KPATKA XAPAKTEPHCTHKA HA

1. HME HAJEKAPCTBEHHA ITPOAYKT

PVYITIAJIMH 400 mg dunmupann TabneTku
RUPALYN 400 mg film-coated tablets

2. KAYECTBEH A KOJIMYECTBEH CBhCTAB

Besxa ¢punmupana Tabnetka ceabpka 400 mg ubynpodeH (expuBaneHTHO Ha 684 mg ubynpoden
nH34H (1buproten lysine)).

3a MBIIHUS CMUCHK HA NMMOMOIIIHHUTE BellleCcTBa BUKTe Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

Punmupana tabnerka
bsana no nouru 6ana, ¢ popma Ha Kancyna, ABOHHOU3IMbKHANA ¢dHunMUpaHa TabneTKa, rinaaKa oT ABeTe

CTPaHU ¢ pasMepH Ha agporo 19 x 10 mm.
4. K/IHMHHYHHU JTAHHH
4.1 TepanesTHYHH NOKA3AHHAN

IToxaszan 3a cuMITOMaTHYHO OOJIEKYEHHE Ha JleKa 10 yMepeHa Donka KaTto riiaBobonue, MUrpeHa,
360001, 601KHM B MYCKYNHTE, MEHCTPYQJIHH OOJKM, peBMaTH4YHA 6onka, 6onka B rbpba, HeBpaJirua u
CHMITTOMH Ha NPOCTYa U IPHI.

H3mon3ea ce CBLIO 33 CHMITTOMAaTHYHO JIeYeHHe Ha TEMIEepaTypa.

Pynanux 400 mg e noka3aH NnpHu BB3PACTHH.

4.2 [JIo3HpOBKA H HAYHH HA OPHJAQKEHHE

Ha#i-Huckara edexkTHBHa no3a Tpabea na Obpae HM3MOA3BAHAZ 33 BB3MOXKHO HAH-KpaTKHs MNEPHOI,
HeoOXooHuM 3a obnexuaBaHe Ha CUMINITOMHTe (BHOXTe TouKka 4.4).

ﬂOSHEﬂBK&

Bw3pacmuu

Hauannara no3a e 400 mg (1 rabnerka), cnen ToBa, ako € HEOOXOAMMO, MOJKe J1a ce MOBTOPH Ha BCEKH
6 vaca.

Ha He ce npesuinasaMakcumansarta no3a ot 1200 mg (3 Tabnerkn) 3a 24 yaca.

Ileduampuuna nonyarayus

Pynanun 400 mg He € nokasaH 3a Jena 4 FOHOIIH.

3a roHOIIH ¢ TentecHOo Teryo Han 40 kg (naa 12-roguiuHa Bu3pacT) ce npernopbiea Pynanun 200 mg
¢unmMupaHu TabneTKHu.

AKO TO3HM JIeKapCTBEH NPOAYKT € HeoOxoauM 3a MoBede OT 3 AHM B ciyuail Ha Temmeparypa WIH
MHUIPEHA HIIK MOBEYE OT 5 AHM 3a NeucHHE Ha OOJKa WK aKO CHMIITOMUTE C€ BJOLIAT, NMAlHEHTHT
TpaOBa na 6ba¢ NOCHBETBAH 1a Ce TOCHBETBA C JIeKap.

[laiiMeHTH B cTapyecka BL3pacT
He ce Hanara crieuMu4YHO afanTHpaHe Ha N03aTa.

[TanuenTn ¢ 60peuHo/ uepHoapobHO YBpeKIaHe




[Ipy naumeHTH ¢ Jeko A0 ymepeHo 60peyHo WK YepHORPpOOHO yBpekaaHe TpadBa a ce H3MoJI3Ba
Hali-HMcKaTa ¢(EKTHBHA 1032 M € HeoOX0AMMO BHUMaHHKE (32 MALMEHTH C TeXKo OnOpeuHo uiu
yepHOAPoOHO 3a00nABaHe BIKTE Touka 4.3).

HayuH Ha OpUNOKEHHUE
3a nepopanHO NPHAOKEHHE, 3a MPEANOYHTAHE CJICA XPAHEHE, NIPHET ¢ Yallla BoJa.

4.3 IlpoTHBOnOKA3AHHSA

CBpBXUYBCTBHTEIIHOCT KbM 8KTHBHOTO BELIECTBO WIH KbM HAKOE OT MOMOILIHHTE BELLECTBA,
36poenu B Touka 6.1.

AHaMHe3a 3a FraCTPOUHTECTUHAITHO KbPBEHE HIIH nepopaLus, CRbp3aHH ¢ NPEALIECTBALIO JIEUEHHE C
HCIIBC,

AKTHBHA WIH aHAMHE34a 34 peKypeHTHA MEeNTUYHA A3Ba/ KPBBOUAIUB (Ba WM NMOBEYUE OTISITHH
€NnU30/1a Ha JOKa3aHa ylepalyua UHu KbPBEHE).

[laieHTH ¢ H3BECTHA aHAMHE3A 33 PeakLUMK Ha CBPbXYYBCTBUTENHOCT (HAMp. acTMa, OpoHXOoCnasbM,
PHHHT, AHTHOEAEM WM YPTHKapHs) B OTTOBOP HA, aleTHICATHLMWIOBA KHcenuHa win apyru HCIIBC.
Texka yepHOApOOHA HEAOCTATHYHOCT.

Texka 656peyuHa HeJOCTATEYHOCT.

Texxa cbpaeuna HeaocrarbuHocT (Kitac IV no NYHA).

Hapyuienus B koarynauuaTa (CbC CKJIOHHOCT KbM MMOBHUIICHO KbPBEHE), MO3BUEH KPBHBOU3IHB WIH
OPYT AaKTHBEH KPBHBOU3JIHB.

Texxka nexupartauus (MpHYMHEHA OT NOBPbIAHE, AMAPHA WM HEAOCTATHYECH NPHEM Ha TEYHOCTH).
[TocneaHuTe TpU Mecelia OT OpEMEHHOCTTA.

4.4 ChnenuajHu OpeaynpexacHHS H NIpeINa3sHK MEPKH OpH ynoTpeda

Hexxenanure peakiium Morar aa 6baart CBeIeHH A0 MMHMMYM 4pe3 ynoTpebara Ha Hal-HHCKATa
e()eKTHBHA 1032 32 Bb3MO)KHO Ha-KpaTKHA NepHo]] OT BpeMe, HeoOXOIUM 32 OBNAASBAHE Ha
CUMIITOMHUTE (BHXKTE TOUka 4.2 1 CtoMalIHO-4YpeBHH H CHpAeYHO-CbAOBH PUCKOBE MO-A01Y).

HeobxoauMo e BHMMaHHKE NPU NALUEHTHU C:

- IlauueHTH C aHAMHE3a 32 XMIIEPTOHKUSA WIH KOHMeCTUBHA ChpAeYHa HEAOCTATBYHOCT;
- YcraHoBeHa HCXeMHYHa 60J1ecT Ha ChPLETO;

- IlepudepHa aprepuanya GonecT W/WwiH MO3BYHO-CHAOBA DonecT;

- YnueposeH KoauT, bonect Ha KpoH;

- CucreMeH epuTremMaTo3eH Jynyc (SLE) unu apyru aBTOHMYHHH 3a001aBaHKs.

ChbpA€YHO-CHIOBH U MO3BYHO-CBIAOBH eeKTH

KauHWYHUTE NMpOoy4YBaHMA MOKa3aBaT, ye ynorpebara Ha ubynpodeH, ocodeHo BB BUCOKH A03H (2400
mg/ AHeBHO) MOXKe [a ObJe CRbP3aHa ¢ JIEKO NMOBUILEH PUCK OT apTEpHATHH TPOMOOTHYHH CHOHTH
(HanpuMep HHPAPKT Ha MHOKapAa U HHCYIT). KaTo usno enuaeMUONIOrHYHUTE NPOYYBAHHUA HE
NpEeANnonaraT, 4¢ HUCkUTe 1031 ubynpodeH (< 1200 mg/ AHEBHO) ce CBbLp3BaT MOBHILEH PHCK OT
apTepUATHH TPOMOOTHYHH CHOUTHA.

[TaupeHTHTE ¢ HEKOHTPOJIHpAHA XUNIEPTOHMUA, KOHMeCTHBHA ChpaeuHa HeaocTaThyHOCT (NYHA II-
III), ycraHOBEHa HCXE€MHYHA OOJIeCT Ha CHpLIETO, NepHdepHa apTepHanHa donect WU MO3BYHO-
cbaoBa bonect Tpabea na 6bAaT nexyeaHu ¢ HOynpodeH caMmo cnen BHUMATENIHA NTpeLeHKa, a
BHCOKHTE N03U (2400 mg/ nHeBHO) TpsOBa Aa 6baaT U30ArBaHM.

Heobxoauma e BHUMATEIHA NpeleHKa Npeau 3anoyusaie Ha MPOTb/DKUTENHO ICYeHHE NPH NalHeHTH
C PUCKOBH (PAKTOPH 33 CbPACHHO-CHAOBH CHOMTHA (HaNp. XMACPTOHHUA, XHNEPIUTIHAEMHUA, 3aXapeH
auadet, TIOTIOHOITyLIEHE), 0cO0eHO, ako ¢a HeoOXoaHMK BUCOKH 103H HOYnpodeH (2400 mg/
IHEBHO).

[Ipu naumeHTH, NekyBaHu ¢ UOynpodeH, ce croblara 3a cnydyau Ha cHHApoM Ha Kounis.
Ha Kounis ce onpeiens Karo BTOPUUHH ChPACYHO-CBAOBY CUMITTOMH Ha aJIepriyHa peaklﬁﬂl‘)
peakiLus Ha CBPBbXYYBCTBHTEHOCT, CBBP3aHU ¢ KOHCTPHKLIMA HA KOPOHAPHUTE apTEPHH, | =y (T Y
NOTEHUHMATHO BOAEINA O MHOKapAeH HH(DapKT. R R




Heobxoaumo e BHUMaHue (00ChKaaHe ¢ eKap Wid ¢apManesT) Mpeau 3arnoyBaHe Ha JieueHUe NpH
NaHeHTH C aHAMHE3a 3a XHIIEPTOHHSA W/WIH ChpIeYHA HEAOCTATEYHOCT, Thil KaTo 3aAbpiKaHe Ha
TEYHOCTH M e]1eM ¢a ChoOIIaBaHi BLB Bpb3Ka ¢ eyeHue ¢ HCIIBC.

CroMamHo-upeBHH edekTH

[Ipn naumeHTH B CTapyecKa BH3pacT € HATUIIE MOBKLICHA YECTOTa Ha HEXKEJIAHHTE PEAKUHH KbM
HCIIBC, ocobeHo cToMalIHO-YpeBHO KEPBEHE U nepdopaliui, KOUTO MOrar aa 6baat dpatanHu
(BIDKTE TO4KA 4.2).

CToMalllHO-YpEBHO KBEPBEHE, A3Ba H nepdopalima, KOHTO Morar aa 6uaaT ¢paranHu ca cboOLaBaHH
npH Bcruky HCIIBC no Beako BpeMe OT JIEYEHUETO, Che WK €3 npeaynpeAMTeTHH CHMIITOMH WIH
NpeaxoAHa aHaMHE3a 3a CEPHO3HH CTOMAILHO-YPEBHH CHOHTHA.

PuckbT OT CTOMAIIHO-YPEBHO KbPBEHE, A3Ba WK NEPPOpaLMi € No-BHCOK MPH MOBHILIABAHE HA [103aTa
na HCIIBC, npu nandeHTH ¢ aHaMHe3a 3a 43Ba, 0COOEHO aKo € YCIO0)KHEHA OT KbPBEHE MU
nepdopauns (BHKTe TOYKa 4.3) ¥ NPH NaLUeHTH B CTapYecKa Bb3pacT. Te3u nmauseHTH TpAdRa aa
3a1I04BAaT JIEYEHUE ¢ Hall-HUCKaTa Bh3MOXkHa A03a. [Ipu Te3n nanpeHTH TpabBa ga ce oOMHCIH
KOMOMHHMPAHO NIeYeHUE ¢ NPOTEKTHBHU areHTH (KaTo MU30MIPOCTON WIH HHXHOHWTOPH Ha NMPOTOHHATA
MOMIA), KAKTO H TNPH NaLMEHTH, NPH KOUTO € HEOOXOAHM NMPHEMBT Ha HUCKH JI03H ALETHICATHUHAIOBA
KMCeJIMHA WIH APYTH JEeKapcTBa, KOUTO MOTaT a NMOBUINAT CTOMAUIHO-UPEBHHA PUCK (BIDKTE MO-A0TY
¥ Touka 4.5).

HeobxoanuMo € BHUMaHUE NPH NAHHEHTH, KOUTO MPHEMAT ChbBMECTHO JICKAPCTBA, KOMTO MOrar aa
MOBHILAT PUCKA OT 93Ba U KbpPBEHE, KATO NEepOopaiHi KOPTHKOCTEPOUIH, AHTUKOATYJIAHTH KATO
BapdapHH, CENEKTUBHH HHXHOUTOPH Ha ODPATHOTO 3aXBAllIAHE H& CEPOTOHHHA WIH
AHTUTPOMOOTHYHHU AreHTH KAaTO aUCTWICATHLWIOBA KHCENMHA (BHXKTE TOUKa 4.5).

[Ip1 nosiBa Ha CTOMAIHO-YPEBHO KBPBEHE WM A3Ba [PH MAlIMEHTH, KOUTO NpHeMaTt Hoynpodes,
neyeHueTo TpAbGBa na 6bae NPeyCTaHOBEHO.

HCTIBC TpabBa na 6vaaT npuiaraHd ¢ BHHMAaHHE NPH MalMeHTH ¢ aHaMHe?a 3a CTOMAIIIHO-YPEBHO
3abonsapane (yaueposeH konuT, fonect Ha KpoH), Thil KaTO TAXHOTO CHCTOAHHE MOXKe Ja ce 000CTpH

(BHKkTE TOUKA 4.8).

Yeproapobuu edekTH

YepHogpobHara QyHkuus Tpa6Ba 1a Oblle BHUMATEHO NMPOCIEAsBaHA MTPU MALHEHTH, JIEKYBaHH C
uoynpodeH, KOMTO CHOOLIABAT CHMITTOMH, CBBMECTHMH C YePHOAPOOHO YBpexKAaHe (AHOPEKCHS,
razieHe, OBPBLUAHE, KBATCHHLA) H/HJIH OTKIIOHEHHUs B YepHOoApOoOHaTa PyHKIHA (TpaHCAMUHA3H,
Ounupy6uH, ankanHa docdarasa, rama-I T).

IIpu HanuuHe Ha CTOHMHOCTH NO-BHCOKH OT 2 ITBTH HaJl HOPMAJIHATA rOpHa I'paHKLIA Ha
TpaHCaMHHA3HTe, KOHIOrupaH OWiMpyOHH WK ankanHa gocdarasa, JeKapCTBEHHUAT NMPOAYKT TpadBa
na 6bpe cnpsH HezabaBHO U TpsOBa Aa 6BAAT MIBLPLUCHU H3CICABAHHUA 32 H3ACHABAHE HA HAXOOKHTE.

Tpabsa na ce u304Area NOBTOpPHO 3anO4YBaHe Ha HOynpodeH.

bu6peunu edekTH
B Hauanoro Ha nedeHueTo uOynpodeH, kakro u ocrananure HCIIBC, tpabea na 6bae npunarad ¢

BHHMAHHE NPH NaLHEHTH CBC 3HAUMMA AeXHAPATALIUA.
HeobOxoauMo ¢ BHUMaHHe NpH NalHeHTH ¢ OL0pevHo, CHPaEYHO WIH YepHOAPOOHO YBpEKaaHe, Thil

kaTo ObOpevHaTa QYHKLMA MOXE O3 C& BIIOILM.

Texxy KOXKHU HeXETaHU SCAR
Texku koxHU Hexenanu peakuud (SCAR), BKTIOUMTENHO eKCPONUATUBEH AEPMATHUT, epUTEMa
MyaTHdopMe, CHHAPOM Ha Stevens-Johnson, TOkCHYHA enuaepMalIHa HEKPOIHN3a, U JIEKAPCTBEHA
peakiiya ¢ e03UHOMUNHA U cucTeEMHH cuMirTomMu (cuaapoM DRESS) i ocTpa reHepanusupana
eK3aHTeMaTo3Ha nmycryiosza (AGEP), kouro Morat aa 6644t ’KKMBOTO3aCTpalllaBallli WM Na A0BeAaT
A0 NeTaleH U3X0[, ce ChoOLaBaT BbB Bpb3Ka ¢ ynoTpebarta Ha ubynpodeH (Bx. pasaen 4.8), ~
[IoBeueTo OT Te3M peaKUMH HACTHIBAT NMPE3 NBPBUA MECELL.

[1pu nosea Ha MPU3HALKM ¥ CUMITTOMH, [10Ka34aTeJIHM 33 Te3H peakuuy, ubynpodeH Tps[q
He3abaBHO M Ja ¢e OOMHCHH APYTO NeueHHUe (cnope HEOOXOAUMOCTTA).

Edextn Ha TpoMOONMTHA arperaina VL s



HU6ynpoden, kakto 1 octaHanure HCIIBC, moxke na wHxuOupa tTpoMOouMTHA arperaums 4 aa
YAB/DKH BPEMETO HA KEPBEHE MPH 34paBH NalHEHTH.

3pUTEIHA HAPYLICHHUS

B cirydait Ha 3pHTENHH HapyLIEHHS, KOUTO Ce MOABAT [0 BpeMe Ha JIeHEHHETO ¢ HOyTipodeH,
JIEKApCTBEHHAT NpoAYKT TpAOBa na Obae crpsaH He3abaBHO U Ja ObAe U3BBPILEH NOAPOOEH
O(QTAIMONIOrHYEH NPEITIEA.

CHCTEMEH €pPUTEMATO3CH JIYITYC
TpabBa aa 6ba€ M3MOA3BAH ¢ BHHMAHHE NPH MALIMEHTH ChC CHCTEMEH €PHUTEMAaTO3EH JIYITYC H CMECEHO

3a00/1BaAHE HA ChEAHHUTE/IHATA ThKAH, MOPaaH MMOBHUILIEH PUCK OT acCEeITTHYEH MEHHHTHT (BH)KTE
Touka 4.8).

PecnupaTopHH ePeKTH
BpoHX0CNnasLMBT MOXKE Ja NMPELUIIHTHPA TIPH NALUWEHTH ChC CHMITTOMH Ha MJTH aHAMHE34 3a

6poHxHanHa acT™Ma, XpOHHYEH PUHHUT, XPOHUYER CHHY3UT, HA3aJIHH NOJUTH H/ WM allepruuHu
3a00I9BaHHA.

Jpvru edekru

ConeMecTHaTa ynorpeba Ha ubynpoden ¢ apyru HCTIBC, BKIIOYHTENHO CEIEKTUBHH HHXHOMTOpPH Ha
LIMKJIOOKCHTeHa3a-2, TpaOBa aa ObJe u3barsaHa nopaay NOTEHLHAN 32 AAUTHBHH €(EeKTH.

MackupaHe Ha CUMIITOMHTE Ha NOLISKAIA UHPEKIIUS

Ho6ynpoden Moxe 1a Mackupa CUMITTOMUTE HA MHPEKIIUA, KOETO MOKe a AoBele A0 3abaBeHo
3ar04YBaHe Ha NOAXOAALIO JieueHUe |, Mopaau TOBA, BIOLIaBaHe Ha H3xoa oT HHexuuara. Topa e
HabnmoaaBaHo NpH OakTepHaNHa NMHEBMOHHA, NpHAoOHTa B 001eCTBOTO, W DAKTEPHANTHH YCNOXKHEHNS
oT Bapuuena. Korato ubynpodeH ce npunara npy reMneparypa u 3a obekyapaHe Ha OOJIKaTa BbB
Bpb3Ka C HR(PEKUMA C& MpenopbuBa npocneaipaHe Ha nHpekuusTa. [Ipy u3BsHOONHWYHY yenoBHA
nauHeHThT TPAOBA 14 ce MOCHBETRA C JIeKap, aKO CUMITTOMHMTE MPOABIKAT WM C€ BIIOLLAT.

ITo BpeMe He nedeHueTo He TpsibBa Aa 6bae NpueMaH ankoxon.

4.5 BzamMope#icTBRE ¢ APYIrH JJeKAPCTBEHH NPOAYKTH H APYrd GOpMH HAR B3aBMOAeHCTBHE

HUoynpodieH € npoTHBONIOKA3aH B KOMOHHAUMA C:
Mughamypmuo: I1pu Bucoku no3u HCIIBC chliecTByBa pUCK OT HaMalleHa e(pMKACHOCT Ha

MHbaMypTH]L.

H6ynpoden TpaOsa aa ce u3barpa B komGuHalus C:
Ayemuncanuyunoéa xuceauna: CbBMECTHOTO MPUNOKEHHE Ha UOYNpodeH H alleTWICATHLUNOBA

KHucenrnHa 06HuaiiHO He ce npenopbyBa. EKCIepUMEeHTATHU JaHHM NOKAa3BaT, ue uOynpodeHn Moxe
KOHKYPEHTHO Aa NOTHCHE edexTa Ha HUCKH J03H AUETHWICATHLIWIOBE KUCENHHA BEPXY
TpOMOOLIMTHATA arperaljmi, Xorato ce npuemMar eqHOBpEeMEHHO. BLnpekn e UMa HECUTYPHOCT IpH
€KCTPANOJHPAHEeTO HA Te€3W NaHHHU OT KJIIMHUYHHU CTyHaH, He MOXKe Aa C€ M3KNIOUH Bb3MOXKHOCTTA
pPEOOBHHSA, NIPOALDKHUTENEH NpHeM Ha HOynpodeH na HaMallli KapAHOTIPOTEKTHBHUA e(eKT HA HUCKH
O34 AUETHNCANULIMIIOBA KUcenuHa. He ce ouakBa KIIMHHYHO 3Ha4MM e(eKT NpUd HepeAoBHA yroTpeba
Ha Hoynpoden (BrxTe TOuKa 5.1).

Hpyeu HCIIBC: CbrBMecTHaTa ynotpeba Ha ape wid nopede HCIIBC, BrmoOUMTENHO CENEKTHRBHU
HHXHOHTOPH Ha LIMKIOOKCHTIeHa3a-2, TpAabra na 6bae u3bsareana nopaad NnoTeHUHKHAN 3a aAHTHBHH
ceKTH.

Hoynpoden Tpabea na ce npunara ¢ BHHMaHUE B KoMOvHaIM4 ¢C:
Hepopannu anmuxoacynanmu. HCIIBC morar na 3acunst edexra Ha aHTHmarynaHTHTe

BapdapHH (BHXTe TOUKa 4.4).




Heghpaxyuonupanu xenapunu, xenapuru ¢ HUCKO MOAEKYIHO Me20 U nOQoOHU (8 1eyebHu 003U wunu
npu nayuenmu 6 cmapyecka évipacm). I10BHILIEH PUCK OT KbpBeHe (000CTpAHE HA
ractpoayoaeHanHara nurasuia ot HCIIBC). Ako cbBMeCTHO NpHIOXKEHUE HE MOXe Ja ce u3berne, ce
NpenopbYBa BHUMATENHO KIUHAYHO HabmoAcHHe.

Anmuxunepmenzusnu nexapecmea (ACE unxubumopu, anzuomensun-II anmazonucmu, bema-
baoxepu): Puck ot ocTpa 6p0pednHa HeOCTaTHYHOCT NPH PUCKOBU NALMEHTH (X0pPa B CTapYECKa
BB3pPACT, AeXUOpaTalui, KOMOMHHPAHO JIeYEHUE C AHYPETHLIH, HapylucHa Ob0peyuHa ¢pyHKLIN), upes
HaMalsBaHe Ha rmoMepyJiHaTa Gwrrpaund (MHXHOHpaHe Ha Ba3OAWIATATOPHUTE NPOCTarNaHAHHH,
remkaiu ce Ha HCIIBC). Tesu egpextu obuxkHOBeHO ca obpatuMH. OCBEeH TOBa, HaMaIABaHEe Ha
aHTHXUINepTeH3UBHUA edekT. [Taunenture Tpadea Ja ObAaT aACKBAaTHO XUApPATUpPaHH M TpAOBa Aa ce
obMHcaH npocneaspane Ha 0bOpeynaTa QyHKLUMSA cnea 3ano4BaHe HA CHBMECTHO JIEYEHHE, KAaKTO U
[IEpHOANWYHO CNE] TOBA.

Huypemuyu: Puck ot octpa 61p0peuHa HeIOCTATHUHOCT NMPH PUCKOBH NARMEHTH (BB3PACTHH W/HIIH
JeXUApATHPaHH MAUMEHTH) Ype3 HaMalsBaHe Ha IVIoMepyiHata ¢punrpalmsa (MHXHubupaHe Ha
BazogunataTopHure npocrarnaHauHy nopagyd HCTIBC). Ocsen ToBa, HamansBaHe Ha
aHTHXHIIepTeH3MBHUA e¢dekT. [laumenmure Tpabra na 6baaT agekBaTHO XHAPATHPAHH H TpAOBa Ha ce
oOMucIH npocnendBane Ha OuOpeunaTa QyHKUMA Clie 3aMOYBAHE Ha ChITBTCTBALLIATA TEPANHA H
NEPUHOLUYHO Cie TOBA.

Kopmuxocmepouou. CbBMECTHOTO NPHIOXEHUE HA KOPTHKOCTEPOUIH H HOYnpogeH Moxe na
NMOBHIIH PHCKA OT MaCTPO-UHHTECTHUHAIHYU A3BM WIM KbpBEHE (BIHKTE TOUKA 4.4).

Ilenmoxcughunun: TIoBHIIEH PHCK OT KBPBEHE.

Aumumpomboyumny azenmu U CeIeKMuaHYU URXUOUmMopU Ha ob6pamnomo 3axeauane Ha CEPOMOHUNA
(CHO3C): CexBmectHOoTO npuaoxenue HAa HCIIBC n antvrpoMOoLMTHN areHTH WIH CeNeKTHBHH
MHXHOUTOPH Ha 0OpaTHOTO 3axXBalllaHe Ha CEPOTOHHHA NOBUILIARA PUCKA OT CTOMALIHO-YPEBHO
KbpBeHe (BIDKTE TO4YKa 4.4).

Leghepazupoxc: [1oBHilIeH PHCK OT CTOMAIIHO-YPEBHH A3BH H KbpPBEHE.

Copoeynu 2auxosudou: HCIIBC morar na obocTpsaT chpaevHaTa HEAOCTATBYHOCT, Aa HAMAJIAT
rIoMepyJHaTa (PHITpauKrA W Aa MOBULIAT IUIa3MEHHTE HUBA HA INIMKO3HUTE.

Jumuii: U6ynpodeH, kakto » ocrasanure HCIIBC, He TpabBa aa 6baar usnonssanu ¢ nuruii, Uma
NOTEHLUKAI 32 NOBULIABAHE HA I1A3MEHUTE HHBA Ha JIUTHH.

Memompexcam: HoynpodeH, kakto u octaHanure HCIIBC, He TpabBa na 6baaT U3no3BaHu ¢
MeToTpeKkcaT. MMa noteHuman 3a NOBMILABAHE HA IUTa3MEHUTE HUBA HA METOTPEKCAT.

Ilemempexceo (NaLUMEHRTH C HUCKA 110 yMepeHa O1OpedyHa QyHKLUSA, KPEaTUHHHOB KIHPBHC MEKIY 45
ml/min 1 80 ml/min): Puck OT noBUMIIEHA TOKCHUHOCT HA neMeTpeKcea (HaManeH Obp0pedeH KIHPBHC
ot HCIIBC).

Huxopanown: I10BHIIEH PUCK OT A3Ba H CTOMALIHO-UPEBHO KBPBEHE,

Huxnocnopun: CseMecTHOTO npuioxenue Ha HCTIBC n iknocnopuH ¢bh3aaBa NOBHUICH PHCK OT
HEQPOTOKCHHYHOCT.

kato HCIIBC morar na HamansaTt egexra OT MUDENPHUCTOH.,

Taxporumyc: CheMecTHHAT nipuem Ha HCTIBC 1 TakponuMyc ch344Ba MOBHILIEH PHCK OT © .~ .
HE(PPOTOKCHYHOCT, 5




3uoogydun: UMa noKasaTesICTBa 32 MOBULIEH PUCK OT XeMapTpo3a ¥ xematoM ripu HIV (+)
XeMOGWIHLIH, KOUTO MOTYyYaBaT ChbBMECTHO IeUeHHe ChC 3UAOBYAMH U nbynpodeH.

Xunononosu anmubuomuyu. Janaure npu xuBoTHH nokasear, 4¢ HCIIBC moxe na noBumu pucka
OT I'bpUYOBE, CBbP3aHH ¢ XHHOIOBHTE aHTHOHOTHLIM. 11pn naunenTrTe, KouTo npueMatr HCIIBC u
XHHOJIOHH, MOKE /14 € HaNlKLIE MOBHILIEH PHCK OT pa3BHBaHE Ha I'bpYOBE,

Kobumemunub: [losuiieH puck oT kbpBeHe. [lanenTure Tpabsa fa ObpAaT KIMHHYHO HaORKONaBaHM,

Tenoghosup ouzonpoxcun: PUCK OT NOBHILICHA HEPPOTOKCHYHOCT HA TEHOPOBHP, 0COOEHO NMPH BHCOKH
AO03H OT NPOTHBOBB3NAIUTEITHOTO CPEACTBO WIH IIPH HAJIHYME Ha PUCKOBH (pakTopH 3a 6p0peuHa
HeIOCTATHLYHOCT. B cimyvai Ha kOMOUHalMA ce npenopbuBa npocieiiBaHe Ha OpOpeuyHaTa GyHKIMA.

H6ynpoden Moke Aa B3aMMOICHCTBA CHIIO U CBHE CICAHUTE JSKaPCTBA:
-  XOJecTHpPaMHuH

- TuxknonuauH

-  AMMHOIIIHKO3HAH

- I'mHko 6bunoba

- CYP2C9 nuxuburopu

- Ilepopanuu aHtuanabeTHu NpoayKkT! (CyNpOHWTIypeEs)

- (DEHUTOHH

- TIpobeneuunn win cynGHHHITHPA3OH.

4.6 @epTHIAHTET, OPEMEHHOCT H KbPMEHe

bpeMeHHOCT
HMuxubupaHero Ha NpocTarjaHgUHOBHA CHHTE3 MOXKE J1a MTOBNHAEC HeONnaronpHaATHo OpeMeHHOCTa

u/Unn eMOpHOHANTHOTO/(PeTANHOTO pa3BUTHE. JJaHHUTE OT ENHASMHONOTHYHH NMPOYYBAHMA NMOKA3BaT
MOBULIIEH PHCK OT CIIOHTaHEeH abopT U ¢ChpaAevHU MangopMallHUi U FaCTPOCXUIMC CIe MPHEM Ha
MHXHOUTOP Ha NMPOCTArIaHAMHOBUA CUHTE3 B PAHHUTE €Tanu Ha OpeMeHHOCTTa. ADCOMIOTHHAT PHUCK
OT CHPACYHO-CBAOBK ManopMaLvu € noBriueH oT 1% ao npubnusurento 1,5%. Cuura ce, ue
PMCKBT C€ NOBHIIABA C MOBULLIABAHE HA A03aTa U NMPOB/LKMTENHOCTTA Ha ieueHUe. [IpH )KHBOTHH
MPHIOKEHHETO Ha HHXHOMTOP Ha NMPOCTArJIAHAWHOBHUSA CHHTE3 BOAM OO TIOBULIEHA TIpe- W MOCT-
HMILUTAHTALIHOHHA 3aryba u eMOpHo-(peranHa CMBPTHOCT. B JoNMbIHEHHE, NPU AKUBOTHH, HA KOUTO €
npwjiaradH MHXHOMTOP Ha NMPOCTAIJIAaHAHMHOBHA CHHTE3 I10 BpeME Ha OpraHoreHesara e ¢chobllapana u
MOBHILCHA YECTOTAa HA PAIMYHU MaN(pOpMALMH, BKITIOMHTENHO ChPASHHO-CHAOBH,

Ot 20-Ta ceamuua Ha OpeMeHHOCTTa HaTaThK ynoTpebata Ha HOynpodeH MoxKe 1a NpUYHHH
OJIMIOXHIPaMHHOH, ABJDKALL c€ Ha HapylueHHe Ha Obbpeunara dyuxums Ha peryca. ToBa Moxe na ce
CIIYYH CKOPO CJi€[] 3an04YBaHE Ha JIEYeHHETO B OOMKHOBEHO € 0OpaTHMO IPH NpeKpaTiBaHeTo My. B
OOMBIIHEHHUE, HMA ¢BOOIICHKA 3a cTecHABaHE Ha ductus arteriosus cIex NeUCHHE Npe3 BTOpHA
TPUMECTEP, MOBEHETO OT KOUTO OT3BYUABAT ClCA MpeKpaTaBaHe Ha neucHueTo. [lopanu ToBa,
nbynpodeH He TpabBa aa Obae npwiaraH nNpes MbPBUA U BTOPHA TPUMECTBHP Ha OpeMEHHOCTTA, OCBEH
aKO HE € KaTeropuyHo HeobxoanMo. Ako HOynpodeH ce U3NMoN3ea OT XKEeHH, KOMWTO C€ OIIMTBAT Aa
3abpeMeHeAT Wiy Npe3 MbPBHA U BTOPHA TPUMECTBP OT OpeMEHHOCTTA, A03aTa TPAOBa 1a 6bae
Bb3MOXXHO HaH-HHCKA, a ITPOABDKUTEIIHOCTTA Ha ICYCHHUE BBE3MOXKHO HaH-KpaTKa.

AnxTeHaTanHO Hab/moaeHHe 3a OIMrOXHAPAMHHOH U CTECHABAHE HA AYKTYC apTepHo3yc TpaOBa aa ce
obMHuCcaH cien u3naraHe Ha WOyNpodeH B NpoabJDKEHHE Ha HAKOJIKO ZHM oT 20-Ta recTaliiOHHA
ceamuLa HataTek. Ubynpoden Tpabea na ce mpekpaTH, ako ¢€ YCTAHOBY OJIMFOXHIPAMHHOH WIH
CTECHABABE HA AYKTYC apTepHO3yc.

[Ipes TpeTHs TPHMECTLP OT OPEMEHHOCTTa BCHUKK HHXHOMTOPH Ha MPOCTArNaHAUHOBUS CHHTES AR T
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- KapAuOMyJIMOHAJIHA TOKCHYHOCT (IPEXKIACBPEMEHHO CTCCHABAHE/ 3aTBaApPAHE HA OYKTYC
apTepnosyc 4 denoapobHa XUINEepTOHU);
- 6Bbpeuna aucdyHKUMSA (BIDKTE MO-TOPE);
- Maiikara B Kpas Ha OpeMEHHOCTTa H HOBOPOJAECHOTO HA PHCK OT:
- BB3MOXKHO YABJDKAaBaHE Ha BPEMETO HAa KbPBCHE, aHTHATPEraHTEH €(eKT, KOMTO MOXKe 1a ce
MOSABU AOPH K NMPH MHOrO HUCKH JO3H;
- MOTHCKAHE HA MATOYHHUTE KOHTPAKIIMH, KOETO Aa AoBeje 10 3a0aBeHO WM MPOABIDKHTETHO

pa)KaaHe.
CnenoBarenno HéynpogeH e NpoTHBONOKa3aH Mpe3 NOCIEHHS TPHMECTBP OT OpeMEeHHOCTTA (BIDKTE

TOUkH 4.3 u 5.3).

KbLpMeHe
B orpannuenn manuTBanug HOYNpogeH ce NposBABRa B KbPMaTa B MHOIO HUCKH KOHLIEHTPALHH H HeE
CE O4YaKBa Ja MOBJIMAC HETATHBHO KbpPMAayeTo.

QDepTHIKTET
HMma gokaszaTescTsa, Ye JieKapCeTBeH NPOAYKT, KOUTO HHXHOUpA LIHUKNOOKCHTeHa3aTa/

NPOCTArJIaHAMHOBHA CHHTE3, MOXKE J1a YBpeaH GepTUIMTETA NPH XKEHH KATO MOBJIHAE BBPXY
opynaunsara. EQekTsT € 0bpaThM ciien cnrpane Ha NeYeHHETO.

4.7 EdexkTn BppXy cnocoOHOCTTA 32 Imodupane B padora ¢ MALLIHAH

PynanuH He NOBNMsBa WIH NOBJIMABA NpeHEOpEKUMO criocoOHOCTTa 32 modupaHe H pabora ¢
MAalIHHH.

4.8 HexenanH JJEKAPCTBEHH PeaKIAH

COUCBHKBT Ha CNEJHUTE HEXKENAHHU PEAaKIIMU € CBbP3aH C TE€3M, U3NUTAHKU NpH HOynpodeH, NpuiokeH
B 1034 €3 nekapcko npeanucaHue (MakcumanHo 1200 mg aHeBHO) 3a KpaThK nepuoj. Ilpu neuenme
Ha XpOHUYHHU 3a00NgBaHUs U IBIArocpo4Ha ynorpeba MoraT Aa ce IIPOABAT JOITbJIHUTEHH HeXeIaHH
pEeaKLIMH.

KJIHHHYHHTE NPOYYBaHUA K €MTHACMHOJOTHYHUTE OaHHH Tpeanonarar, ye ynorpedara Ha ubynpoden,
0coDEHO BbB BUCOKH AO03M (ITO-TOJIEMH WIH paBHH Ha 2400 mg nHeBHO), BepoaATHO LIe Obe CBBp3aHa
C JIEKO NMOBHUUICH PHUCK OT apTepHaliHU TPOMOOTHUHM CHOUTHA (Hanp. MUOKapAeH HHMAPKT WIN
UHCYIT) (BXK. pasaen 4.4).

Hexenanure peakumH, acouuupain ¢ HOynpodeH ca nocoyeHH no-a0y, KaTeropu3HpaHH 1o
CHUCTEMA, OPraH, Knac u yectota. YectoTaTa € AeduHMpaHa KakTo ciieasa: MHoro yectd (>1/10), yvectn
(=1/100 pno <1/10), Heuectn (=1/1 000 po <1/100), peaxu (=1/10 000 no <1/1 000), mHOTO peakn
(<1/10 000) 4 ¢ Heu3BecTHA YecTOTa (He MOXKe Ja ObJie HalpaBeHa OLIEHKA OT HANWYHUTE JaHHH). BB
BCAKA OT MPYNHUTE MO YECTOTA HEXKEIGHHTE peakLiMK Ca MOCOYEHH B HU3XOAALI pel 110 OTHOLLIEHHE Ha
TAXHATa CEPUO3HOCT.

Haii-yecTo HabnmoaaBaHKTE HeXKeJlaHW peakLdH ca OT CTOMALIIHO-UYpeBeH xapakrtep. Hexxenauure
pPEaKuHH Hal-4€CTO ¢a AO303aBHCHMH, NO-CMELMAIHO PHCKBT OT MOSBA HA CTOMALTHO-YPEBEH
KPBBOM3JIUB, KOWTO 3aBHCH OT JO3HPOBKATA H NPOABLKUTEIHOCTTA Ha JIEUEHHETO.

CTtpaHu4HHUTE €PEKTH Ca MO-peKH, KOraTo MaKcuMallHaTa JHeBHa 103a e 1200 mg.

Cucmema opzan krac Hecmoma Heorcenana peaxyus
HapyiieHus Ha KpbBTa U mumdHaTa Mmuoro peaxu | HapymeHus Ha xemonoe3ata'
CUCTEMA
HapyiieHnus Ha MMyHHaTa CHCTEMa HeuectH CBpPBXUYYBCTBHTEIHOCT ¢ YPTHKApHA H
MpypHUTYC?
MHoro peaku | TeXKH peaKkLIMi Ha CBPBXUYYBCTB
BKJIIOYMTETHO OTOK Ha JIMILIETO,

I'bpJIOTO, AUCTIHESA, TAXHKAPA
XMIIOTOHUA (aHaduiakcua, aH




Cucmema opzan xaac Hecmoma Heoicenana peaxyus
TEXBK IIOK)
HapyiieHuns Ha HepBHaTa cHCTEMa Heuectn I'naBobonue
MHoro penkd | AcenTHYeH MEHUHTHT
C HemsBecTHa | 3amasHoCT
YeCTOTa
OuHH HapylneHUs C HeH3peCTHa | 3pHTENHH HapylIEeHUs
4EeCTOTa
ChbpReqHH HapyllieHHS C Hem3pecTHa | ChpaeyHa HENOCTATHLYHOCT M efieM?,
YECTOTa CHHApoM Ha Kounis
CbI0BH HapylleHHs C HeusBectHa | Xunepronus®
4yeCTOTa
PecnupaTopHH, rpbAHH H C venssectHa | [loBHIIEHA peakTHBHOCT Ha
MEIUACTUHAIHK HAPYIICHUS 4eCTOTa peCnUPaTOPHHUA TPAKT, BKJIIIOUHTEIHO C
| acTMa, 6pOHXOCNIa3EM WM JHUCTIHEA
CromalrIHo-4peBHH HapylIeHUs HeuectH Bonka B kopema, rafieHe u aucnencHa’
Penku Huapus, dpnarynenuusa, sanek u
NOBPBHLIAHE
MHoro peaxu | IlenTH4Ha A3Ba, CTOMAIIHO-YPERBHA

nepdopaluxs WiH CTOMALIHO-YpeBeH
KPBLBOU3NUB, MEIEHA K xeMaTemesas. S3sn
B YCTaTa M TACTPMT.

C HeM3BEeCTHA

Ex3auepbauus Ha xonaur ¥ Bonecr Ha

4eCTOTA Kpon’

Yeproapobuu HapylueHus Muoro peaku | Yeproapo6Ho yBpexnane
C HeusBecTHa | XenaTuT, MOBHIIEHM HUBA HA
4ECTOTa | TpaHCAMHHA3H

Hapymenus Ha koxkaTa v noakoxHarta | Heuecru KoxxeH o6pHB’

ThKaH MHuoro peaxu | Bynosuu peakuun?, Texku KOXKHH

HexenaHu peakuun (SCAR)
(BKAIOYHTENHO epuTEMa MYATH]OPME,
CKCHOIHATHBEH JEPMAaTHUT, CHHIPOM Ha
Stevens-Johnson U TokcHYHA enMaepManHa
HEKPOJIH3a), KOXKHA HH(EeKIMA

C HeH3BeCcTHa
YyecToTa

OcTpa reHepanu3HpaHa eK3aHTeMaTO3Ha
nmyctyio3a (AGEP)

JlekapcTBeHa peakuus ¢ €03MHOPHNIUA H
cucteMHH cuMmnTomu (DRESS cuHzipom)
Peakiiun Ha (pOTOUYBCTBHTENHOCT

Hapywenus Ha 6n6peuunTe H
NMUKOYHHUTE MMBTHILIA

MHoro peaxu

Octpa 6u6peuHa HenocTaThyHOCT®

C HeM3BeCTHA
yeCTOTA

brOpevHa HENOCTATHYHOCT, OIMIypHA

HacnenBaHus

MHoro peaku

[ToHMXEeH XeMorIoOHH

'IIpuMepHTE BKIIOYBAT aHEMHH, TEBKONEHUS, TPOMOOLMTOINEHNMS, NAHLUMTONEHHS W AarPaHyIOLHTO34.
[ThpBH NpH3HALM Ca BHCOKA TeMnepaTypa, GOJKH B MBPIOTO, MOBBPXHOCTHH A3BH B ycTarTa,
CHMITTOMH, HanoA00ABALIN I'PHN, TEXKKO U3TOLLEHHE, HEOBACHHMO KbPBEHE H NoJy4yaBaHe Ha CHHHUHHM.
*PeakiiMM Ha CBPBXYYBCTBHTENHOCT: Te MOTaT a Ce CHCTOAT B (a) HecneuMUUHH anepruyHu
PeaKLuK H aHa(unaxcus, (6) peakTHBHOCT Ha peCMpPaTOPHHUA TPAKT, BKIIOUHTENHO aCTMA, obocTpeHa
acTMa, OpOHXOCMATbM H IMCITHEs WIH (B) PA3JIHYHH KOXHH PEaKLHH, BITIOUYMTETHO NPYpHUTYC,
YPTHKApHi, Iypnypa, aHTHOCAEM H MO-PANKO eKCHOoMHaTHBEH U OYN03€eH JepMaTHT, BKITIOUHTETHO

TOKCH'{Ha enuaepMania Hekponusa, CHHAPOM Ha CTUBBHC-J/DKOHCHH M epuTeMa MYIITH(ODME.
‘TIaTOreHHUAT MEXAHM3BEM Ha OTKJIIOYEHUS OT IEKapCTBOTO ACENMTHYECH MEHHHTUT COYH KbM P
Ha CBPBXYYBCTBUTEIHOCT (IOPaAH BpEMEHHATa BPb3Ka ¢ IIPHEMa Ha JIEKapCTBOTO U M3Ye3R AeTD HA
CHMITTOMHTE CeA NpeyCcTaHOBABaHE Ha eyeHHeTo). Cneapa a ce otbenexu, ue enHHHqHH';:_.uyffaafi;
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BHCOKa TEMNECPATYpa WK Ie30pUeHTaLMs) ca HAbM0aBaHK 1O BpeMe Ha JieueHHeTo ¢ ubynpodeH
NpH NaLMEeHTH C NMOJUIeKALI0 ABTOMMYHHO 3200/1ABaHe (KaTO CHCTEMEH €pUTEMATO3€eH JIYIYC H
CMeceHO 3abosiBaHe Ha CHeIMHUTETHATA ThKaH).

*KNMHUYHHTE H3MUTBAHKA U €MHIEMHONIOTMYHHTE MPOYUBAHHS NIOKA3BAT, Ye ynorpebara Ha
HOYNpOogeH (0c00€HO BHB BUCOKH A03H 0T 2400 mg AHEBHO) U IPY TbATOCPOYHO JeYeHHe MOKeE 113 Ce
aCOUMHPA C JIEKO MOBHILICH PHCK OT apTePHAIHK TPOMOOTHYHH CHOMTHA (KaTO MH(APKT Ha MHOKapAa
M HHCYJIT) (BIDKTE TOUKA 4.4).

*Haii-uecTo HaGmonaBaHyTe HEXEAHH PEAKLIMKM €4 CTOMALIHO-YPEBHH 110 PHPO/A.

‘Tlonsxora daranHu.

"Bixre TOuka 4.4,

*Oco6eHO NPH IBIrOCPOUHO NPHUAOKEHHE, BbB BPb3Ka C TIOBEILIEHa CepyMH3 ypes 4 eaeM. Bxmoysa
CBLIO MaNnWIapHa HEKPO3a.

CrobiaBaHe Ha NOAO3IUPaHH HEXEJIAHH peakLuu

CrobLiaBaHeTo Ha MOAO3MPAHH HEXKETAHH Peakliy CJIe[ paspeluaBaHe 3a ynoTpeba Ha NeKapcTBeHHs
MPOAYKT € BaXXHO. TOBa Mo3B0JIABA Ja MPOALIDKH HAOIOACHHETO Ha CHOTHOLIEHHETO No/3a/ PHCK 3a
JIeKapCTBeHHA MNpoAayKT. OT MeIULMHCKHTE CIELMANIMCTH C€ M3UCKBA Ja CbhoOllaBar BCAKa
MOAO03MPaHA HEXKENTaHa peaklUus Ype3 HaUuHOHAJIHATa CHCTEMa 3a ChoOIaBaHe:

WsmbiHUTENHA areHLMA 10 1eKapcTpaTa

yn. ,,JJamaH I'pyer” Ne 8§

1303 Codus

Ten.: +359 2 890 3417

yeOcaiir: www.bda.bg

4.9 Ilpeao3npane

IIpw BB3pacTHH edekThT 103a-0TrOBOP € No-cnabo 3a6eneuM OTKONKOTO NPH AeLia, TPH KOHTO
MpHEMBT Ha noeeyde ot 400 mg/kg Moke f1a NpHYMHK CHMNTOMH. TIOMYKHBOTET MpPH Npeao3NpaHe e
1,5 — 3 yaca.

CHMITOMH

[ToBeueTo nauyeHTH, NpHeax KIHHWYHO 3Ha4uMH 1034 HCTIBC, pa3BuBaT He NMoBeuYe OT CUMIITOMM,
KOHTO BKJIIOUBAT raJIeHe, MOBPBLIAHE, 3aMasHOCT, CHHITHBOCT, XMIIOTOHHUA, 60Nka B KOpeMa HITH o-
pAaKo Anapud. THHHTYC, r1aBoGOAME H CTOMALIHO-YPEBHO KBPBEHE ChIIO ¢4 Bh3MOXHH. [1pu no-
TeXKKO OTpaBiAHe € HabsolaBaHa TOKCHYHOCT OT CTpaHa Ha LIEHTPaIHAT2 HEPBHA CHCTEMA, MIOHAKOra
BL30yna U xe30pueHTalHd WIH KOMa.

IloHsikora nauueHTHTE NOMy4aBaT rbpUOBE. [IpH TEXKKO OTpaBAHE MOXKE 114 CE MPOSBH METaBONHTHA
ana03a u npotpoMbuHoBOTO Bpeme/ INR Moxke fa Gbae YABIKEHO, BEpOSTHO N10Pa ! HAMECA BbB
(QYHKUMHTE Ha UMPKYIHpPaIUHTe PaKTOPH Ha KPBBOCHCHPBAHETO. MoraT Aa ce NMpOABAT TexXKa
616peuna HepoCTATEYHOCT W YepHOAPOGHO yBpexaaHe. [Ipy acTMATULIH € BL3MOXKHO obocTpsane Ha
acTMara.

[IpoawpxuTenHaTa ynotpeba Ha NO-BUCOKH OT NPENOPBUBAHUTE JO3H HIIH NIPEAO3UPAHETO MOXKE Jia
aoseze 1o 6v6peyna TyOyTHa alMI032 H XHIIOKATHEMHS.

OrnaagBaHe Ha CUMIITOMUTE
OBnansieaHeTo Ha CHMIITOMHTE TpAOBa Aa 6bAe CHMITTOMATHYHO, NOLIbLPHKAILO, BITIOYHTETHO
MOAABPKAHE MPOXOAUMOCTTA Ha IHUXATE/IHHTE ITbTHILA, NPOCJEAABAHE HA CHPACUHHUTE H KM3HEHHTE
NOKa3aTesIv H TAXHOTO CTabuIM3HpaHe.

TpabBa na ce 0GMMCIIH NPHIIOKEHHETO Ha aKTHBEH BHITIEH A0 | Yac ciief; NPHEM HA MOTECHLMATHO
TOKCHYHA [03a. HeCTHTE U MPOABIDKHTENHH MbPYOBE TPAOBA a ObAAT JeKyBaHH ¢ JUa3enaM Wik
Jopa3enaM HHTpaBeHO3HO. [Ipu actma ce mpuiarat 6pOHXOAWNATATOPH.

5. @APMAKOJJIOTNYHH CBOUCTBA

5.1 <PapMakoaAHBAMHYHHE CBOHCTBa




dapMakoTepaneBTH4YHa rpyna: IIpoTHBOBL3NAHMTETHH H AHTHAPHTMHYHH MIPOXYKTH, HECTEPOHAHH
NpoayKTH, JlepuBaTu Ha nponroHoBaTa kucennHa, ATC xon: MO1AEOQ1.

Hb6ynpoden e HecreponaHo npotuBoBb3nanuTento cpeacTso (HCIIBC), xoeto € nokaszano
e()EKTHBHOCT 4pe3 HHXHOHpaHe Ha NpocTarNaHIHHOBMA cuHTe3. [Tpu xopa ubynpoden Hamanapa
Oonkara npH BBINANEHKE, OTOKA M BUCOKaTa TeMniepaTtypa. B monsnHenuve, ubynpodeH ofpaTHMO
HMHXHOHpa TPOMOOLIMTHATA arperawms.

HoynpogeH nH3nH € TH3HHOBaA con Ha HOynpodeH. Criell nepopanHo NpWIoKEHHe HOYTIpodeH NH3KH
ce pasnana a0 HOynpoden KHceMuHa H MU3KH. JIN3HHBT He npuTexaBa GapMaKkoNOrHiHA aKTHBHOCT.
[Topaan ToBa papmakonoruuHuTe CBOHCTBa Ha HOYNIPOdeH NH3HH ca CHUIMTE KaTO TE3H Ha
HbynpogeH KucennHa.

ExcriepMMeHTaNHHTE NaHHU NPEANONAraT, Ye HOynpodeH Moke KOHKYPEHTHO J1a HHXHOHpa edekTa
Ha HHCKHMTE 1034 aLUCTHICATHLHIOBA KHCENHHA BLPXY TPOMOOLIMTHATA arperaiu, Korato ce rnpuaara
eAHoBpeMeHHO. Hakou (apMakoaHaMUUHY ApOyYBaHHA MIOKA3BAaT, Y€ KOraTo eAMHHYHA 1034
Hoynpogen 400 mg e npuera 8 yaca nmpeau WiIK B paMKHTe Ha 30 MHHYTH clle]l aUeTHIICATULIMIOBA
KHcenrHa ¢ He3abaBHO ocBoboxaaraHe (81 mg) e HabaroaaBaH NOHMXKEH e(eKT Ha
alIeTU/ICATMLUMIIOBATa KMCE/IHHA BBPXY 0OpazyBaHeTO Ha TPOMOOKCAH HIIH arperauMara Ha
TpoMOOLMTHTE, BrrpekH, ue HMa HECHTYPHOCT MPH €KCTPANoNaLMs Ha TE3H AaHHM OT KIIMHHYHH
CITy4aH, He MOXe Aa Ob/le M3KTI0UEHA BE3MOXKHOCTTA, Y€ NPH PeAOBHA MPOABIDKTENHA ynoTpeba Ha
UOynpogeH MoXkKe 2ia ¢ HaMalli KapAHONPOTEKTHBHHA e(PEKT Ha HHCKH JO3H aUeTWICATHLHIOBA
kucenuHa. He e Bb3MOxkHO Ja ce Habnrogasa INIHHHYHO 3HAYMM e(eKT npH HepeJoBHa ynoTpeba Ha
HOynpodeH (BiKTe Touka 4.5).

5.2 DapMaKoKHHETHYHH cBoiicTBa
Crnen npuioxeHHe nbynpodeH AM3HH ce pazgens Ha ubyrnpoden u nu3uH. JIM3HHOBATA CON Ha

ubynpogeH e Mo-pa3TBopHMa BbB BOJa OT KHCeIHHaTa HOynpodeH, KoeTo no3BoiaBa no-6sp3a
abcopbums. PapMakokMHeTHKaTa Ha MOYNpodeH e NMMHEeHA IIPH TepaneBTUYHH J03H.

Abcopbrius
Hoynipoden ce abcopbupa 61p30 cnen npuem u ce pasnpenens 66p30 B LAIOTO TAIO.

XpaHara 3abass abcopOumara Ha ubynpodes.

PasnpeneneHue

Ipunoxenuero Ha HOynpodeH He BOAH A0 HaTpyNBaHHA. CBBP3BAHETO C TUIA3MEHHTE NMPOTEHHH €
99%.

B cuHoBHanHata TeyHocT HOynpodeH 3anazsa cTabHITHH KOHLIEHTPALIMH MEX/y BTOPHS U OCMHSA Yac
Clie]l npueM, KaTo CHHOBHanHaTta Cmax ¢ npHOnM3HTeTIHO paBHa Ha efiHa TpeTa oT nasmeHaTta Cmax.
Cnen npunoxenue Ha 400 mg nbynpogeH Ha Bceku 6 yaca npu GpeMeHHH XKEHH KOJTHYECTBOTO
MOyTIpodeH, KOETO ce OTKpUBA B KbPMAaTa € NMo-Maiko oT 1 mg 3a 24 yaca.

buorpanchopmaums

Cnen yepHoapoOHUs MeTabonu3sm (XMAPONIU3HpaHe, KapGoKCHIMpaHe, KOHIorupase) HOynpodeH
HAMa MHIyUWpall eH3uMHTE edekT. 90% ot Hero ce MeTabonusupa moa ¢opmara Ha
(hapMaKONOrH4HO HEAKTUBHH METabOoIHTH.

EnumuHupane
EnuMuHHBpaHeTo € OCHOBHO upe3 ypuHata (90%), HO ChIO U npe3 xkibukaTa. T4 NpUKUIIOYBa B

PaMKHTE Ha 24 4aca B pa3mep Ha 10% B HenpomeHeHa dopma u 90% HeakTHBHEM METAGONHTH, &
CBLUECTRO MTIOKOPOKOHIOIaTH.
EMMMHHAUHMOHHUAT NOTY>KMBOT NPH 3APaBH MHINBUAM H NIPH TaKHBa ¢ 666peuHo U YepHo
3abonasaHe e 1,8 10 3.5 vaca.
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Kunetuunure napametpu Ha HOynpoden ca c1abo NpoMeHeHH NpU NALMEHTH B CTAPYECKA BB3PAcT,
npH 6BOpeyHa HENOCTATLYHOCT M MPH YepHOAPoOHa HeqocTaTbuHOCT. HabmonasaHuTe cMyILEHHA He
ONpaBAaBaT NpoOMAHa Ha JO3HPOBRKATA.

IIpo BO CNELH(PHYHH JapMaKOKHHETHYHH CBOHCTBA

BpemeTo 3a 0CTHraHe Ha IU1a3MEHH KOHLEHTpauuH (Tmax) € CHIHO HaMaJIEHO 33 MPOAYKTH,
ChIBPKALIM HOYTIPOGEH JIN3MH, B CPABHEHHE C CKBUBATEHTHH MPOIYKTH, ChIbpXKAallk ubynpodeH
KHUCEIHHA.

MakcumanHaTa CepyMHa KOHUCHTPaLMA Ce 0CTHra NPUGITHIUTENHO 3a 35 MHHYTH cllell IepopanieH
npueM. Cnea eAHOKpaTeH npuem Ha Tabnerka ot 200 mg, MaKCHMAJTHHTE CEPYMHH KOHIEHTPALHH
npu Bb3pacTHH ca 48,5 + 3,4 ng/ml 3a ubynpoden auzun, a Tmax e 0,58 yaca 3a ubynpoden auzkH B
cpasHeHHe ¢ 1,33 yaca 3a kucennHa ubynpodeH.

5.3 IlpenkIHHHYHEA JaHHNK 32 Ge3omacHOCT

Hsama HanHYHa JOITEIHHMTENHA HHGOPMALIMA, KOATO a HE € MIOCOYEHA B OCTAHANIMTE pa3/ielii Ha
KpaTkara xapakTepHCTHKA Ha MPOLYKTA.

6. GAPMAIIEBTHUYHH JAHHHU
6.1 Cuoscbk Ha IOMOMHATE BEeIeCTBA
MukpokpucTanHa uenynosa PH102
KpocnoeuaoH (Thn A)

Konoeuaon (Plasdone S-630)

[Ipeuncren Tank
MarnesueB creapar

Ioxpumue
Onaapaii Il 6sm0 85F18422:
ITonnuBUHKUIIOB AJTIKOXOJ, YaCTHYHO XHIPOJH3HpaH
Twranop aguokcun (E171)
Makporon 4000
IIpeuyrcTeH Tank
6.2 HecbBMEeCTHMOCTH
Henpunoxxumo.
6.3 Cpok na rogaocr
3 roguHu
6.4 Crnenuaidu yc10BHS HA ChbXpPAHEHHE
To3u nexapcTBeH MPOAYKT HE H3HCKBA CIICUHAIHH YCIIOBUS Ha ChXPaHEHHE.

6.5 BuaaHchabpxkaEHe HA ONAKOBKATA

Henpo3spaunn PVC/PVDC/Alu 6nuctepn, nocraBeHy B KyTHH, ChaAbpXKAIIH 2, 4, 6, 8, 10, 12, 15 win
30 Tabnerxu (camo 3a EcToHHA).

He BCcHUKM BH/IOBE ONAaKOBKH MOraT Aa 6bJar mycHaTH B npoJaxosa.

6.6 Chenmanny npeinasHn MepKH [IPH HU3XBLpJIsRe H paboTa
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HUb6ynpodeH MOXKe a NpeAcTaRIiBa pUCK 32 OKOJIHATa Cpela.

Hensnon3paHUAT JieKapcTBEH NPOAYKT HIH OTNIAABYHUTE MAaTEPHAITH OT HEro TpAOBa /1a ce M3XBBPJIAT

B CHOTBETCTBHE ¢ MECHHTE M3HUCKBAHHUA.
7. ITIPATEXATEJ HA PAZPENIEHUETO 3A YIIOTPEBA
Medochemie Ltd, 1-10 Constantinoupoleos Street, 3011 Limassol, Kumbp

8. HOMEP(A) HA PASPENIEHUETO 3A YIIOTPEBA

Per. Ne: 20200251

9. JATA HA ITBPBO PA3BPEINIABAHE/ IOJHOBABAHE HA PASPEIIEHUETO 3A

YIIOTPEBA

Hara Ha mbpBO pa3peinaBane: 15 nekemepn 2020 r.

10. IOATA HA AKTYANIM3IHPAHE HA TEKCTA

07/2024
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