KPATKA XAPAKTEPHCTHKA HA ITIPOJIYKTA ch

(X OQOL;

1. UME HA JIEKAPCTBEHMSI ITPOTYKT Fool/ 29-09- 707

Jiukno®JIEKC 25 mg/ml uHkeKIIMOHEH pa3TBoOp
DicloFLEX 25 mg/ml solution for injection

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB
Besika amniyna ¢ 3 ml uHkekuMoHeH pa3TBop chabpka 75 mg aukinodeHak HaTpuii (diclofenac sodium).

[lomouiuu BemecTBa ¢ u3BecTHO JeicTBHe: 120 mg OeH3MI0B alkoXos B e/lHa ammnyJia, etaHon 96%,
MPOMUJIEH IVIMKOJI, HaTpueB MeTabucyadur (E223).

3a MBJIHUA CIIUCHK Ha MOMOIIHUTE BEILECTBA, BUKTE TOYKA 6. 1.

3. JEKAPCTBEHA ®OPMA

MHKeKLHOHEH pa3TBop.

buctbp, 6e3upeTeH 10 01€10 JKBJT pa3TBOP.

4. KIMHUYHHA JAHHHA
4.1. TepaneBTHYHH NOKA3AHHSA

HMHTpaMyCcKy/IHA MHIKEKLIUS

3a JlieyeHHue Ha:

- ek3alepdalys Ha BB3MAJIUTEIHU U JlereHepaTHBHHU (hOpMH Ha CTaBHHU 3a00JIIBaHUA: PEBMATOMIEH apTPHT,
AHKHWJ103Wpalll CTIOHJHJIMT, OCTEOAPTPHT, CIOHJMIOAPTPHUT, OOJIE3HEHHW CHHAPOMHM Ha rpbOHAYHHSA CTHIJIO,

HW3BBbHCTABCH PCBMATH3BM,
- NoAgarpo3sHa KpHsa,

- ObOpeyHa M XKJTbYHA KOJIMKA;

nocTrpapMaTHyia 1 noCTorncpaTueHa 0onka, pLANAIeHue HIIH MNOJIYBAHE,

- TEKKH INPHUCTHIITKH HA MHUTI'PEHaA.

HMHuTpaBeHo3Ha HHDY3US

Jleuenne wim npoduiakTHKa Ha nocronepaTiBHa 00JIKa B OOJTHHYHH YCJIOBHS.

4.2. 103MpOBKa H HAYHH HA NPHIOKEHHE

Jlo3upoBka




Hozata Tpsabea na 6bae MHAMBUAYaNHO onpelensHa W Ja Oble npHinaraHa Hall-HHUCKATa TepaneBTH4HA 1033
34 Bb3MOXKHO Hal-KpaThLK NEPHOA OT BpEME.

Hexxenanurte nekapcTBeHH peaKUWH MOTaT Ja ObaaT CBeACHM 0 MUHUMYM 4pe3 U3IMON3BaHe Ha Hali-HHCKaTa
e)eKTUBHA 1032 32 HAal-KpaTKKA NepHoJ OT BpeMe, HeOOX0AMM 3a KOHTPOJMpAHE Ha CHMNTOMUTE (BHXK T.4.4

CrieUHalIHH NpeaynpeXKaeHHs H NpeaAna3Hi MEPKH NPH ynotpeda).
Bb3pacTHH

Hukno®JIEKC 25 mg/ml uHxkekiuuoHeH pasTBop He TpsbBa Oa ce mpwiara rnoBeye OT 2 JHH, aKo €
HeODXOAUMO JIEYEHHETO MOXKE Ja MPOABL/DKU ¢ TaDJIETKH. |

Yemanosgeno cvpoeyno-cv0080 3aborsaeane Wi 3HAYUMEAHU DUCKOSU DAKMOpU 3d  CbPOEUHO-ChO08

UHYUOEHI

Jleyennero ¢ auKIoOQeHaK KaTo WO HE ce NMpenophyBa MPH MALUMEHTH C YCTAHOBEHO ChPAEYHO-CHIOBO
3abonaBaHe WIM HEKOHTponupaHa xuneproHus. lIpu HeobxomuMocT malMeHTH ¢ YCTAaHOBEHO ChpAeYHO-
CBAOBO 3a00/1BaHE, HEKOHTPOIMPAHA XUIIEPTOHMA MM 3HAYUTETHH PUCKOBH (PaKTOpPH 3a ChPAEYHO-CHAOB
MHLIWAECHT TpAOBa Aa Ce JIeKyBaT ¢ JUKTopEHaK caMo cJie]] BHUMAaTeNHa npeLeHKka | B 103U < 100 mg aHeBHO,
aKo JIEYECHHETO NPOABLIKARA NMOBeHE OT 4 ceAMHLUM (BXK. TOUKA 4.4).

bvbpeyno yspeowcoane

IIpoTuBonoxkaszaHa € ynorpebara Ha JUKI0QeHaK NTPH NauueHTH ¢ 6s0peuna HepocTaTbyHOCT (BX. TouKa 4.3
[ [POTUBONOKa3aHHuA" ).

He ca nposexaaHy NIPOYYBaHUA CHEUWATHO NPH NALMEHTH ¢ ObOpeHHO YBpEKIaHe, MOPAaH KOETO HE MOTraT
1a ce Aanar crneluUYHH NMpenopbKyU OTHOCHO KOPHIHpaHeTo Ha f1o3aTa. HeoO0XoaHMMo € moBULLIEHO BHUMaHHE

IIPY MpHJIaraHe Ha IMKJIOPEHAK NpH NAUMEeHTH ¢ JIeKO A0 yMepeHo OBOpedHO yBpexiaHe (BxkK. Touka 4.4
»CHeuHalHu NpeaynpexaeH|s H npeana3sHi MepKy 1py ynorpeda™).

Heproopobro yapeicoane

[IpoTuBonokasaHa e ynorpebaTta Ha AUKIIO(EHAK NPH NMAUUEHTH ¢ YepHOAPOOHA HeJOCTATHhYHOCT (BXK. TOUKA
4.3 NpoTHBONOKAa3aHUA" ).

He ca npoBexaaHW NPOYYBaHHUA CHCUHAIHO NMPH NAUMEHTH ¢ YepHOApoOHO yBpexxaaHe, Mopaay KOeTo He
MOraT Aa ce aagat cneundHyHH NpenopbKH OTHOCHO KOPHTHpaHETO Ha go3aTa. HeoOXoauMo € MOBMIIEHO

BHHMaHKe NPH Npuiarade Ha AMKIOQEeHaK Npy NauHeHTH ¢ JIEKO 00 YMEPEHO YEPHOAPOOHO yBpexaaHe (BxK.
Touka 4.4 ,,CneuHaniy NpexynpexacHUs U NpeanasHid MepKH npH ynotpeda”).

HayuH Ha [IpUIOKEHUE

HumpamyckyHa uHiceKyus

3a na ce U3berHat yBpeXIaHHMA HA HEPBU WIM APYTA TbKAHW HAa MACTOTO Ha NPHIOKEHHE, TpsOBa aa ce
Cria3BaTt CNICAHUTE NPENOPBKH:

[IpenopbunTEnHaTa A03a € eAHa amnyna oT 75 mg AHEBHO, MPHIOKeHa ObAOOKO UHTPArayTealHo B FOPHHS
BbHLIEH KBaapaHT. [Ipu Texku cnyyan (Hanp. KOJMHKK) IHEBHATA A03a@ MOXE NO M3KJIIOUEHHE Aa C€ NOBUILH
Ha [IB€ HH)KEKLIMM OT 75 mg, pas/ie/IeHd ¢ HHTEepBal OT HAKOJIKO 4aca (1o e/lHa BbB BCekH rimyrteyc). Jlpyra
Bb3MOXKHOCT € KOMOMHMpaHETO Ha efHa ammyna 75 mg c¢ apyra JekapcTBeHa dopma aukiodeHax
(Hanp.Tabnetkn) Ao oba MakcumanHa aHeBHa go3a or 150 mg. I1py npucTBIM Ha MH
OIIUT € OrpaHHyeH [0 TPHIOKEHHE HA €IHa aMmyna OT 75 mg BeaHara ciej HacThb
nocjeaBaHa npyv HeobxoauMocT oT TabetTky Ao 100 mg B chinus aeH. O0aTa no3a He

175 mg npe3 nbpBUA ACH.




Hrimpasenosna ungyzus

Hukno®JIEKC 25 mg/ml nwHxkekimoHeH pa3TBop He TpaOBa Ja ce Npwiara KaTo MHTpaBeHoO3Ha Gonyc
uxekumsa. HenocpeacteeHo npeau undyznsaTa, pa3TBopsT Ha AMKiodeHak TpadBa aa ce paspenu ¢ 0,9%
Pa3TBOP H& HAaTPHEB XJICPHI WU 5% pa3TBOP Ha FIioko3a, Oydepupan ¢ HaTpHeB OukapOoHar. [IpenopbuBar
ce ABa aJTEPHATHBHMU JO30BU PEXUMA 32 AUKIoheHAK WHXKEKUHOHEH pa3TBOp. 3a JIeUEHHE Ha yMepeHa A0
CWIHa NOCTonepaTHBHa Oonka TpsOBa ma ce npunoxkatr 75 mg 3a nepuoa ot 30 muuyti no 2 uaca. [pu
HEOOXOAMMOCT JIEYECHHETO MOKE [1a C€ MOBTOPH Cle[ HAKOIKO Yaca, HO J03aTa He TpaOBa na HageHiuaga 150

mg 3a 24-4yacoB NEpHOL.

3a npodWIakTHKa Ha NocTonepaTHBHA 6oJIka ce MpWiara HaToBapBalla fo3a oT 25 mg no 50 mg cren
onepauusaTa 3a nepuoa ot 15 MuHyTH 10 | yac, nocneaBaHo OT NPOXbIKHUTENHA HHPY3HA Ha 5 mg Ha vac 10
MaKcUMasiHaTa JHEBHA Jo3a oT 150 mg.

lleya u onowu

[lopaau Bucokara posa aukiodeHak, Juxkno®JIEKC 25 mg/ml urmkekuroHeH pa3Tsop He € noaxondil 3a
Aela v KOHOLIH.

4.3. IIporuBonokazaHHs

- CBPBXYYBCTBUTETHOCT KBM 8KTHBRHOTO BEILUECTBO MM KBM HAKOU OT [OMOLLUHHUTE BelllecTBa, H30pOEeHH B
To4yka 6.1.

- AKTHBHA CTOMAIlIHa 4JIM YpPEBHA f3Ba, KEPBEHE WK nepdopauusa (Bx. Touxa 4.4 u 4.8).

- JlaHHHM OT aHaMHe3aTa 3a KbpBeHe MIH nepdopalusa OT CTPaHa Ha CTOMALIHO-YPEBHHA TPAKT, CBbP3aHH C
npeauiliHa Tepamnusd ¢ HECTEPOMIOHM NpOoTHBOBB3NanuTeaHH cpenctsa (HCIIBC). AKTHBHa MM MHHAana

pPEKYpPEHTHA MENTHYHA A3Ba/KPbBOM3INB (ABA WIH TOBEYE OTAENHHM eIH304a Ha JoKazaHa yiuepauus Hau
KbPBEHE).

- TlocneneH TpuMecThp Ha OpeMEHHOCTTA (BiK. TOUKa 4.6).
- YepHogpobHa HEAOCTATHYHOCT.

- bnbpeuHa HeAOCTATHYHOCT.

-  Texka cbpjeyHa HeJOCTATLYHOCT (BXK. TOUKa 4.4).

- YcTaHOBEHa 3acToWHa cbpiAcuHa HeaoctaThyHOCT (NYHA II-1V), ucxemuuHa 0onecT Ha chbplLeTo,
nepudepHo apTepuanuo 3adbonarane Wunu MO3ILYHO-CHJIORA HOMECT.

- Kakto ¥ octaHaniuTe HECTEpOUAHH TpoTHBOBB3NaNuTeNHU cpeacTea (HCIIBC), auknodeHnak cbito e
[MPOTUBOIIOKA3aH MPH NAaUUEHTH, IPY KOUTO NMPHUCTHIIY HA aCTMA, YPTHKAPHUA HIIK OCTBP PHHUT Ce NPOBOKMUPAT
OT aueTHAcanHUUAOBa KuceauHa uiny apyru HCTIBC (Bx. Touku 4.4 u 4.8).

4.4. CnenuaaHH OpeAynpexIcHUS H NMPeANa3Hd MepKH NpH yinoTpeda

HexxenaHuTte JieKapcTBEHM peakLUMM Morar faa ObaaT CBeleHH A0 MHHHMYM Ka Ha
CUMIITOMUTE C€ NPUara Bb3MOKHO Haiti-HHCKaTa epeKTHBHA 71034 32 Bb3MOXHO Hak-
(BrokTe T. 4.2 ¥ MO-A0AY NOCOYEHHTE CTOMALHO-YPEBHH H CHPAEYHO-CHAORH PUCK




Hatpuresusat metabucyndur, npucbeTBal] B HHXKEKIIMOHHHUSA Pa3TBOpPa KaTo MOMOLIHO BELUECTBO, MOXE CHLUO
Aa OoBefe 10 M30/IHPAHH TEIKKH PEaKLMH HA CBPbXYYBCTBUTENIHOCT H GPOHXOCTIA3BbM.

Ankno®@JIEKC 25 mg/ml uHxekunoHen pa3tsop He OUBa Na ce MpeArMCcBa Ha HEAOHOCEHH U HOBOPOJEHH
neua. beH3WIOBUAT ATKOXON MOXE Ja NpeAU3BUKA TOKCUYHHM M aHaHIaKTOMAHM PeaKLMH MPpU Aeua rnojg 3-

rojuiiHa BBe3pacT.

To3n nexapctsed npoaykr ceabpka 10 06. % eranon (ankoxon), t.e. 10 300 mg Ha xoza (3 ml),
cbOoTBETCTBaWM Ha 6 ml Oupa unu 2,5 ml BuHO Ha no3a. BpeneH 3a cTpanaiuy ot ankoxonusbsM. Jla ce BieMe
MpeaBHA NpH OpeMEHHM U KbPMayKH, JeUa W BUCOKOPHUCKOBU TPYNH KaTO MALMEHTH ¢ YEPHOAPOOHH

3a0019BAHHUA HIHU eNMUIIeNCUA.

To3n nekapcTBeH NpoayKT chAbpka no-Manko oT 1| mmol HaTpwii (23 mg) Ha no3a, T.€. MO ChHUIECTBO 'Ge3
ChABLPKAHME Ha HATPHIL .

Pecnupamopnu eghexmu (npedxoxcdawa acmma)

[IpH naliMeHTH ¢ acTMa, CE30HEH ATEprHYEH PHHHUT, NTOAYBaHE Ha HA3a/IHATA IMraBHLA (T.€. HA3aITHH NOJIUNH),
XpOHHYHA OOCTPYKTHBHA benoapobHa Gonect UM XpOHUMHM MHGEKLIMH Ha PecTIMPaTOPHHUA TpakT (0coBGeHo
CBbP3aHM ChC CHMIITOMH, MOJOOHH Ha anepruyeH puHuT), peakuunre keM HCIIBC kaTo ex3anepGarms Ha
acTMa (T.Hap. HEMOHOCMMOCT KBbM aHAJINeTHLIW/AHAJINETHYHA acTMa), oTOK Ha KBHHKe WK ypTHKapH4 ca no-
YeCTH B CpaBHEHHE ¢ JIpyrd NMauMeHTH. ETO 3alll0 NpH Te3W NaLMEHTH ce NpPenopbyBaT CrEUHANHH MEPKH
(rOTOBHOCT 3a cnelHa nomoid). ToBa ce oTHacA ¥ 3a MAaLMEHTH, aleprHyHH KbM APYTH BEINECTBA, H
peardpalliy ¢ Hanp. KOKHH peakUMH, cbpbexx UNH YpTUKApUS.

CriellHaTHO BHUMAHHUE C€ MpPEnopbYBa, KOrato AMKIOodEeHaK ce Mpwiara MapeHTepaATHO Ha MALMEHTH ¢
6poHXxHalTHa aCTMa HOPaJH PHCK OT ek3auepOauma Ha CHMITTOMHTE.

Cmomawro-4pesru ehexmu

[Tpu Benukn HCTIBC, BKIIOYHTENHO OHKII0(EHAK, € ChOOLIABaHO 32 CTOMALWHO-YPEBHO KbPBEHE, YIILIEPALIHS
WK nepdopaliys, KOWTo MoraT Aa 6bJaT # GaTajiHU U [a Ce MOSABABAT M0 BCAKO BPEME B X0/1a HA JIEYEHHETO
KaKTO ¢bC, Taka 0€3 npeaynpeauTeNHi CUMNTOMH HIH NpeaXoXaalla aHaMHeE3a 3a CEPHO3HM CTOMALLHO-
ypeBHH 3a00naBanua. Hak-0010 nocneicTBUATa €a NO-CEPHO3HU TNIPH NALMEHTH B CTApYeCKa BB3pacT. AKO B

X0/a Ha Jie4eHHe ¢ AUKNIodeHaK ce ChoOLIM 32 KbPBEHE UITH YILiepaLus, NPHEMBT TPAOBa 12 Ce TIPeyCTAHOBH.

Kakro npu Bcuukd HCIIBC, siutiounTenno auxnodeHak, € 3a0b/DKHTENHO CTPOro MEAULIMHCKO HaboaeHue
KaTo € HeoOXOAMMO CMEUWAJIHO BHHMAHHE NpU MNPEANHCBAHE HA MALUMEHTH ChC CHMITTOMH, YKa3BallH
CTOMAILHO-YPeBHH HapyIUeHHs WU C aHaMHe3a, NpearnoJjaralia CTOMAlHO-YPEBHA A3Ba, KbPBEHE WM
nepgopanus (Bx.Touka 4.8). PUCKBT OT CTOMAILIKO-YPEBHO KbPBEHE CE YBEIMYABA ¢ MOBMIIABAHE HA 103aTa
Ha HCITIBC npu nauneHTH ¢ aHaMHesa 3a 43Ba, YCJIOXKHEHA ¢ KPBBOM3NHB UK nepdopalyaA H fIpH NailUeHTH
B cTapuecka BB3pact. IlauMeHTH B HanpeaHasna BB3pacT ChOOLIABAT MO-4E€CTO 3a HEXENAHH JIEKAPCTBEHH

pPeaKLXH KaTo CTOMALIHO-YPEBHO KbpBEHE H Nnepdopanus, KOHTO MoraT Aa 6baat dartanHu.

3a HaMaJIsIBaHE Ha PUCKa OT racTPOMHTECTHHAJIHA TOKCHYHOCT MpH NaLHeHTH ¢ aHaMHe3a 3a 53Ba, 0CO0eHo
aKO € YCJIO)KHEHA C KPBBOM3JIMB WIH neppopalivs, KAKTO M NPH NalMEHTH B CTApYecKa Bb3PACT, JIEUEHHETO
TpAOBa 1a ce 3arnoyHe U Ja ce NoANbpXKa ¢ Bb3MOXHO Hal-HUCKATa e(heKTUBHA 03a.

Tpabea na ce uMa NpeaBU) BB3MOXKHA KOMOHHHMPaHa Tepanus ¢ NMPOTEKTHBHY CPeACTBa (HANp. HHXUOHTOPH
Ha MpPOTOHHATA MMOMNA MW MHU3OMNPOCTO) 3a TAKMBa MAalLMEHTH, KAKTO W 3a MNAaLMEHTHTE, WU3MCKBALIM
CHITBTCTBALIO JIEYEHUE ¢ HUCKM JO03M aUSTWICATULWIOBA KHCENMHHA/ACTIMPHH WIIH APYTH JIEKAPCTBEHH
MPOAYKTH, KOUTO MOraT [1a NOBULIAT FaCTPOMHTECTHHATTHHUSA PHCK.

ITauneHTHTE C aHAMHE3a 33 FACTPOUHTECTHHAITHA TOKCMYHOCT, 0COOEHO Te3H B CTAPUECKIBK:
ChOOLIABAT BCHYKHY HEOOHUaHK CUMITTOMH B KOpEMHAaTa 08acT (0co0eH0 CTOMAIHO g
Heobxoaumo € roBHIlieHO BHUMAaHUE NIPH MALKEHTHUTE, NMPHEMAIlH €JHOBPEMEHHO




KOMTO MOraT Ja IIOBHIIABAT pPHCKa OT A3BA WJIIH KPBBOH3IHWB, KaTe CHCTCMHH KOPTHKOCTEPOHIW,
AHTHKOAryJjJddHTH, aHTHarperaHT WJiH CCICKTHBHH HHKHGHTGPH Ha GﬁpaTHOTO 3axpdlllaHC Ha CCPOTOHHHA

(BK. Touka 4.3).

Toit KaTO CHCTOAHMETO HA MALMEHTH, CTPAAAIUH OT YIILEPO3eH xonuT win Honectra Ha KpoH Moxe na ce
W30CTPH, HeOOX0AMMH ca NOBHILEHO BHUMAHHE U MEAHLIMHCKH XOHTPOA (BK. Touka 4.8).

Xenamoburuapnu egpexmu

HeobxonuM € cTpor MEOMUHMHCKH KOHTPOJ NPHU NpeANMcBaHe HAa AUKIO(GEHAK HA MALMEHTH C HapyllieHa
yepHOApOOHA PYHKLMA, Thit KATO TAXHOTO CHCTOSHHE MOXE Aa CE BJOILH. |

Kakro npu apyrure HCIIBC, raka u npu auknodeHak, croMHOCTUTE Ha e€IMH WIH NOBede UepHOAPOOHH
€H3HMH MOXKE Ja ce nosumar. Kato npeanasHa MapKa P IPOALDKUATENHO JeYeHHe ¢ AMKIodeHak (Hamnp.
BbB (popMa Ha TaOJICTKH WIM CYMO3UTOPHH) Ce NpenocpbyBa peAOBHO NMPOCIEAABaHE Ha uepHOApoOHaTa
¢yHKuMs. Ako HeoOHHaHHUTE CTOMHOCTH Ha YepHoApoOHUTE QYHKLIMOHANIHM M0Ka3aTeIu e 3aabpKaT WIH
BJIOLIABAT, aKO C€ Pa3sBUAT KIMHWYHH CUMATOMH Ha YyepHoApobHO 3abonsBaHe WIH HAaCTLIAT JPYTHU NMPOSABU
(Hanp. eo3HOHUIUA, OOPHUB), JleYeHHETO ¢ AUKIOdeHaK Tpabea na ce mpeycraHorH. [Ipu ynoTtpeGara Ha
AMKIIO(EHAK MOXKE 1a HACTBIU XENAaTUT 6e3 pa3BUTUE Ha NPOAPOMATHH CUMITTOMM.

[Tpn nauMeHTH ¢ yepHompoOHa mopdupud ynorpebara Ha auknodeHax Tpabea na ObAe ¢ MMOBMIIEHO
BHUMaHHe, Th KaTO MOXE Zia OTK/IIOYH IPHCTHII.

bvopeunu echexmu

[lopagu chOOLLUEHHATA 3a 3aApBAKKA HA TEYHOCTH U OTOUM, CBBLp3aHH ¢ Tepanuara ¢ HCIIBC, sxiounTenHo
avknodeHak, € HEOOXOOWMO OCOOEHO BHMMAaHME NP MNAlLMEHTH ¢ HapylieHa ¢hpAedyHa MW OBOpeuyHa
(YHKLUMH, aHAMHE3a 38 XHNEPTOHHKA, IPH NALMEHTH B CTAPYECKa Bh3PacT, MaLHEHTH Ha ChITETCTRALIO JIEUEHHE
C IUYPETHLH WM JIEKAPCTBEHU MPOAYKTH, KOUTO MOraT 3HAYHMTE/NHO Aa NOBAHAAT ObOpeuHaTa GyHKLHS,
KaKTO M IIPH TE€3H MALHEHTH CBhC 3HAUUTEHO HAMAJIEH €KCTpalleny apeH o0eM Nnopagu pasIHYHH TIPHUHHH,
Hanp.nMpeod WIH chnej rojsMa XUpyprudyHa onepauusa (Bx.todka 4.3). Ilpu ynorpebara Ha auknodenak B
TAKHMBA CJIy4aH ce TMpenopuysa npocieassane Ha ObOpeyHaTa QyHkuMA KaTo npeanaszHa Mapka. CHpaHeTo
Ha TepanusTa OOMKHOBEHO BOAH A0 BH3CTAHOBABAHE HA U3XOAHOTO ChCTOSHHE.

Kooicnu egpexmu

Texxku KOXHM peakLMH, HAKOHM OT KOHMTO JIETATHHM, BKIIOUBALUM eKcONIMaTHUBEH NEepMaTHT, CUHAPOM Ha
CtuBbHC-IDKOHCBH, TOKCHYHA €NTMAECPMATHA HEKPOJH3a H reHepanusupaH OynozeH ¢HKCHPaH JIEKapCTBEH
obpuB ca crobLIaBaHu MHOTO paako ¢ ynotpebara Ha HCIIBC (Bwxre Touka 4.8). OnacHocTTa OT TaKkupa
peakuMH € Hai-ronsaMa B Ha4YaJloTO HA JICYEHHUETO: NOABATA Ha PEaKLUATA B [TOBEUETO CJY4aH € Npe3 NbpBUA
MeceLl OT TepaiiuaTa. lipunoxennero Ha aukinodeHak TpsOBa Jia ce 1IpeyCTAHOBH OLUE NPH |IBPBATA MOjBa HA
KOKEH OOPHB, MYKO3HU NIE3UH WIH KaKbBTO H J1a € APYT NPHU3HAK 3d CBPBXYYBCTBHUTEHOCT.

Kaxkro nmpu apyrute HCIIBC, B peaku cnydaw MoraT na Bb3HHKHAT aleprHYHH PeaklMH, BKIIOYHTEIHO
aHa(pHIaKTHYHH/ aHAQHIAKTOMAHH PEaKLIMK AOPH NpH JIMIICA HAa NpeaXxoaHa ynotpeba Ha AukodeHak.

Crupoeuno-cb00o8U U MO3BYHO-CbO0BY edlexmu
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HeoGxonumMo € na ¢e OCHTYpAT MOAXOAALIO HAOMOJAeHHE U CbBET 3a NMAUMUEHTH ¢ AHAMHE3a 3@ XMIIEPTOHMS
/UK JIeKa 10 yMEpEHa KOHIE€CTUBHA ChbpJAeYHA HEAOCTaThYHOCT, ThH KaTo WMa ChoOleHHS 3a OTOLM WU
3aJpBXKKa Ha TeYHOCTH, CBbP3aHH ¢ JeueHueTo ¢ HCIIBC.

Knvunyny npoy4BaHHA H eNHAEMHOIOTHYHY JaHHH MOKA3BaT, e ynorpebara Ha auknodenak, ocobeHo BbB
BHcoka 103a (150mg AHEeBHO) ¥ NpY NPOABIHKUTENHO NMPUNOKEHHE MOXKeE J1a OBJie CBbp3aHa C JIEKO NMOBHLIER
PHCK OT apTepHaIHH TPOMOOTHYHH CHOUTHA (HanpUMep MHOKApAEH UH(MAPKT WIH KHCYT).

KaTo wsano neyeHHeTo ¢ AvKIodeHaK He ce NPenopbyBa NpH MALUHEHTH C YCTAHOBEHO CHPAEYHO-CHIOBO
sabonsABaHe (3aCTOMHA CBpAEYHA HEAOCTATBYHOCT, YCTAHOBEHO MCXEMHYHO 3a00/14BaHE Ha CBPIETO,
3abonaBaHe Ha nepudepHHTE apTepHH) WIH HEKOHTPOJIMPaHA XUIIEPTOHHA. AKO € HeODXOAHMO, NALMEHTH ¢
YCTAHOBEHO ChPAEYHO-CHAOBO 3a00JIiBaHE, HEKOHTPOAHPAHA XMUIMEPTOHHSA WM CbC 3HAUUTEIHH PUCKOBH
dakTOpH 3a CHpPAEYHO-CBHAOBM CBHOWTHA, HANp. XUINEPTOHHSA, XHNEPIHNMUAEMHS, 3axapeH guaber,
TIOTIOHOMYIIEHE, KOHMECTHBHA CbpAECYHA HEIOCTAaTbYHOCT, YCTAHOBEHA HCXeMMUHa OONECT Ha ChPIETO,
3ab0N19BaHe Ha NEpUQEPHUTE aPTEPHHH WHIN MO3BYHO-CBA0Ba BosecT, TpAbBa Aa ce ieKyBaT ¢ AMKIopEeHaK
caMo ¢nel BHUMaTeNHa npeueHka M B 1034 < 100 mg aHeBHO, KOraTo JeveHHeTo NpoAbKaBa noeeuye ot 4
CeAMHLUHM. TBH KaTo CBPAEYHO-CHAOBHA PHCK NpU AUKAOPEHAK MOXKe Ja HapacTHe ¢ Jo3aTa |
NPOAB/DKHTENHOCTTA HA €KCITO3ULMATa, TPAOBA a ce npuiara Hali-HUcKaTa €(peKTHBHA 03a 32 BB3MOXHO
Hal-KpaTkusa nepuon ot speme. Ilepuoauuno Tpabea na ce U3BBpIIBA NpeolieHKa Ha HeoOXOAUMOCTTa Ha
nalyeHTa oT obnexyaBaHe Ha CHMNTOMHMTE M HA OTIFOBOpPA KBM TEpanuaTa, 0Co0eHO KOraTo JIEUYEHHETO
Npoab/bkKaBa Nnoseye ot 4 CeIMHLH.

Y CTaHOBEHO ChPIEYHO-CHA0BO 3a0011BaHe UITH 3HAYHTENTHH PUCKOBH (PaKTOPH 332 CHPACYHO-CBIOB MHUMAEHT
JleyenneTo ¢ AMKIOgEHAK KaTO LJI0 HE Ce MpenopbuBa NpH MallMEHTH ¢ YCTAHOBEHO ChPAEHYHO-CBHIOBO
3a00NsiBaHE WM HEKOHTPONHWpaHa XHiepToHus. [Ipy HeoOX0aMMOCT NalMeHTHTE ¢ YCTAHOBEHO ChPAECYHO-
CHAOBO 3a001ABaHE, HCKOHTPOJUPAHA XHUITEPTOHHS WM 3HAYMTEJIHM PUCKOBU (PAKTOPH 3a CHPACUYHO-CHIOB

HHLMAEHT TPAOBa Na Ce IEKyBarT ¢ AHKIo(deHak camo ciied BHUMaTellHa NpeteHKa H B 4034 < 100 mg anesHo,
aKO JeYeHUETO NPOABIIKaBa noBeye OT 4 ceaAMHIH (BXK. Touka 4.4).

Xemamonozuunu eghexnmy

Ilpy NpoaAbLIKHTENHO neyeHHe ¢ AHKIoQeHak, kakto W mpu ocrtaHanute HCIIBC, ce npenopwbuma

poc/ieAsBaHE Ha KPbBHATA KapTHHA.
Ilonobno wa apyrure HCIIBC auxnogeHak Moxe BpeMeHHO Ja MOTHCHe TPOMOOLIMTHATA arperaius.

[TaumenTHTE ¢ AepeKTH B XemocTasaTa TpabBa Ja ObIaT BHHMAaTeHO HabmoaaBaHH.

HGHHEHH?H € CMAPYECKA 6BIPUCTH

HEDﬁXOﬂHMO C [IOBHLICHO BHUMAHHE IIPH XOpa B CTApY€CKa Bb3pacT N0 OCHOBHU MEJHLIHHCKH C'LGGPH}KBHHH.
B yacTHOCT NMPH HCMOLIHHKH BB3PACTHH [NIAUHUCHTH H MNMAUHUECHTHTE € HHUCKO TEIJ10 € MpENnoOphUYHTEIHO Aa ce

npunara HaM-HUCKaTa TepaneBTH4YHa J03a.

Bzaumooeiicmeue ¢ HCIIBC

EnHoBpemenHarta ynorpeda Ha aukiodeHak W cuctemHd HCTIBC, BiutiouuTenHo cenexTHBHM MHXHOMTOPH
Ha LIMKJIOOKCHUreHasa-2, TpssOBa ma ce W304rea nopagy HexXenaHH peakiMH (Bxk. Touka 4.5).

Mackupane na cumnmomume na ungexyus

[lopagu cBoute dapmMaxogUHaAMHUYHHU CBOMCTBA, NoA0OHO Ha ocTaHanuTe HCIIBC,
MacKHpa MpU3HaALUTE U CUMITTOMHUTE Ha HHGEKLIHA.

T



MHCTpyKLIMUTE 38 HHTPAMYCKYJIHA WHXKEXLUHA TpadBa Aa C€ Ccrna3BaT TOYHO, 33 A2 ce W30erHatr HexenaHw

peaKLKH Ha MACTOTO Ha MHXXEKTHUPAHEe, KOUTO MOraT [a 1I0B€AaT 20 MYCKYJIHa cnabocT, MyCKyJiHa napasinsa,
xunecTe3ns, embolia cutis medicamentosa (cuHaApoM Ha Niculau) 4 HEKpO3a Ha MACTOTO Ha UHIKEKTHpaHE.

4.5. BzaumoaeHCcTBHE ¢ APYIH JIEKAPCTBEHH NPOAYKTH H APYrH (GOpPMH HA B3aHMOJCHCTRRE

OnucanuTe B3aUMOACHCTBUA BKIIOUBAT HAOMIOJABAHHTE KaKTO NPpH JUKIOPEHAK MHKEKLHOHEH pa3TBOP
H/HUNM APYTH IEKapCTBEHH (hopMH Ha JUKIOdEHAK.

HabnronasaHu B3auMOJEHCTBHA, KOWTO TpaOBa na ce UMAT NpeaBUI

Mouny nuxuburopu Ha CYP2C9

HeobxoauMO € NoBUIIEHO BHUMaHHeE, KOraTo AUKJIO(EHaK ce NpeanucBa 3aeHO C MOUIHM HHXMOUTOPH Ha
CYP2CY (kato BopukoHazon). ToBa Moxe Ra AOBEAE AO 3HAYHTEIHO MOBHLIEHHE HA TIHKOBATa IU1a3MeEHa

KOHLEHTpPALHs M Ha EKCMIO3HLIMATA Ha IMK1odeHak nopaau uHXxubupaHe Ha MeTaboIH3IMa MY,

JhuTuii

Ilpy enHospeMmeHHa ymoTpeba AWKIOpEHAK MOXE Aa YBEIMYM TUIA3MEHHTE KOHLEHTpalMH Ha JIHTUIA.
[IpenopbuBa c€ MOHUTOPHpPAHE HA CEPYMHMTE JTHTUEBH HUBA.

HUroxkcuH

[Ipy enHoBpeMeHHa ynoTtpeba auknodeHak MOXeE Ja YBEIHYH IJIa3MEHUTE KOHLECHTPAUMH Ha JUIOKCHH.
[IpenopbyBa ce MOHUTOPHpPAHE Ha CEPYMHHUTE JUTOKCHHOBH HHEBA.

JuypeTULIH ¥ aHTUXUNEPTEHIUBHH CPENCTBA

Kakro w npu apyrure HCIIBC, eaHoBpemeHHaTa ymnoTpeba Ha OUKNOPEHAK ¢ AMYPETHLM WM
AHTHXMMNEPTEH3UBHU CPEACTBa (Hanp.0OeTa-010kepy, MHXHOMTOPH HAa aHTHOTEH3WH KOHBEPTHPAUIMA €H3HM
(ACE- naxuburopu) MOXKe Na noBede [0 MOHIDKABAHE Ha TEXHMs aHTUXUNepTeH3uBeH edekt. ETo 3awmo
TaKMBa KOMOHHAUMH TPAOBa Aa Ce M3MOJI3BAT C MOBULICHO BHUMAHUE ¥ KPBBHOTO HANAraHe HA MaLUEHTHUTE
(ocobeno Ha Te3H B cTapyecka Bb3pacT) TpabBa na ce npocaenasa perosto. [laumenture Tpa6ea ga npuemar
DOCTATHYHO KOIHYECTBO TEYHOCTH U OBOpeuHaTa UM PyHKUMA Ja e NMpocnensBa peloBHO B HAYAJIOTO Ha
KoMOWMHHpaHaTa Tepanus, KakTO U [EepUOAMUYHO ClieZl TOBa, ocobeHo mpH npuveM Ha auypeTuud U ACE
UHXUOHTOpH, NOpaad MNOBHINEHHA PHUCK OT HeppoTOKCHYHOCT. CBLABLTCTBAILOTO JEYEHHE ¢ KAaJMil-
CbXpaHABAIIN IHYPETHLIH MO)ke Ja JOBEIE A0 XHMNEPKATHEMMSA, KOETO HW3MCKBA 4E€CTO MOHHTOPHpPAHE Ha

CEepYMHUTE HMBA Ha KaJIHK (BxK.TOUKA 4.4).

Linknocnopul

Hvknogenak, nonoduo na apyrure HCTIBC, Moxe na 3acuiu HeQpPOTOKCHYHOCTTA HA LIMKJIOCTIOPHH NOpaaH
cexTa ary BupXY OBOpeunnTe npoctaraananii, Eto 3amo tpabea q1a 61.1¢ npeanicean o No-1icky 10240 1A

NalUeHTH, IPHEMALH LMKIOCTIOPHH.

ﬂexapcma.. 3d KOHTO € H3BECTHOQ, Y€ NPHUYWHABAT XHITCPKaATHEMHA

CHIBTCTRAIOTO JEUEHHE ¢ KAJIMR-CHXPaHABALLM AHYPETHLH, LINKIOCTIOPHH, TAKPOJIUMYC HITH TPHMETOTIPUM
MOXKE Na Ce acoLMMpa ¢ YBEJTHUYEHH HHMBA HA CEPYMHHUS KANWH, KOETO M3HCKBA YECTO MOHHMTOpPHPAHE Ha

CEpYMHHTE HUBA Ha Kanuii (Bxk.To4Ka 4.4).

XHHONOHOBH aHTHOAKTEpHANTHU NEKAPCTBEHU NIPOAYKTH

CprobiuaBaHy ca OTAENHH CIIyYaHu Ha MbPUOBE, KOUTO BEPOATHO C€ TbKAT Ha €HOBDS
xuHoJa0Hu U HCTIBC.
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O4akBaHU B3aUMONECHCTBHA, KOWTO TpAOBa Jla ce HMAT NpeaBul

Hdpyru HCTIBC u xopTukocTeponau

EnHOBpeMEHHOTO NpHITOXKeHHEe Ha AuktodeHak # Apyru cucreMuu HCTIBC nan kopTukocTeponan Moxe aa
MOBHIUH YECTOTATA HAa FaCTPOMHTECTHHANTHUTE HEXKETAaHH peakLiuH (BXx. Touka 4.4).

AHTHKOAryJIAHTU ¥ HHXUOUTOPH Ha TPOMOOLIMTHATA arperaius

[Ipenopbuea ce NOBHILEHO BHHMAHHE, TbH KaTO €IHOBPEMEHHOTO MNPWIOKEHHE MOXKE Ha PHCKA OT
KPBBOM3THBH (BXK. TOUKa 4.4). Brnpeky ye KIIMHHUHUTE H3NMHTBAHHA HE NOKA3BAT, Ye AMKI0dEHaK MOBIMABA

NE€HCTBUETO Ha AHTHKOArYJaHTHTE, MMa OTHEJHW CHLOOLIEHMA 3a HOosulUEH PUCK OT KPBBOM3JIMBH IIpH
MalHEeHTH, NPpHEMAIIH eHOBPEMEHHO AMKIo(eHaK H aHTHKOarylaHTH. Eto 3aujo ce MPENIOPbUYBA CTPOTO
HabnOaeHHUe Ha TAKKMBA TALlUeHTH.

CenekTUBHY WHXMOWTQPH Ha 0OpaTHOTO 3aXBalllaHe Ha CEPOTOHUHA

EanospemenHoTo npuiarade Ha cuctemay HCTIBC, Br/ounTenHo auknodeHak, 1 ceNekTHBHH UHXUOUTOPH
Ha ODPaTHOTO 3aXBallAHE Ha CEPOTOHHHA MOXE J1a MOBHILK PUCKA OT CTOMAIHO-YPEBHH KPBBOH3INBH (BXK.

TOUKa 4.4).

AHTHHAOETHH JIEKaPCTBEHH NPOIVKTH

KnHHHYHH Npoy4YBaHWA NMOKa3paT, Y€ AMKIoQeHaKk Moxe Aa 6bae npunaraH eAHOBPEMEHHO C NMEPOPAIHH
aHTHAHA0ETHH NpPOIYKTH 6e3 fa ce MOBIMABAa TEXHUA TepaneBTHYeH edeKT. Bbnpexu Toa MMa OTIeNHH
CHOOLUEHHS KAaKTO 3a XWMAOTIMKEMHYEH, TaKa H 3a XUMepriukeMuueH edekT, Hanarall NPOMEHH B
RO3HPOBKATA Ha AaHTUAMAOETHUA NPOAYKT MO BpEME Ha TepanuATa ¢ aAvknodenak. Ero samo npu
€IHOBPEMEHHO NMPHUIIOXKEHHE KaTO MpenasHa MApKa Cce NMpEenopbiBa MOHUTOPHPAHE HAa KPHBHUTE HHUBA Ha

NIHOKO3aTa.

MeroTpekcar

Juriiopenaxk Moxe Aa uHXH6Mpa TySynHUa ObOpeveH KIMPBHC Ha METOTPEKCAT KaTo 110 TO3H HAYWH HMBATA
Ha MeTOoTpekcaT ce moBHuiaBar. [IpenopbuBa ce noBumeHo BHMMaHHWe, korato HCIIBC, BkmouuTenHO

TUKIO(EHAK, Ce MPHIara B HHTEPBa NO-MalbK OT 24 yaca NpeaH WK clell NPUIOKEHHE Ha METOTPEKCaT,
ThH KaTO KOHLEHTPALMATA HA METOTPEKCAT B KPBbBTa MOXKeE [ia Ce TIOBHLIHM, KOETO 1a NOBHIIM TOKCHYHOCTTA

MY.

(DeHHUTOUH

[Ipn eaHoBpeMenHaTa ynotpeba Ha GEHNTOUH ¢ AUKNIO(EHAK Ce NPenopbuBa MOHUTOPHPAHE HA MIA3MEHHTE
KOHLEHTpaLU{ Ha PEHHTOMH Nopaay OYaKBaHATa MMOBHILIEHA EKCIO3ZHIIMA Ha (PEHUTOMH.

4.6. ©@epTHIIHTET, OPEMEHHOCT, KbPpMeHe

XKenu ¢ JeTeponeH NoTeHLMAN

Hsama AAHHH, KOUTO la NMPEANOJIaraT HAKaKBH MpPENoORPbKH NMTPH XKEHH ¢ A€TEPOAEH MNMOTEHLIHA.

bpeMeHHOoCT

MMa HenocTarb4HO JaHHM 3a ynotpefara Ha auknodeHak NpH OpeMEHHH KEHH.
NpoCTarjiaHdqWHOBHS CHHTE3 MOXE Ja OKaxke oOpaTHM edekT BbpXy OpeMeHHOCTTa /

eMOpHoHa/Inoaa. JlaHHWTe OT enuaeMHONIOrMYHHUTE MPOYYBAHUA NIPEATIONAraT NoRu
CbpIACYHH MandopMalLMKW H racTpocxusa, ako B paHHa OpeMeHHocT ¢ npuffa



MPOCTAIIRHAUHOBHUA CHHTE3. AOCOMIOTHUAT PUCK 3a ChPAEHHO-CHIOBA ManGopMallus ce NMOBHINAaBa OT IO-
Mmaiko oT 1% po npubnusurenso 1,5%.

CyHTa ce, ue PUCKBT CE€ YBElIMYaBa ¢ J03aTa U NPOAB/DKUTETHOCTTa Ha NpueMa. B OnUTH Ha HBOTHM &
YCTAHOBEHO, 4Y€ TMNpUNaraHeTo Ha UHXUOUTOp Ha nNpocrarJaHIMHOBMA CHUHTE3 BOOM A0 Ipe- M
[MOCTUMIUTAHTALIHOHH2 3aryfba ¥ eMOpHoQETANEH IETAIUTET.

B nonbaHeHue ce chobllapa 3a NOBHILEHA YECTOTA HA pa3IU4HU MandopMallH, BKITKOYHTENHO ChPASHHO-
CBOOBH, NpPU JKUBOTHHTE, IOJNY4YaBald HWHXHOMTOPp Ha nNpOCTarNaHIMHOBUS CHHTE3 B NEPHOAA Ha
opraHorenesata. Ot 20-ata cegMuLa OoT OPEeMEHHOCTTa HaTaTbK yrnotpebarta Ha AukiodeHaK Moxe aa
MPHYHHH OJHIOXHAPAMHHOH, IbJKALL Ce Ha HapylLleHHe Ha 6bbpeunaTta GyHKUMA Ha deTyca. ToBa moxe Aa
CE MOABM CKOPO Clell 3aNO4YBaHE Ha JICYEHHETO U OOHKHOBEHO e o0paTMMO NpH NpekpaTseaHe My. B
JOMbJIHEHHE, HMa CbODIUCHHA 3a CTECHABAHE Ha ductus arteriosus cnej JieYeHHe Mpe3 BTOPHS TPUMECTHP,
MOBEYETO OT KOHTO OT3BYHABAT CNel MpeKparaBaHe Ha neueHHeTo. CnenoBaTrenHo, Mpes MbPBHS H BTOPUS
TPHMECTbp Ha OpeMeHHOCTTa AHKNo(EeHaK He TpAOBa na ce NpHeMa O¢BeH aKo He € KpaiiHO HANIOXKHTEIHO H
CaMO aKO OYaKBAHWTE MOJI3M 33 MaliKaTa HaJBHINABAT PUCKOBETE 3a rioaa. AKo JHKI0deHaK ce TpueMa OT
XEHA, KOATO LIEJIEHACOUYECHO HCKa Ja 3abpeMeHee WK ¢ OpeMeHHa B MbPBUA MW BTOPHS TPUMECTBD, L034Ta
TpsbBa na € BB3MOXKHO Hali-HUCKAa M TNPOJBIDKHTEIHOCTTa Ha TpHeMa Bb3MOXHO Hai-kpatbk. Cien
€KCITO3ULIMA Ha OUKI0(EHaK B NPOAB/DKEHHE HA HAKOJIKO AHU OF 20-ara recTauMoHHa ceIMHMLA HATaThK
TpadBa Aa ce oOMHCIN aHTEHAaTAIHO TNIPOCeAABaHE 38 OJHIOXUAPAMHHOH M CTECHABAHE HA ductus arteriosus.
Yrnotpebata Ha AuKkiodeHak TpaOBa a ce MPeyCTaHOBH, aKO C€ YCTAaHOBH OJIMTOXHAPAMHHOH HIIH CTECHABAHE

Ha ductus arteriosus.

[Ipes TpeTnsa TpuMecTbp Ha OpeMEHHOCTTa NMPUEMBT HA BCEKH HHXHOMTOD Ha MPOCTArNMAHAMHOBHA CHHTER
MOXKE Jid M3JIOXKH I10/1a Ha:

- KapAHOMYJIMOHApHAa TOKCHYHOCT (NpEXIeBpPEeMEHHO CTecHsABaHe/3aTBapsAHe Ha ductus arteriosus MW
OenoapobHa XMAEPTOHMA);

- 6BOpeuHa qucPyHKUMS, KOSTO MOXke 1a nporpecupa o 6LO0pevHa HEJOCTATHYHOCT € OJIUrOXHAPOAMHKRO3a
(BX. no-rope);

Maijikara B Kpas Ha 6pEMeHHOCTTA M HOBOPOAEHOTO Ha:

- BB3MOXKHO YAB/DKABAHE HAa BPEMETO Ha KbpBEHE, AaHTHArPETaHTHHUAT €(PEKT MOXKE [a HACTBIMH JOPH NpH
MHOT'O HUCKM JI03H;

- HHXUOUpaHe Ha MAaTOYHHTE KOHTPAKLIMH, KOETO BOAH 10 3a0aBeH WY YI'BIIKEH POJIOB MPOLIEC.

Kakro u npu apyrure HCITIBC, nuknodenak e NpoTHBOINIOKA3aH NMpe3 TPETHA TPUMECTBD Ha OPEMEHHOCTTA.

KbpMeHe

[TonobHo Ha apyru HCIIBC puknodenak npeMuHaBa B MaHuUMHOTO MIIAKO B MAlNKU KofinuecTea. ETo 3aiio
JHMKIIOQeHAK He TpadBa [a ce lipuliara 10 BpeMe Ha KbpPMEHE, ¢ Lie)l [1a ce U3DeI'HaT HeXenaHare eeKTH BbpXY
KbpMa4eTo.

PepTUIUTET

Kaxro npu apyrd HCIIBC ynorpebara Ha nukiogeHnak MoXke a Moenuse GepTUNHTETA NPU XKEHH U 3aTOBA
He ¢e mpenopeuBa ynotpebara My NpH XeHH, onuTBaluu aa 3abpemeHear. [Ipu xeHH ¢ TpyaHOoCTH npH
3a0peMeHABAHE WIM TAKHBA, KOWTO MpOBEXIAT H3cNneaBaHMA 3a Oesmnonume, TpsbBa na obmucun

npeKpariBaHe Ha JICHCHUCTO C ,E[HKJ'quJEHaK.

4.7. EdexTH BBPXY cnocoOHOCTTA 32 modupane u padora ¢ MANIHHH
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IlpenopbuBa ce mauueHTH, CTpaJallld OT 3PHTESIHH HapyilleHHsd, Aa u3barear wodupane WuaH pabora ¢
MAaUIKHH.

4.8. HexxeaHH JeKapCTBEHH PeaAKHHH

Hexxenanure ieKkapCTBEHH peakLMH ca KIaCH(HLMPaHH 110 YECTOTa M N0 CHCTEMa-opraH-Kiac. YecToTara no
MedDRA otrosaps Ha: MHoro yectH (>1/10), uectn (>1/100 no <1/10), Hewectu (>1/1 000 no <1/100), peaku
(>1/10 000 oo < 1/1 000), mHorO peaku (<1/10 000), c HeU3BecTHA HECTOTa (OT HAJTHUHHTE AaHHH HEe MOXe

Aa Ob2e HanpaBeHa OLIEHKA).

Cnenunre HeXeNnaHW peakuMM ca cbhoOlIaBaHM 33 IMKIOGEHAK MIKEKUHOHEH PpasTBOp W/WIM APYrH
JIEKapCTBEHH (POPMH, KAKTO KpaTKOTpaHHa, Taka H NMPH Mo-NPOAB/IKHTENHO NeueHHe.

Nndexknnn u HudecTanun

MHoro peaku ADcLEeC Ha MACTOTO Ha HHDKEKTHpaHe

C HenzBecTHa YecToTa Hekpo3a Ha MACTOTO Ha HHXKEKTHPaHE
Hapymennsa Aa KPhBTA H THMQHATA CHCTEMA

MHoro peaku TpomGouuTONEeHN, IEBKOTIEHHS. aHEMMUA

(BKJTIOYHMTENTHO XEMOJIMTHYHA M arUiacTHYHA
aHEMH# ), arpaHyJIOLMTO3a

HapyimeHnng Ha HMYHHATA CHCTEMa

Penkwy CBpPBXUYBCTBUTETHOCT, AHADHIIAKTHYHH U
aHAUIAKTOMIHM peakUnH (BKIFOYHTENHO
XHUINOTOHHUSA H IIIOK)

MHoro peaxu AHrHoeaeM (BIUTIOYHTETHO OTOK Ha JIMLIETO)

IIcHXHYIHH HAPYIIEHHS

MHoro penku HesopueHTauua, renpecus, 6e3chHue,
KOLLIMapH, pa3ipasHUTETHOCT, ICHXOTHUHU
HapyUIEHHS

HapymeHnusa Ha HEPBHATA CHCTEMA

UecTH [ naBoboane, 3amMasHoCT

Penkwu CBHIMBOCT

MHoro penku [lapacTe3nsd, HapylIeHHa Ha TaMETTAa, MbPUOBE,

TPEBOXKHOCT, TPEMOP, aCENTHYEH MEHHHTUT,
IOUCTE€Y3HA, MO3BYHO-CHAOB HHLIMIEHT

Hapymenns Ha 0uHTe

MHoOro peiaku 3pUTENHO HapyluIeHHe, 3aMBIJIEHO 3PEHHE
HapymeHns Ha YX0TO H JabHpHHTA

YecTH Bepturo

MHoOro peiku THHHTYC, HapylIeH ciyx

CrpaeuHn HapylIeHHA

HeuecTu * MmuoxkapaeH uHpapkr, cbpaedHa

HEOCTATBYHOCT, O0OJIKA B I'bpAKTE, NNANNMUTALHH

CrnaoBH HAapyHIEeHES

MHoro peaxku | BackynuT, XHNIEPTOHHUS
PecnupaTopHH, rPhAHA H MeAHACTHHA/IHH HAPYHICHHSA

Penku AcCTMa, BKJI JUCITHES
MHoro peaxu MHEBMOHHUT

CTomMamHo-4peBHE HApYIIeHHS
Yectu ['aneHe, NoBpLLUaHE, JHADHS, I fﬁ‘ 2N

"w




I-'tl'l
T

- i. . r. R I ; ) . . a.l-.ll_al L L . : . ] L U r:- - 1‘%1 I_ v ,'-_.r:-'.-li': . '-"'IT .: I' ’ I . w. . N F 4
wr R . . %}f*#!ﬁgw A , o ' e L ] A . i.}l“g'lpwmw;%t - q: _ ‘ 1t ._1
N : Lo . i} EY |l' . ,.I 1 ”’ 1'. 4 -l-‘l - _,-:. . -.l- . .y 'y
w0 ) - t : " ' ' . . -

KopeMHa 00sKa, dhaaTyJeHUns, HamalleH afeTUT
Penxu ["acTpuT, KBpBEHE OT CTOMAWIHO-YPEBHHS TPAKT,
XeMaTeMe3a, KbpBaRa  JAWapusa,  MeJieHa,
CTOMALLHA MM YpeBHa 43ea (C WK He3 KspBeHe
WY nepdopaliys)

MHoro penxku Konut (BruitouuTeTHO XeMoparuyieH KOJIUT U
eK3alepbauua Ha yiauepo3eH KOMHT WIH Gonect
Ha KpoH), 3amek, CTOMATHT (BKJIFOUMTEIIHO
YNLEpO3eH CTOMATUT), TIIOCHT, HapywieHHS Ha

XpaHOMNpoBOJa, auadparManHo YpEBHO
3ab0/1ABaHe, DAaHKPEATUT

C HeH3BECTHA 4eCTOTA HcxeMuueH KoauT

XenaToHHJIHADHE HADYIICHHASA

YectH [loBHLIIEHH TpaHCAMHMHA3H

Penku X€enaTur, XbJTEHHIIa, YepHOAPOOHH
HApYLIEHHUA

MHoro peaky OynMHHaHTEeH XenaTHT, YepHOApoOHa HeKpo3a,
YepHOAPOOHA HEJOCTATBYHOCT

HHE}?IIIEIIHH Ha KOKATA H NOJAKOXKHATA THKAH

YectH O6pus
Penku YTpukapms
MHoro peaku bynoseH gepMarur, ek3eMa, epUTEMa,

MYJITR(QOpPMEHA EpHTEMA, CHHAPOM Ha Stevens-
Johnson, Tokcuuna envaepmanua Hekponuza
(cuHnpom Ha Lyell), ekconuatueeH nepmarur,
aJonenus, peakius Ha GOTOUYBCTBUTENICHOCT,
nypnypa, Henoch-Schonlein nypnypa, cspbex

C Heu3BeCTHA YecToTa DOukcHpaH nexapcTBeH oOpuB
I'enepanusupan OynozeH PUKCHpPaH 1IEKAPCTBEH
oOpHB

Hapyuiennsg Ha Ob0peniHTe H NHKOYHHTE NHTHINA

MHoro penku OcTtpa 6B6peuna HeJOCTaTEHYHOCT, XeMaTypHs4,

NPOTEHHYPHA, HEQPOTHUEH CUHAPOM,
TyOyNIOHHTCTULIMANIEH HEDPHT, OBOpeuHa
ManuWiapHa HeKpo3a

O6ms HApYIIeHHA HA MACTOT HA NPHJIQKEHHE
Yectn Peakuus Ha MACTOTO Ha MPHIIOKEHHE, DONKA B
MACTOTO Ha NPHIOKEHHEe, BbBbPAABAHE Ha
MACTOTO Ha NPUIOKEHHE

Penku OToK, HEKpO3a Ha MACTOTO Ha NPH/IOKEHHUE
C HEM3BECTHA YECTOTA Embolia cutis medicamentosa (cHHapom Ha
Hukonay)
¥ decTOTaTa OTPa3fiea JAHHH OT NPOABIDKUTENHO JEUEHUE C BUCOKH 103H, HAanpuMep 150 ml/
IOHEBHO,

OnHcaHue Ha H3OpaHu HEXKENaHHW NEKAPCTBEHH peaKliH

ATepoTpOMOOTHYEH HHIIUJEHT
JaHHWTE OT KIIMHWYHHTE MPOYYBAHHS K ENMHAEMHOJIOTHYHHTE AaHHU €IHAKBO COYAT KbM MOBHLIEH PHCK OT

apTepuasHi TPOMOOTHYHH CHOMTHA (HapUmep MUOKapIeH HHGAPKT MIIH HHCYJIHH), CBBP3
ynorpedara Ha OHUKIOQeHak, ocobeHo npu BUcoka J03a (150 Mr AHEBHO) W NPH MPOABII
(BK. TOuKH 4.3 1 4.4.)

CnollijapaHe HA NONO3UPAHH HEXKEeJaHH peaKliny
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Cpo01uaBaHeTO Ha NOJO3HPAHH HEKEJAHW peakUMW cliell paspellaBaHe 3a ynoTpeba Ha JeKapCTBEHUS
NPOAYKT € BakHO. ToBa no3posisBa Ja NMpOALDKH HaOMMIOJEHMETO Ha CHOTHOLUIEHHETO MNMOJ3a/pHCK 3a
JleKapCTBeHUs NPOAYKT. OT MEIHUMHCKHTE CNELIMATHCTH C€ M3MCKBA a2 ¢ho0llaBaT BCAKa NOAO3UpaHA
HEMXENaHa peakilvs Ype3 HaLMOHATHA CHCTEMA 3a chroluaBade, B M3mbnHuTEenHaTa areHuus o ekapcTeara
ya. Jaman I'pyes” Ne 8, 1303 Codus, Ten.: +35 928903417, yebcaiir: www.bda.bg

4.9, llpenozupane

CHUMIITOMH
[lpenosupaHeTo Ha IHKNO(PEHAK HAMA THIHYHA KIHHHYHA KapTuHa. [Ipeao3vpaHeTo MOKE.a NPHYHHM

CHMITTOMH KaTO NOBPbLIAHE, FACTPOHHTECTHHATHY KPBBOU3IIMBH, AHAPHA, 3aMagHOCT, THHHTYC WIH MbpUOBe,
B cnyyaii Ha 3HaYMTENHO OTpAaBSAHE Ca BB3MOXKHH OCTpa OBOpeYHa HENOCTATBUHOCT H YEPHOIAPOOHO

HapylleHHe.

TepalleBTHYHH MEDKH

OpnanasaHere Ha octpo otpaBsde ¢ HCIIBC, BxjirunTenHo OUKNO(PEHAK, C€ CbCTOM OCHOBHO OT
NOANBKALIM MEPKM H CUMIITOMATHUYHO JNeveHuwe. Iloaabpkalid MEpPKH H CHMIITOMATHYHO JIEYEHHE Ce
puaaraT NnpH YCIOXHEHHS KaTO XM MOT OHHA, OBGpeunHa HeAOCTaTBLYHOCT, I'bPYOBE, CTOMALLHO-YPEBHH
HapyLIeHHA H IUXaTelHa JeTIpecHs.

Crneunandn MepkH Kato QopcupaHa IHypesa, JHaIW3a MKW Xemonepdy3Hs BEPOATHO He MOMaraT NpH
enumuHnpane Ha HCTIBC, BkmouHTenHo v Ha auknodeHak, nopagd BHCOKATa CTENEH Ha CBbP3BaHE ¢
IIJIA3MEHHTE NPOTEHHH U €KCTEH3HBHUA METAa0OJIH3BM.

5. PAPMAKOJJIOTHYHH CBOUCTBA

5.1, ®apMaxkoAHHAMHYHH CBOHCTBA

PapmakoTepaneBTHYHa rpyna. HEeCTEPOMIHU TNPOTHBOBB3NATHTEIHH W MPOTHBOPEBMATHYHH CpPEACTERA,

NPOU3BOAHH Ha OLIETHATA KHCETHHA U CBbpP3aHH BEIIECTRA.
ATC kon: MO1ABOS

MexaHu3bM Ha JeicTBHe
HuxnogeHak e HeCTepOUIHO MPOTHBOBB3NATHTETHO H aHANINETUYHO CPEACTBO, 10KA3aJI0 CBOATa e(pHKACHOCT

npu 0OHYaHHO BB3NANEHNE MPH MOIEITH Ha )KHBOTHH Ype3 HHXHUOHLIMA Ha NpocTarjaHIuHOBAaTa OHOCHHTESA.
MuXxubupaHeTo Ha NPOCTAMNIAHAWHOBMA CHHTE3, NOKA3aH €KCIIEPUMEHTANIHO, CE CYMTA 3a OCHOBA HA
MEXaHH3Ma My Ha AercTBHe. [IpocTarnaninHuTe UrpasT BakHa ponsi B NPUYMHATA 32 Bb3NaJIeHUeTo, 60NKaTa
W NOBULIEHATa TEMIIEPATYpa.

JAuknodeHak HaTpui He TMOTHCKa in vifro CHHTE3a Ha MPOTEOrIMKAH B XPYWIAIA NPH KOHLEHTPALMH,

€KBHBAJIEHTHH Ha KOHLICHTpaLIMKHTE, HOCTUraHH MPH XOopa.

dapMakogHHaMUYHH ebeKTH

[1pyn pesmMaTH4HU 32b0NBaHNS IPOTUBORB3NATHTENHUTE H aHANTETHYHH CBOHCTBA HA AHKIOhEHAK BOAAT A0
KSHIHAUCH CCKT, KOATO €C XapaKTCpHIMpa CLC 3HAUKTCIIO 0G/ICKHABANE HA CHMUTOAMMTE KaTO GOKA 11pH
NMOKOH, NPH ABUKEHHE, CYTPEUIHA CKOBAHOCT M MOLYBAaHE HAa CTaBUTE, QYHKLIHOHAIIHO N0100peHHE.
YcTaHOBEHO € ChLLO, Ye AHKIodEeHaK NOKA3Ba 3HAUMTENEH aHaIreTH4eH edeKT npH 6oKa OT HepeBMaTHYEH
NpOM3X0/[, €PEKT, KOHTO HacTerBa cnen 15 go 30 MUHYTH.

Jviknogenak nokasea u 6naronpusTeH edekT NPU MUMPEHO3HH MPHCTHITH.

[lpu nmocTrpaBMaTM4YHY M NOCTONEPATHBHH BBLINAHTENHH CHCTOSHUA AHKodeHaK 6bp30 06IeKYaBa KakTo
CrIOHTaHHaTa 00/Ka, Taka M 0oJIKaTa MpH ABIKEHHE W HAMANTABA NMOJIYBaHETO M OTOKA Ha paHa

3HAYUTEIHO HAMaNABa HYXJaTa OT TiX.




JAnknogpeHak amrynu ca ocobeHo ynoOHM 3a MbPBOHAHANHO JIEYEHNE Ha Bb3NANUTENHH U AereHepaTHBHY
peBMAaTHYHU 3a00N1BaHHA, W Ha 00Je3HeHH CLCTOAHMSA, ABJDKAUIA C€ HA Bb3NaIEHHE OT HEpeBMaTH4eH

NPOHU3XO0.

S.2. PapMAKOKHHETHYHH CBOHCTBA

Abcopbums

Crie MHTPaMYCKYJTHO NpUIOXKEHHE Ha 75 mg aukiogeHak pesopbunaTa e vezabaBHa M CpeaHHTE TUIA3MEHH
KOHLEHTpaLMH 0T 2,5 Mukporpama/ml (8 micromol/1) ce aocturar cnen okono 20 Munyty. Pesopbupanoro
KOJTUYECTBO € B JIMHEITHa 3aBUCUMOCT OT 1034aTa. . |
Korato 75 mg InuknogeHak ce npunara Kato WHTpaBeHO3Ha MHQY3Msa 3a 2 4vaca, CpelHHTe TUia3MEeHH
KOHLEHTPaLUHH ca okono 1,9 Mukporpama/ml (5,9 micromol/1). Kpatkorpalinnre nudyzum Boast 1o no-
BHCOKH TIUTa3MEHH KOHLEHTPAalUMH, NMOKATO MO-ABArHTe HHQY3UH BOAAT A0 IUIATO KOHLIEHTPALMH,
NPONOPUHOHAIIHY HA CKOPOCTTa Ha BjMBaHe cineld 3 no 4 yaca. OOpaTHO, MpH WHTPaAMYCKYJTHA HEDKEKLHA,
CTOMAUIHO-YCTOMYHBH TabNETKH UM CYNO3HTOPHH, IUIa3MEHUTE KOHLIEHTpaUUH cnagat 0bp30 BeIHAra LoM
MaKCUMAJIHUTE HHUBA C€ NOCTHIHAT.

IInomwra noa kpusata KOHUeHTpauusa-speme (AUC) cnely MHTpaMYCKYJTHO MM HHTPaBEHO3HO APHIOKEHHE €
OKOJMIO ABa MBTH NO-rofAdAMa B CPaBHEHHE ¢ MEPOPAIIHOTO WM PEKTAITHOTO NPHIOKEHHE, 3aLIOTO OKOJIO
[10JIOBHHATA OT AKTHBHOTO BEILECTBO, NMPHETO NEPOPATHO WITH PEKTANTHO, ce MeTabonu3upa NpH MbPBOTO
npeMuHaBaHe nipes yepHus apob ("first pass” effect).

DapMaKOKHHETHYHOTO MOBEJEHHE He ce NMPOMEHA NP MHOTOKpaTHO npujoxeHve. He ce HaGmopapa

KYMYJIHPAHC NPH Clla3BdaHC Ha IIPCIOPBYUTEITHHUTE J030BH HHTEPBAJIH.

Pasnpenenenune

99,7% oT nuknogeHak ce CBbP3Ba C M1a3MEHUTE TPOTEMHH, OCHOBHO ¢ anbymus (99,4%). Ipusuaxust obeM
Ha pasnpefeneHHe ce u3uncassa Ha 0,12 1o 0,17 Vkg.

JVkno¢peHak NpOHUKBA B CHHOBHAITHATA TEYHOCT, KbJETO MAKCUMATHH KOHLUEHTPALIUH ce H3MepBaT 2-4 uaca
CJIeX JOCTHIraHE Ha MAaKCHMAJTHH NJIa3MEHH KOHLUEHTpaUuy. ENTHMHHALMOHHHUAT NONYKUBOT OT CHHOBUATHATA
TeYHOCT ¢ 3-6 yaca. /lpa uyaca crel NOCTHraHe HAa MaKCUMAJHM IUIa3MEHM HHMBA, KOHLIEHTpaLMHTE Ha
AKTHBHOTO BEILECTBO €A MO-BHCOKH B CHHOBUAJIHATA TEYHOCT OTKOJKOTO B IUTA3MAaTa U OCTABAT MO-BHCOKH 32

nepuoa ot 12 yaca.

buotpanchopManus
HuxnogeHak ce MeTabonu3npa OTYACTH Ype3 IrMIOKYPOHHpaHe Ha MHTAKTHATA MOJIEKYJia, HO OCHOBHO 4pe3

€HOKPaTHO H MHOTOKPATHO XHAPOKCIIHPAHE H METOKCHWIHUPaHE, BOAELIH 10 HAKONKO (heHONOBY MeTabonuTa
(3'-XHApOKCH-, 4-XHAPOKCH-, 5-XMIPOKCH-, 4',5-NUXUIPOKCH- M 3'-XMAPOKCH-4'-METOKCBAMKIOPEHAK),
FIOBEYETO OT KOHMTO CE€ MPEBpPhLUAT B I'MIOKYPOHOBH KoHroratd. /IBa or Te3n ¢eHonoBu MetabonutH ca
OHONOrMYHO aKTHBHH, HO B MHOTO TI0-MallKa CTENEeH OT JHKIo(hEHAK.

EnuMHHHpaHe
ToTamHUAT CHCTEMEH KIMPBHC Ha AMKIO(EHaK OT IasMmara € 263+56 ml/min (cpe SD). Kpaitnust

NONYXKUBOT B IiasMara € 1-2 yaca. Hetupu ot MetabonuruTe, BKIIO aKTMBHH, CBHLIO MMAT KbC IUIa3MeEH
nonyxusoT ot 1-3 vaca. Equn mertabonmur, 3'-MeToxCcHaMkNOMeHaK, UMa MHOrO MO-TbABI Mia3MeH
[OJYXKHBOT, HO TOH € NPAKTHYECKHY HEeaKTHBEH.

Oxono 60% oT mpunokenara 103a ce EKCKpeTHpaT B ypHHATa KATO MIIOKYPOHHM/IHH KOHIOTaTH Ha UHTAKTHATa
MOJIEKYN1a H KaTo METabOTHTH, MOBEYETO OT KOMTO €a ChIIo oA hopMara Ha MNIoKypoHUH. [To-Manko ot 1%
Ce EKCKPEeTHpaT KaTo HEMPOMEHEHO BeleCTBO. OcTananara 4acT OT A03aTa c€ eTMMHHMpPA KaTo MeTabonuTH

ype3s XJILUKATA BLB delieca.

OcobeHOCTH Ha NALUEHTHTE
Hsma chluecTBEHH Bb3pacTOBH Pa3iIMKU B pe3opbumaTa, MeTabonsMa WiH eTMMHHUpA 5

P ManbK OpoH NauMEHTH B cTapuecka BB3pacT 15 MHHYTHA MHTPaBeHO3HA MHODYIH
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IIpy mauMeHTH, cTpagaiy ot 6u6peuHa HEJOCTATEUHOCT, OT KHHETHKATA Ha €MHHYHA 033 He MOXeE N1a ce
HanpaBd M3BOJ 32 KyMyJIMpaHe Ha HENMPOMEHEHOTO BEWIECTBO NpH ob6HMuadiHa TepaneBTHYHA cxeMma. ITpu
KPEAaTHHUHOB KJIHMPBHC no-Manbk ot 10 ml/min, wu3uucneHWTe paBHOBECHHM ILUTa3MeHH HHMBA Ha
XHIPOKCHMETA0OIHTHTE Ca OKOJIO 4 ITbTH MO-BHCOKH OT HOpMaTa. Bbnpekn ToBa Hakpas MeTabONUTHTE ce
eTMMHHHPAT Npe3 KIBbUKATA.

[1py nauKeHTH ¢ XpOHHYEH XENaTHT WK KOMIIEHCHPaHa LIMpo3a, KHHeTHKaTa U MeTaboiu3Ma Ha auiutodeHak

ca CHUIMTE KAKTO NpH nauueHTure 0e3 yepHoapoOHO 3a0oaBakKe.

3.3. IIpeAKITHHHYHH AAHHH 32 0€30MACHOCT

[IpeNIKTHHUYHHTE JAHHK OT MMPOYYBAHMA HA TOKCHYHOCT NpPH €IHOKPATHO H MHOIOKPAaTHO MPHIOKEHUE,
KaKTO M NpOY4BaHHA Ha T€HOTOKCHYHOCT, MYTar¢HHOCT H KAHLIEPOreHHOCT HE NOKA3BaT ONACHOCT 3a Xopara
P H3M0J3BAHC Ha MpenopbyMTENIHa TepaneBTHYHa no03a. HaAMa nokasarencrso, ue auknodeHak MMa

TEPaTOr¢HEH NMOTEHUHAT MPH MHUILLIKH, MTBLXOBE HITH 3aHLIH.
JAuknopeHak HAMa BIHSHME BBPXy GEpPTHIMTETa Ha MabXoBe. [IpeHATATHOTO, NEpPUHATATHOTO |

NOCTHATANTHOTO PpA3BUTHE Ha NMNOKOJCHHUETO HE € 3aCCrHAToO.

6. DAPMALEBTHYHHN JAHHU

6.1. CnHCHLK HA NOMOIMBUTE BelleCTBA

[IponnneH rnmukon

beH3KMn0B aNnKoXon

EtaHon 96%

Harpues meTabucyndur (E223)
Harpuer xuapokcua

Boaa 3a nHxekUnU

6.2. HecBMeCTHMOCTH
He ca u3BecTHU

6.3. Cpok ra rognoct
3 roguHm.

6.4. Cnenmannu yc/IOBHSt HA ChXpAHEHHE
[Ipu Temnepatypa nog 25°C, Ha CyX0 H 3al[HTEHO OT CBETIHHA MACTO.
Ja ce cpxpaHsBa Ha MECTa HeAOCTBITHYU 3a Jelld.

6.5. lanHE 32 ONaKOBKATAa

Huxno®JIEKC 25 mg/ml mipkexunoHeH pasTBop € NocTaBeH B aMyJIM OT Ge3LBETHO HEYTPATHO CTHKIIO, THI
I, c BMecTiuMocT 5 ml. 10 Gpos amnynn ce moctaear B 6anctep or PVC donuo. Beexku Gnmctep (10 ammynn),
NPHAPYKEH C JHCTOBKA 34 MAI[MEHTA Ce NOCTABA B KAPTOHEHA KYTHS.

6.6. CniennaJIHe NpeaANa3HA MepKH NPH HIXBLPJIAHE H padoTa

Peaxyuu ng Macmomo ua unjcexmupane

ChoOLIeHH ca peakUMH Ha MACTOTO Ha MHXKEKTHpaHe Clel HHTPaMYCKYJHO MpPHIOKEHHEe Ha JuknodeHak,
BKJIIOUHMTEJTHO HEKPO3a Ha MACTOTO HA MHXKEKTHpPaHe U eMbonuda cutis medicamentosa, M3BECTHA CBHILO KATO
CHHAPOM Ha HHKoNay (0cobeHo ciea MHUMACHTHO NOAKOXKHO Npunokerue). [To Bpeme Ha Hgwr .m R
NpHJIOKEHHE Ha AHKNodeHak TpsaOBa aa ce chobpa3su W300p Ha MoIXOAALLa UrJla K 1a ce /
HHXKEKTUpaHe. S
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7. IIPUTEXKATEJI HA PASPEIIEHHETO 3A YIIOTPEBA
HJAHCOH-BI' OO/,

ya. "Oren Iancuit" Ne 26,

2400 rp. Panomup,

briarapus,
ten.: 02 451 93 00,
e-mail: office(@danhson.com

8. HOMEP HA PAZPEHIEHHMETO 3A YIIOTPEBA

PerucrpauuoHner Ne 20180004

9. JATA HA IIBPBOTO PA3PEHIABAHEIIONHOBABAHE HA PA3PEHIEHUETO 3A
YIIOTPEBA

Jarta na mepBo paspewasane: 03.01.2018 r.
Jlara Ha nocneaHo noaHoBsBaHe:; 19.12.2022 r.

10. IATA HA AKTYAJIN3ZUPAHE HA TEKCTA
asrycr, 2025 r.




