOCT, COMHOJIEHTHOCT, ACEMTHYEH MEHWHIHT ¢ MOBHIIIEHa
TEMIIEpaTypa # KoMa.

Penxa: [lapectesus, xamonuHaliuy, aBHOPMHHE ChHUILA.

Mauoro peaxn: IlapagokcanHa CTUMyAaUMA, OTTHYEH HEBPUT,
TICHXOMOTOPHO YBpeXKJaHe, eKCTpanupaMuaHu eexTH, TpeMop H
KOHBYJICHH.

Hapymenus na o9nTE

HegecTrn: UMma cayuau Ha ambauonua (3ambriaeHo w/iwin orcnabeno
3pEHHE, CKOTOMH W/WIH MPOMEHH B LIBETHOTO 3PEHHE), HO
O6HKHOBEHO € 00PATHMO CBCTOAHKE Clel CITUPAHE HA JIEYEHHETO.
KoiiTo 1 1a e nalueHT ¢ OYHH OTUIaKBaHMA TpAOBa Ja IpeMHHE Ha
o¢TaNIMONOrHUEH Npernea, KOWTo BKIIOYBA LEHTPATHHTE 3pHTENIHH
nonera.

HapymeHHa HA YX0TO H
JAGHpHHTA

Muoro peaxn: Bepturo
Yecrn: TuHHTYC (38 NEKapcTBa, CHABPKAIUH HOYITPOGEH).

Copaevnn Rapymenss

Yectu: OT0K, 330bpKaHe HA TEYHOCTH; 3AAbPXKAHETO HA TEYHOCTH
ce TIORNMABA OBP30 NpH cnMpaHe Ha JIEKAPCTBOTO.

Mhuoro peaxn: UMa ¢HoOIIEHNA 3a NaNnWTALMH, TAXKHKAPAKA,
apUTMHA H JPYTH HapylUeHWs Ha CbPACYHHA PHTHM. XHIIEPTOHHA H
CbPACYHA HEAOCTATBPYHOCT ca OMnH cpobLIeHH TpH NeyeHue ¢

HCIIBC.

PecnupaTopas, rpbAHE H
MeAHACTHHAJIHH
HApYIICHHN

HeuecTr: CreCTEHH CEKPETH OT PECTIHPAaTOPHHSA TPaKT.
MOJJIOKEHH HA TOH3HIEKTOMHMA HMa ChOoOUIEHHA 34 CB
auuane. CrobiLuapa ce U 3a XHNOKCEMHUA.

Mauoro peakn: /luxarenHa peaKTUBHOCT, BKJIIOY
obocTpaHe Ha acTMa, BPOHXOCTIAIEM H JHCITHES.
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Cromamno-apesnn
HapYIIeHHs

Yecrr: Kopemua 6onka, nnapus, aucnerncus, rajicHe, CTOMAINeH
AUcKOMGQOpPT ¥ NMOBPBLIAHE, METEOPH3BM, 3alI€EK, Jieka CTOMAILIHO-
ypeBHa 3aryba Ha KpbB, KOATO MOXeE Aa NpeAH3BUKAa AHEMMA B
HM3KTIOUHTCIHY CITY4aH.

Hedecrn: [lenmnyna/racTpOMHTECTHHANIHA A3BA, Nepdopala WK
CTOMAIIHO-4YPEBEH KPBROWIIUB CbC CHMITTOMH HAa MENIEHA H
XxeMareMesa, noHakora daraniu, ocobeHo npu NaLuMeHTH B
CcTap4ecKka Bb3pacT. YILUEPO3€H CTOMATHT U 000CTpAHE Ha
yjuepo3eH KoauT U 6onect Ha Crohn ca 6win cbobiueHH cnen
npunoxenue. Ho-paaxo HMa HabmoaeHUs 3a raCTpUT U CHOOIEeHHR
3a naHkpeaTuT. C1pob1aBa ce 3a KHCeNMHHEA nenTHyHa Gonecr.
Mmuoro peakn: Ezodarur, o6pazypaHe Ha HHTECTHHAJIHH NMOJOGHH

Ha AHadparma CTPUKTYPH.

XenaTobHIRAPHA
HAPYIICHHA

Muoro peaxn: YUeproapobHo yBpexnaHe, ocobeHo no BpeMe Ha
ABLATOCPOUHO JICUEHUE, YepHOAPOOHa HeaocTaThbuHOCT. HapyieHa
yepHOApOoOHa QyHKUMA, XenaTHT K XwaTeHuua. [Ipenosnpase ¢
napaueramMon MOXe Aa Npeau3B1Ka ocTpa YepHOApoOHa
HEJOCTATbYHOCT, YEPHOAPOOHA HEAOCTATLYHOCT, YEPHOAPOOHA
HEKpO3a H YBpeK/laHe Ha YepHHs Apob.

HapymeHns Ha KoxaTa H
NOAKOKHATA ThKAH

Yecrn: OOpHe (BRIIOYMTENTHO MaKYJIONAIYJI03€H THN), cbpbex.
MHuoro peaxn: Anoneuus. XHnepxuaposa, mypiypa H
dorouyBcTBHTENHOCT. EKCONHATHBHH AepMaTO3d. byno3Hu
peakLMH BIIIIOUYHTEIHO epUTeMa MYTTHHOPME, CHHAPOM Ha Stevens-
Johnson U TokCHUYHA enKuaepMaiHa Hekpoansa. Uma crobiieHns 3a
MHOT'O PEAKH CTyyaHd Ha CEPHO3HHM KOXHH peaklMu. B
H3KJTIOYHTENHH CJIYYaH IO BpeMe Ha HHGEKLMA OT BapHliena MOraT
118 HACTBIAT TEXKH KOKHH HHPEKUMH U YCTIOKHEHUSA HA MCKHTE
THKaHHU.

HenssecTru: JlekapcTsena peakuus ¢ €O3MHOPHIHA U CHCTEMHH
cuMnroMH (DRESS cuHapom), octpa reHepanHsydpaHa
eK3aHTeMaTo3Ha mycTyao3a (AGEP).

Hapymenns Ba
6L06pennTe B NEKOIAATE
ObTHINA

Heuectn: 3agppikaHe Ha ypHHa.

Peakn: YBpexaaHe Ha Obp0peuHa ThKaH (ManuiapHa HEKpo3a),
0COOEHO NMPH ABJATOCPOYHO JIeUEHHE.,

Muoro peaxn: HedpoTokcHuHOCT B pasnuyHHi GOpMH,
BKJTIOYUTENTHO HHTEPCTHIMANIEH HeDpHUT, HePPOTHUEH CHHAPOM U
0OCTpa U XpoHHYHa OBOpedHa HEOOCTATBYHOCT.

Hexenanu peakiun npH Ou6peunre Hali-uecto ce HabmoaasaT caen
npeao3vpaHe, clieq XpoHHUHA 3noynorpeba (1ecTo ¢ MHOXECTBO
GHAJINCTHLIM ) UM B KOMOMHALIMA CbC CRBP3aHa ¢ NapaLeTaMo
XenaTOTOKCHYHOCT.

Octpa TyOynHa Hekpo3a OOHKHOBEHO HACTBLIBA 3a€1HO C
yepHOApPOOHA HEIOCTATHYHOCT, HO c€ HabnIoaaBa ¥ KaTo H30IHpaHa
HAXo/Ka B peakH cirydan. Bu3mMOxHO yBENTHYABAHE HA PHUCKa OT
6bOpetHO-KNeTHYEH KAPLUMHOM € CBBP3aHO CHLIO ¢ XPOHHYHATA
ynotpeda Ha napaueTaMon.

EaHo npoyyBaHe THN CITy4ai-KOHTPOJIa Ha TALMEHTH ¢ KpacH
cranuit Ha 616peuno 3abonasane npeanonara, Ye THIMOCPOYHATA
ynorpeda Ha napaueTaMorsl MOXKe 3HAYHTENIHO 14 YBEJIHYH PHCKa OT
6v6peuno 3abonaBanHe B KpaeH cTagunii, ocofeHO NpH NalMeHTH,
npueMaiiiy noseve ot 1 000 mg aHeBHO. '

O6mn papymeHns H
ejpeKTH Ha MACTOTO HA
| mpaJAcKeHHe

HeqecTn: [Tupexcns.
MHoro peaxkH: YMOpa ¥ HEPA3MOIOKEHHE.

HapangBannsg,
OTPABSHEYI H YCNOKHEHHS

HewecTn: MMa crobuienud 3a cnegonepaTuseH
TOH3WIEKTOMHSI.

14




BL3HEKHAJIH B Pe3yJITAT
HA HHTEepPBEHIHH

Haciieapannsg Yecrr: [ToBueHa anaHHH aMUHOTpaHC(epasa, NOBHIIIEHA raMa-
riyyTaMWwITpaHcpepasa ¥ aDHOPMHHU pe3yNITaTH OT TECTOBE Ha
yepHoapoOHaTa pyHKLMA cnen ynorpeda Ha napaleTaMoll.
[1oBMILIEHH KPEATHHHH H Ypes B KPLBTA.

HewqecTn: [loBHIIeHa acnapraT AMHHOTpaHCc(epas3a, NOBHLIEHA
ankanHa ¢ocdarasa B KpbBTa, NOBHINEHA KpeaTHH (ocdoknHaza B
KPbBTA, NOHWKEH XeMOrno0uH U nosuiueH Opoit TpoMOOUHTH.
Peaxn: II0BHILCHH KOHLICHTPALUMH HA MHKOYHA KHCE/THHA B KPBBTA.

KnauHuuHM npoyyBaHus npeanonarar, 4e ynorpedara Ha uOynpogen, ocobeHo BbB BHCOKa 1034
(2 400 mg/nen), Moxe ga Obae cBbp3aHa ¢ IEKO MOBHIIEH PUCK OT ApTEPHANTHH TPOMOOTHUHH
CbOHTHA (HAnNp. MHOKApAEH HHAPKT WX HHCYNT) (BXK. TOYKa 4.4).

Cpofuiapade Ha MOAO3HPAHH HEXKENAHU peakLIMK

CpobiaBaHeTo Ha NOAO3UPAHM HEXKENAHU PeakliMM Clief] paspelaBaHe 3a ynotpeba Ha IeKapCTBEHHS
NPOAYKT € BaXKHO. ToBa No3BOJIABA 4 NPOAB/IDKH HabMIOeHHeTO Ha CHOTHOLIEHUETO NON348/PHCK 38
JIEKAPCTBEHHA NPOAYKT. OT MEAULIMHCKHTE CIIELIMAIHCTH ce H3HCKBA Ja ChoOIIaBaT BCAKA
NoAO3MpaHa HEXENaHa PeaKLMA Ha:

H3meaHUTENHA areHUMA [0 JIEKAPCTBATA

ya. ,,JamaH [ pyeB” Ne §

1303 Copns

Ten.: +359 2 890 34 17

yebcaiit: www.bda.bg

4.9 Ilpeno3zupane

CuMnroMu

Hapayemamon

YeprnoapobHo yBpexaHe W AOPH HEAOCTATBYHOCT MOTAT Ja HACTHIMAT CNEAR NPEAO3HPAHE ¢
napaueramMon. CUMNTOMHTE Ha NPeRO3UpaHe ¢ MapaueramMos B rupeuTe 24 yaca ca 6nenocT, raaexe,
MOBpBLAHE, aHOPEKCHA ¥ KOopeMHa Ooika. YepHoapoObHOTO yBpekKaAaHE MOXKeE a CTaHe BUAUMO 12 10
48 gaca caen norwsiade. Morar aa HaCTHIAT OTKJIOHEHUS HA MIIOKO3HHA MeTabOTH3BM H
MeTaboNHTHA aunuo3a. I1pu Texko orpassaHe, yepHOApOoOHATA HEAOCTATEUHOCT MOXe a JOBEAE 1O
eHueganonarus, KoMa ¥ cMbpT. Octpa 6Bp0pedHa HEAOCTATBEHHOCT ¢ OCTpa TYOY/IHA HEKpOo3a MOXKeE Aa
CE pa3BHUE B OTCBCTBHE HA TEXKO YepHOnpoOHO yBpexxnaHe. UMa chobiieHns 3a ChpIEYHH APHTMHH,
YepHoapoOHO yBpexaaHe € Bb3MOXKHO NPH Bb3PACTHH, KOUTO ¢a npuean 10 g Win noeeue
napaueTaMor, NOpagy NPEKOMEPHHUTE KOMHUYECTBA TOKCHYEH METabONHT.

Hobynpogpen
CHMITTOMHMTE BKJIIOUBAT rajieHe, kopemta 60nka ¥ nosprilaHe, 3aMaiBaHe, KOHBYJICHA M PAAKO
3ary6a Ha cb3HaHHe. KinuHuuHHTe Oenesn Ha npeno3dpaHe ¢ uOynpodeH, KOWTO MOTAT ja NOCHAEABAT,

ca AENpecHs Ha LICHTpajlHAaTA HEPBHA CHCTEMA H JIUXATE/IHATA CHCTEMA.
MerabonuTHa aupa03a MOXE Ja HACTBIM IIPH CEPHO3HO OTPAaBAHE.

IIpoasipxuTenHara ynorpeda Ha Mo-BUCOKH OT MPENOPLYBAHHTE JO3HM HIH NPENo3UPAHETO MOKE Aa
aoeeae ao 6bOpeuHa TyOynHa alM103a ¥ XHITOKAITHEMHA.

Jleyeuue . R
HMapayemamon QAU o AN
He3zabaBHOTO eueHHe € OT OCHOBHO 3HAYEHHE NPH JIEYEHHE Ha NPEAO3KPaHETo B0, IQIY
KOraTo HAMa SBHU CHMITTOMH, NTOPaAN PUCKOBETE OT YepHOAPOOHO YBpekKaaHe, ﬁ. - é;,-.;"- fpd %_

|

c/le]] HAKOJIKO Yaca WiH JopH k¢ 3abassHe ot guu. [Tpenopbusar ce HezabaBHK MEnERAIY }P i
h o

NpH BCEKH NMALMEHT, KOKTO € NorwiHan 7,5 g WK noBeye napaleTaMon B npemx{

Tpabsa na ce obmucnu cTomainen napax. TpabBa na ce 3an0YHE KOJIKOTO € BE3MOGRRONIG-CROPO .Qf" |

N e, Sl Al
\ .
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cnenM¢pUyYHa Tepanusa 3a obpaiilaHe Ha X04a Ha YepHOApPOOHOTO yBpeXKaAaHe ¢ aHTHAOT KATO
ALETUILMCTEHH (HHTPABECHO3HO) WIIH METHOHMH (NEPOPpanHo).

ALIETHILHCTEHH € Hal-e(peKTHBEH, KOraTo ce lpuiara no BpeMe Ha MbpBHTe 8 Yaca CneA nornbllaHe
Ha NPEAO03UPAHETO H ePEKTLT HaMAanABA NMPOrpecHBHO MexX Ay 8-ua H 16-ua yac. [Ipeau ce e cmaTaO,
ye 3al0YBAHETO Ha JieueHue cnen 15-ua dac cnen npeao3upaHe He € OT NOJI3a M € B3MOXHO 1a
BJIOLIIH PHCKa OT uepHOApOGHa eHiledanonaTus. Brrpeku ToBa, Beue € NOKA3aHO, Y€ KbCHOTO
NPHWIOKEHHE € OE3BPEIHO U U3C/ICABAHMATA HA NALMEHTH IeKYBaKH 10 36 yaca ciiel MormbILaHEeTo
[OKAa3BaT, Y€ ONaronpHUATHH pe3yTaTH MoraT Aa 6bvaar nomydeHH ciaen 15-ua yac. OcseH ToBa
HHTPaBEHO3HOTO NMPHIOXKEHHE HA ALCTHILNCTEHH NPH NALMEHTH, KOHTO Beue ¢a pa3sBIIH
¢$yIMHHAHTHA YepHOApOOHA HEAOCTATBYHOCT, NOKA3BA HAMAJIABaHE Ha 3a60/1€BaEMOCTTa H
CMBPTHOCTTA.

HauanHa no3a ot 150 mg/kg auerunuucrenH B 200 ml 5% rmoko3sa ce npuiara HHTPaBeHO3HO B
NPOAL/DKEHHE HAa 15 MHHYTH, MOCAEABAHO OT HHTPaBeHO3HA HHQY3HA Ha 50 mg/kg B 500 ml 5%
rIII0KO3a B MpoAB/DKeHHe Ha 4 yaca u cnen toa 100 mg/kg B 1 1 5% rmoxosa B npoasmkeHue Ha 16
yaca. O6eMbT Ha HHTPaBEHO3HHTE TEYHOCTH TPAOBa aa Obae MoaHHLIMpaH 3a Rela.

MetHoHKH ce npunara nepopanHo kaTo 2,5 g Ha BcekH 4 yaca, ao 10 g. JleyeHHeTo ¢ METHOHHH
TpabBa Ja ce 3amoyHe B paMkuTe Ha 10 1aca cnen norobinaHeTO Ha NAPALIETAMOJT; B MPOTHBEH CITyuaki
TO e 6bae HeedeKTUBHO U MOXKE 1A BNOWIH YBPEXKIAAHETO HA YEPHHA Ipob.

Hoxa3zarencreara 3a CEpHO3HH CHMITTOMH MOTAT Ja CTaHat 3a6elIeXXHMH 10 4 WM 5 THM cnen
NPEIO3HPAHETO H NaUUEHTHTE TpabBa ga 6baaT BHHMATENHO HAabMoAaBaHH 38 MPOABIDKHTENECH
NEpHOI OT BPEME.,

Hoynpogpen

JleyeHuero TpadBa Aa 6pAE CUMITOMATHYHO H NOAXBLPKALLO, KATO TO BKIIOYBA NOAALPKaHE
NMPOXOAUMOCTTA Ha AMXATENIHUTE ITbTHLLE B MOHHTOPHPAHE HA ChPIACHHHUTE U XKH3IHEHH MOKA3ATENH A0
crabunuianpade Ha naunenTa. CTOMALIHUAT NaBaX CE€ NPENnopb4YBa CAMO B paMKHTE Ha 60 MHHYTH
CJIEX MOTJIbLIaHe Ha )KUBOTO3acTpalliaBallia n03a. ThH KaTo JIEKAPCTBOTO € KHCETMHHO H Ce
€KCKpEeTHPA C YPHHATA, TO TEOPETUUHO € NOJIE3HO Aa C€ TPWIAaraT ajlkalHH BELECTBa U J1a ¢
UHIYLMpa Auype3a. B 0mbiHEeHHE KbM OAObPKALIMTE MEPKH, H3MO3BAHETO HA NEPOPANIEH aKTHBEH
BLIJIEH MOKE [1a € MOJE3HO 32 HamanaBaHe Ha abcopOumaTa u peabcopOumara Ha TabneTkHTe
nbynpodgeH.

5. ©®APMAKOJIOTAYHH CBOHCTBA

5.1 QapmakoaRHAMHYHH CBOHCTBAR

®apmakoTepaneeTHyHa rpyna: Jpyru ananrermuu v anrunuperruy, anmnauam;, ATC koa: NO2BES].
MexaHu3bM Ha JeHCTBHE

BBnpeky ue TOYHOTO MACTO M MEXaHH3bM Ha aHANTETHYHO AefiCTBHE Ha mapaLeTaMol He ¢a ACHO
ONnpeneseHH, H3TNexaa 4e TOH HHIYLMpa aHanre3us NoCpeICTBOM MOBHLIABaHe npara Ha Oonkara.

[ToTeHUMANHUAT MEXAHK3BM MOXE Ja BIUTIOMBa HHXHOWpaHe Ha ITTA Ha a30THHA OKCHI, MEAHHPaH OT
MHOXECTBO HEBPOTPAHCMHTEPHH PELIENTOPH, BKMIOYHTENHO N-MeTwn-D-acnaprat ¥ cybcranuusa P.

HO6ynpodeH € npoH3BOZHO HA NPOITHOHOBATA KMCEAHHA ¢ AHAJITETHYHO, MPOTHBOBBL3NATHTEIHO 1
AHTHITHPETHYHO AeiCTBHE. TepaneBTHYHHTE ePEKTH Ha JEKAPCTBOTO KATO HECTEPOUIHS
NPOTHBOBB3NAIHTEIHO CPEACTBO Ca Pe3YJITAT OT HEFrOBHA HHXHOUTOpPEH e(eKT BLPXY w No 2
LIMKJTOOKCHIeHa3a, KOeTO BOAM 0 PeAYKLHUA HA NMPOCTArJIaHAHHOBUA CHHTES. 13 fg,
ExcnepHMeHTaNHH AaHHH NOKA3BAT, Ye NPH eJHOBPEMEHEH NpHeM HOyIpodeH ﬁ \
HHXxUOUpa edeKkTa Ha HUCKA 1038 ALETWICAIMLIWIOBA KHCE/IHHA BEPXY TpoMOoLL \ 3 AEpe m*

Hsaxou ¢papMaxoaHHaMHYHH NPOYUBAaKHA MTOKA3BAT, Y€ KOraTo ¢a NMPHETH ¢AHHH # ‘ WORIpC Epcﬂf ,

Q‘q,ﬁm " gé\

16



400 mg, no 8 yaca npeau uau 30 MUHYTH cliel MPHUEM Ha /1033 aLIETHICATULIMIOBA KHCEJIHHA C

HenocpeAcTBeHo ocBoOoxknaBaHe (81 mg), ce orcnabBa ehekThT OT ALETHICATHIIMIIOBA KHCEJTHMHA
BbpPXY 00pa3yBaHeTO Ha TPOMOOKCAH WM arperauusaTa Ha TpoMOoLMTHTE. BBIpekH ye uMa HEeICHOTH
OTHOCHO €KCTpariojialiisaTa Ha Te3H JIaHHU KbM KJIMHMYHATa CUTYallUsl, He MOXKE /1a C€ H3KJIIOYH

Bb3MOXKHOCTTa pe/loBHATa, IbJIrOCpoYHa ynorpeda Ha ubynpodeH aa HaMansBa KapAHONPOTEKTHBHMUS

eeKT Ha HMCKa [103a aleTWICATMLIMIOBA KUcelruHa. CMsTa ce, Yye HAMA roJiiMa BEpOSTHOCT
KpaTkocpoyHa ynorpeda Ha ubyrnpodeH aa noBeje 10 KIMHHYHO 3Ha4uM edekT (BXK. Touka 4.5).

KJIMHHYHH H3NUTBAHUA

KiimHuyHu npoyuBanus Ha EnoMeH He ca BKJIIOYWIIM MAalMEHTH Ha Bb3pacT 65 roMHHU WM NoBeue, 3a

Aa Ce€ OIpeie/Ix JaJIH T€ C€ MOBJIMABAT Pa3JIMYHO OT MO-MJIA/IH MALHEHTH.

BbB ¢aza Il Ha npoyuBaHe Ha edukacHOCTTa Npu 276 nalMeHTa ¢ JieKa 10 ymepeHa 6oJka ciej
onepauus, OyHHOHeKTOMHS, EnnomeH e ocurypun no-ronsmo obsiekyaBaHe Ha O6oskara ot nuiaue6o
HJIH CPaBHUMH 1034 Napaueramosl uiu HoynpodeH caMoCTOSTETHO.

AHaJIM3BT HAa BPEMEBO peryJiMpaHaTa pas/iuKa Npyd CyMHpaHa HHTEH3MBHOCT Ha Oosikara (Summed
Pain Intensity Difference, SPID) 3a 0-48 uyaca e noka3an, ye Enomen (cpeano = 23,41, SE = 2,50)
OocHrypssa no-epexkTuBHo obsekyaBaHe Ha Oonkara ot rauebo (cpeano= -1,30, SE = 3,07),
napaueramon (cpeaHo = 10,42, SE = 2,50) nau ubynpoden (cpearo = 9,51, SE = 2,49), ¢ BucOKO

HHBO Ha cTaTUCTHYecKa 3HauuMocT (p < 0,001).

Tabanna 1: O6006menne Ha BpeMeBo peryupanara paziauka SPID (0-48 uaca) no neuebuuTe

rpynH.
Ejiomen HOoynpoden IMapaueramon |Ilianebo
N=75 N=76 N=75 N=50
N 75 76 75 50
Cpenno (SE) 23,41 (2,89) 9,51 (2,53) 10,42 (2,49) -1,30 (2,08)
MexauHHO 23,10 5,40 3,45 -4.00
Munumanto; Makcumanuo |[-34,08 ; 74,17 -30,68 ; 79,98 -26,78 ; 65,43 -22.42 : 47,50
Cpenna oueHka (SE) 23,41 (2,50) 9,51 (2,49) 10,42 (2,50) -1,30 (3,07)
95% nosepurenen unrepsan (18,48 ; 28,34 4,61; 14,40 5,49; 15,35 -7,33: 4,74
OueHka Ha pa3znukara (SE) |- 13,90 (3,53) 12,99 (3,54) 24,71 (3,96)
95% nosepurenieH HHTEpBan |- 6,95; 20,85 6,02; 19,96 16,92; 32,50
p-value - <0,001 <0,001 <0,001

Ourypa 1: Bpemeso peryiaupana pasnuka SPIDsg 10 nbpBaTa 103a OT )KMBOTOCNACABAIILOTO

JIEKapCTBO.
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Maxigesic®

NbynpodeH

3abenexka: AueraMMHOpEH = napaueTamoli

S.2

AbcopOums

(Dapma KOKHHETHYHH CBOHCTBA

AuetamuHodeH

MNnauebo

EnomeH ce npuiara kato 15-MUHYTHa MH(DY3HA KAaTO MMKOBATAa IJ1a3MEeHAa KOHLICHTPaLMs Ha BCAKO

JIEKApPCTBO C€ JOCTUra B Kpas Ha HH(Qy3usATa. J/IBeTe akTHBHM BellecTBa B EoMeH 10cTUraT NmMKoBH
MJa3sMeHH HHUBA B €/IHA U Cbllla BpEMEBa paMKa U UMAT CXO/IEH TJIa3MeH MOJY)KHBOT (TapaleTamol

2,39 + 0,27 yaca, ubynpoden 1,88 + 0,28 yaca).

@apMaKOKHHETHYHHUTE MapaMeTpu Ha EnoMeH, criope ToBa Kak ca Onpe/ejieHH B €JHO M3Clie/IBaHe
Ha 29 3apaBu 100pOBOJILIM, ca npeacTaBeHH B Tabnuua 2.

Tabauua 2: Cpeann (SD) papmMakoOKHHETHYHH NMapaMeTpH Ha napaueramMos H HGynpodeH BLB BesiKa

neyeOHa rpyna.

IIpapayemamon

MakcuMaiHa
rnJ1a3MeHa
KOHUEHTPALMA Cmax

(ng/mL)

AUCq.(ng.h/mL)

[Inowm noa kpuBara

Enaomen
HHTPaBEeHO3HA
HH}Y3HuA, 15 MHH.

26709,57
+ 5814,74

3133397
+ 9816,96

Jleyenue (Cpeano = SD)

HHTPaBe€HO3HA

26236,06
+ 5430,52

35846,20
+ 8734,15

18

[Tapaueramon i.v.

HHQY3HH, 15 MHH.

Eaomen
noJ1y-a103a
HHTPaBeHO3HA
HHPY3HA, 15 MHH.

12880,39
+ 2553,15

18327,4
+ 4758,3

IMapaueramon/
UOynpoden
Ta0JIeTKH

nepopajHa |
Tabserka |



[1nom mox kpuBaTa 3941905 3765143 19337,01 37023,82
AUCp» (ng.h/ml) + 10630,63 + 9454,60 + 5146,46 + 10388,31
BpemeTto 32
NOCTHTaHe Ha
MaKCHMAJTHA O’ifigzﬁ)ﬂa O,iflé)xpa}{:)ﬂa O,iiékpe:i)ﬂa 0,73+ 042
KOHIEHTPALMA T rax y y3 3
(h)
ITonyxHBOT t112 (h) 2,39 £ 0,27 2,38+ 0,25 2,44 + 0,25 2,51+0,33
IMapaneTamon/|
Enomen H6ynpoden i.v. Exomen Hbéynpoden
noJy-a03a
Héynpoghen HHTPaBeHO3HA HHTPaBEHO3HA TaleTKH
HHTPABEHO3HA
HHpy3na, 15 MHN. HHPy3nn, 15 MuH. nepopasTHA
HHQYIHR, 15 MHuA.
TabiieTKa

MakcemanHa
IUla3MeHa 39506,69 40292,97 20352,05 19637,38
KOHLIEHTpaLMA + 6874,06 + 7460,04 + 3000,87 + 5178,29
(ng/mlL)
[lnom nox xpuBara 73492 69 72169,59 39642 48 70417,75
AUCy. (ng.h/mL) + 16509,61 + 15608,70 + 9679,16 + 16260,16
[Nrow nox kpuBarta 74743,31 73410,65 40333,88 72202 .48
AUCp» (ng.hVmL) + 17388.69 + 16500,76 + 10240,30 + 17445,46
BpeMmeTo 3a
NOCTHTaHE Ha
MAKCHMAaJIHA O,if{gpaui)ﬂa O,iiéxpzi;)ﬂa O,iflg;;a;)na 1,49 = 0,89
KOHLIEHTPALHSA T max y3 y3 Y
(h)
[MTosryxuBot ty2 (h) 1,88 + 0,28 1,87 £ 0,27 1,88 £ 0,30 1,99 £ 0,36

3aGenexka: [apaueramon/Ub6ynpoden tabnetkn = napaueramon 500 mg/uGynpoden 150 mg dunmupann Tabnerku.

OapMakOKMHETHYHHTE NapameTpH 65Xa CXOHH ciiell eAHHUYHA 1034 oT EnomMeH npunoxeHa WiH
HHTPABEHO3HO, HITH NEPOPAITHO, C H3KIIOUEHHE HA TOBA, Y€ MAKCHMAJTHATA TU1a3MEHa KOHLICHTPALHS
(Cmax) Ha MHTPaBEHO3HATA NlekapcTBeHa popma Gellie ABa MbTH M0-BHCOKA OT Ta3M Ha NepopaiHaTa
nekapcTBeHa (popma H OYaKBAHO, BPEMETO 32 NMOCTHIAHE HA MaKCUMatHa KoHUEeHTpauua (Tws) crien
HHTPABEHO3HO NPHIOXKEHHE Oelue NOCTHIHATO MHOTO NMo-0bp30 (32 15 MUHYTH) OTKOJIIKOTO NpH
nepopaiHaTa JeKapcTaeHa gopma.

PasnpeneneHue
[Tapaneramon ce pasnpenens B NOBEYETO TeNeCHH ThkaHn. U6ynpodeH ce crpp3Ba BLB BUCOKA

creneH (90-99%) ¢ nna3zMeHuTe NPOTEHHH.

buotpancdopmaliys

[Tapaueramon ce MetabosiM3upa riaBHO B YepHHA APOO H ce EKCKPETHPA C YPHUHATA, OCHOBHO KATO
HEAKTHBHH IMMIOKYPOHHAHH H CyN(paTHH CheauHeHus. [lo-manko ot 5% ce oTaens HeMpOMEHEH.
MeTtabonuTHTE Ha NApaLETAMON BKJIIOYBAT MAJIKO KOJTMYECTBO XHAPOKCHIHPAH MEXAUHEH NPOAYKT,
KOWTO HM@ XeMaTOTOKCHYHA &KTHBHOCT. TO3H aKTHBEH MEXIHHEH MPOOYKT Ce AeTOKCHKHPA
MOCPEACTBOM CBBP3BAHE C MIYTATHOH, kaTo 00aye TOi MoXe a ce HAaTpyna clej Npelo3HpaHe ¢
napaueTamoll ¥ aKO TOBA CBCTOAHHE OCTAHE HEJACKYBaHO, KMa NOTeHUHANA 1A NMPeaH3BHKa TEXKKO H

AOpHU HeOOPaTUMO YBpeXKaaHe Ha YepHHA npob.

H6ynpoden ce metabonH3upa OCHOBHO 0 HERKTUBHH CHLEAHHEHHS B YepHHUS Apob, rigesk
FTHOKYPOHHUPaHE.,

Sz‘"
[lpx eaHO KIHHMYHO NPOYYBAHE HA €IMHHYHA 1038, edeKThT Ha HOynpodeH BLp «, Lrid s
MeTalboIHIbM Ha NapaleTamos € OLEHEH NPH 3ApaBy Ao6pOBONLIM Ha rnaaHo. TIpdydndHe
ye HOynpodeH He MPOMEHA KOMHUECTBOTO NAPALIETAMOJ, ITOIEXAL HA OKCHAATHRRITMS

‘\\
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TbH KaTO KOJIWYECTBOTO Ha NapalieraMon U HerosuTe MerabGonuryn (MepKanTypaT-, iIHCTeHH-,
rMIOKYPOHHI- H CydaT-napaLeTraMos1) ca CXOAHH, KOTaTO TOM ce NPH/ara CaMOCTOATENHO, KATO
napaLeTamoJi, WIK NpH eJHOBpeMEeHHO NMpHioxkeHHe ¢ nbynpoden (kato puxkcHpana KoMOHHALIHS).

EnuMHHHpaHe
[1osyKMBOTBT Ha €TMMHHHPAHE Ha NapaueTaMo Bapupa ot oxoso |1 o 3 uaca.

KakTo HeaxTHBHMTE MeTabONUTH, TAKA H MAJTKO KOJIMNECTBO HenpoMeHeH HOYnpodeH ce eKCKpeTHpaT
Obp30 M HaITEIIHO OT 6B0peka, kKaTo 95% oT NpuackKeHaTa 103a ¢€ SIUMHHHUPA C YPHHATA B PaMKHTE
H& YETHPH 4aca clel norisiiaHeto. EnHMUHALMOHHUAT MOMyXHBOT Ha HOynipodeH e B o6xBata ot
1,9 no 2,2 yaca.

5.3 IIpeaknHHHYHE AAHHE 3a GesonmacHoCT

I1pH npoyyBaHKA Ha TOKCHUHOCTTA ¢ CAWHUYHA U NMOBTAPALLH Ce A03H, TPOBEJEHH MPH IUTHXOBE,
eJHOBPEMEHHOTO NMPHUITOXKEHHUE HA napaueramos ¥ HOyTipodeH B CHOTHOLIIEHHE OTTOBapALIC Ha TOBA
npu EnoMeH (T1.€. MpH ChOTHOLUEHHE NapaleramMos/ubynpoden = 3,3/1) 1 npu 1030BH HHBA
NPHONIH3UTEIHO PABHH HA Te3H, KOKTO NAHEHTHTE OHXa NMPHENH, KOraTo H3no3sar EnoMen B
MaKCHMATHATA NpenopbyaHa 1034, PUCKBT OT CTOMALLHO-YpeBHA WK ObOpeYHa TOKCHYHOCT He €
YBEJIM4EH.,

EdekTbT OT eAMHHYHH HHTPABEHO3HH KM NMEPHBEHO3HH A03H oT EnoMer npu npoyusaHe Ha ocTpo
JOKAJTHO BB3NANICHHE NMPH MBXKKHU 3aiLIKM nMoka3ea, ye EoMeH HMa HUCBHK NOTEHUHAN Aa NpeaH3BHKBa
NIOKAJIHO BB3NaJIEHHE, KOTATO CE ITPHIara HHTPaBEHO3HO B NPENOPBHAHOTO A030BO HHBO. OCBeH TOBAa,
KOraTo Ce U3BBbpLUBA in Vilro OLEHKA Ha KPBBHATA CHhBMECTHMOCT, HHKAKBA AOMbJIHATENTHA XEMOJIH34,
¢nokynaluHs/ IpELUHNUTALHA Ha NNa3sMeHuTe OenTbUH WiK TPOMOOLMTHA arperalms He ca
Ha0monaBanu ¢ EnoMeH B cpaBHEHHE ¢ napaueTamod 1.v. Wid HOynpodgeH i.v. CaMOCTOATENHO.

% (5] H

CyOxpoHHYHA H XpOHH4HA TOKCHYHOCT Ha HOYNpo¢eH NpH EKCNICPHMEHTH C )XHBOTHH €
HaOnoaaBaHa MPpeAUMHO KaTO JIC3MH H yALCpaUUH B CTOMALUIHO-YpEeBHHS TPaKT. [n vitro H in vivo
NpOy4YBaHHMA HE AABAT HHKAKBH CHOTBETCTBALIH OT KIHHHYHA IJieAHA TOYKA AJaHHH 3a MyTareHeH
noTeHUHan Ha ubynpogeH. Ilpu npoyyBaHus Ha IUTEXOBE ¥ MHLIKH HE ca HAMEPEHH A0Ka3aTeiCTBa 3a
KapLHHOreHHH edektd Ha ubynpodeH. Moynpoden soan a0 HHXxHOHpaHe Ha OByJlaLIMATA NpH 3aLy,
KaKTO Y JI0 HapylIEHO UMILTAHTHPAHE NPH PazIUYHU BHAOBE JKMBOTHH (3a€K, IUTbX, MHLIKA).
ExcnepuMeHTANTIHK NpOoy4BaHHUs Ca NMOKa3alH, Yye ubynpodeH npemuHasa nnaueHrara. [Ipn TokcHuUHH
3a Malikata 1034 e Ouna HabnoaapaHa NOBHLIEHA YecTOTA HA Mandopmalmy (aedekTH Ha

MEXKIYyKaMepHaTa nperpaja).

[1apauieramon

[TapaLieTaMo B XeNaTOTOKCHYHH JJO3M NOKa3ea FeHOTOKCHYEH U KAPUMHOTEHEH MOTEHLIMAI
(4epHOAPOOHH TYMOPH H TYMOPH Ha [THKOYHHA MEXYp) NPH MHILKH H ILTEXOBE. BLnpeky TOBa ce
CMATAa, Y€ Ta3U NEHOTOKCHYHA M KapLIHHOIMEeHHA aKTHBHOCT € CBbP3aHa ¢ MPOMEHH B MeTabonu3Ma Ha
napaueTaMol1, KOraTo € BbB BUCOKH JO3W/KOHLEHTPALIMH U He MPeACTaBMABA PHCK 38 KITWHHYHOTO
MPUIOKEHHE,

Hama KOHBEHIIMOHATHY NIPOYYBAHHUA, ITPOBEAECHH NPH YTBBPACHH MO HACTOALIEM CTaHAapTH 3a
OLICHKA H& TOKCHYHOCTTA M0 OTHOLUEHHUE Ha PENPOAYKTHBHHUTE QYHKLHH H PA3BHTHETO.

6. DAPMAIEBTHYHH JAHHH

6.1 ChnAchK HA DOMOINHETE BellleCTBA
L{HCTEeHHOB XMAPOXNOPUA MOHOXHAPAT

Huuarpuer pocdat auxuapar
Manpron
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X10pOBOJOPOAHA KHCENHHA (38 Kopekuma Ha pH)
Hatpuer xuapokcua (3a kopekius Ha pH)

Boja 3a HH)KEKLMH

6.2 HechrBMEeCTHMOCTH

IIpu nunca Ha Npoy4YBaHNUA 38 HECHBMECTHMOCTH, TO3H JIEKapCTBEH NPOLYKT He TpAGBa a ce cMecBa ¢
APYTH NIEKApCTBEHH NMPOAYKTH.

6.3 Cpox Ba rognocT
2 TOOUHH
6.4 Chnennaans ycJIOBHR HA ChXPAHEHHE

Ha ce cbxpaHaBa npu Temnepatypa noa 25°C. Jla He ce chXxpaHABa B XJIaAWNIHUK WIH 3aMpassaBa. [la
Ce CbXpaHABA B OPUIHHA/IHATA OMAaKOBKa, 3a Ja ce MpeAna3H oT CBEeTIHHa.

6.5 Baan cpaAbLpXKAHHEE HA ONAKOBKATA

Enomen ce npenocraes B 100 ml npo3apaunu, pnakoHu ot ¢Teki0 THN 11, 3aneuaTal cbe cHBa
6poMobyTHNIOBA r'yMeHa 3amyluanka H aTyMMHHEBa Kanayka, B ornakoBka ot 10 ¢nakoHa.

6.6 CroenmanHs npeana3Hy MEpPKH OPH HIXBLPJ/ASHE H paboTa

Ornepaitre EnoMeH 3a HanMyKHe Ha YaCTHLIM M NMPOMSHA B LIBETA NPEAH NPHIOKEHHETO, BUHATH
KOTaTO pa3TBOPLT H QUIAKOHBT o MO3BOJABAT. AKO ce HabmoAaBaAT BUAUMO HEMPO3pauHK YaCTHLIH,
NpOMAHA B LBETA WIH IPYTH YY>KIH YaCTHLIM, pa3TBOPBT HE TpAOBa Ja ce H3No3sa.

[1pH nMnca Ha NpoOy4BaHHUS 38 CbBMECTHMOCT, TOBa JIEKAPCTBO HE TpAOBA Ja ce CMeCBa ¢
Pa3sTBOPHTENH. AKO 33 eAMHHYHE 033 € HeoOXOAHMO NO-MAJIKO OT MBJIEH (PNAKOH, TOYHOTO
KOJIMYECTBO TPAOBA Aa ce Biee, a OCTAHANIHAT pa3TBOP Aa C€ U3XBBPIIH (BXK. CHILO TOYKA 4.2).

Ennn ¢nakor EnoMen Tpsabea na ce H3non3Ba caMo 3a €IMH NAaLMEeHT M ¢aMo 3a €1HO BixBaHe. He
CbOBPXKA aHTUMUKPOGEH KOoHCepBaHT. Hen3non3saHUAT pa3TBOp TpabBa Aa ce M3XBBPIIH.

7. ITIPMTEXATEJI HA PASPEIIEHHETO 3A YIIOTPEBA

Medochemie Ltd., 1-10 Constantinoupoleos Str., 3011 Limassol, Kurrsp

8. HOMEP(A) HA PAPENNIEHHETO 3A YIIOTPEBA

Per.Ne: 20200167

9. JATA HA ITbPBO PA3ZPEIIABAHE/TMIOJHOBABAHE HA PAPEIIEHHETO 3A
YIIOTPEBA

Jata Ha mepBO paspelnaBane: 05 okromspu 2021 r.

10. AATA HA AKTYAJIMIUPAHE HA TEKCTA

09 sayapn 2025

21




