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1. MME HA JEKAPCTBEHHUSA ITPOIXYKT

2. KAYECTBEH H KOJIMMECTBEH ChCTAB
Bceska Tabnerka cpappxka 15 mg Menokcikam (meloxicam).

TIOMOIIIHH BEIRECTBA C M3BECTHO ACHCTRHUE:
Bcesaka tabnerka caaspxka 20,0 mg nakrosa.

3a ITEJIHHA CITHCHK HA NMOMOIIHMTE BEIIECTBa BHXKTE TOUKa 6.1.

3. JEKAPCTBEHA ®OPMA

Tabnerka.

CeeTnIOXKE/Ta, KPBITIa, AesAlla ce TableTka, eJHATa CTpaHa € U3IIBKHANA CBC CKOCEHH pBOoBe B
OTIIEYaTaAHO JIOrec Ha KOMMAHHKATA, a4 APYTaTa CTPAHA € ¢ ACAHTENHA YepTa OT ABETE CTPaHH Ha KOATO €
osHagcHo 77C/77C.

Tabnerkara Moe J1a ce pa3meTH Ha paBHH JO3M.

4. KJIHHAYHHN JAHHH
4.1 TepanesTRUIHH NOKAZAHHS

- KpartkocpouHo cHMIITOMATHUHO NeveHNe Ha 00OCTPAHMA HA OCTEOApTPHT.
- JABIrocpoyHo CHMITOMATHYHO JICYCHHE HA PEBMATORCH apPTPHT WiH aHKHIO3HPALL CIOHAHIIAT
- Mosannc TabneTky ca npeAHa3HAYEHH 33 BB3PACTHH H Jella Ha BB3pacT 16 roqHHH | moseye

4.2 [1o3MpOBKA H HAYTHH HA IPHJIOKEHHE

03 BKa4

OOmara fHeBHa J03a TpAOBa Xa ce MpHeMa eXHOKPATHO.

Hexenanute nexapcTBeHM peaKIHH MoraT Ja Obaar HaMaJleHd KarTo 3a KOHTPOJIHpaHe Ha
CHMIITOMHTE c¢ ynoTpeOsBa BE3IMOMKHO Hali-HMCKaTa e()eKTHBHAa 11033, 32 BB3MOXHO HaH-KpaTBK
nepuon or Bpeme (Bxk.Touka 4.4.). HyxnMre Ha nmauMeHTHTe OT CHMITTOMATHYHO JI€YEHHE H
TEPANEBTUYHHA OTTOBOP TPAOBA A C€ OLCHABAT NEPUHOAHYHO, OCOOEHO NPH NMALUEHTH C OCTCOAPTPHT.

- OGocTpanus Ha ocTeoapTpHT: 7,5 mg AxeBHO (MoaoBHH Tabnerka 15 mg)
AKo0 ¢ HeOOXOIHMO, TIPH JIMNCA Ha MOAOOpeHHe A03aTa MOXe Ja Obae mosrieHa 1o 15 mg
JHeBHO (eaHa TabneTka 15 mg)

- PeBmaTouzeH apTpuT, aHKWIO3Mpa cioHaunyT: 15 mg anesHo (eana Tabnetka 15 mg)
(BX. CBHLIO TOYKA ,,CHELHATTHM NOMY/IALMHK™ NO-A01TY)

B 3aBHCHMOCT OT TEpIIeBTHUHHA OTTOBOp, A03aTa MOXxe aa Obae HamaseHa 1o 7,5 mg 1
(nonosuH Tabnerka 15 mg).

MakcuMaiiHaTa npenopbuMTeIHA AHEBHA 1032 MEJIOKCHKAM € 15 mg 1 He 3aBHCH OT JIe
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dopma.

JA HE CE IIPEBUIIIABA JTO3ATA OT 15 mg JHEBHO.

CIIeIMaNHH NONYIa1AK

Hayuenmu 6 cmapuecka evzpacm (exc. movxa 5.2)

IlpenopbuBaHaTa xo3a 32 ABJITOCPOYHO JieYeHHE HA PeBMATOUAEH apTPHT M AHKIIO3HPAIll
CIIOHM/IHT TIPH MALMEHTH B CTApYECKa BB3PAcT € 7,5 mg JHeBHO (Bxk ChIo ToukH 4.2 , JlalueHTH C
NOBHIIEH PHCK OT HEXXENaHW peaKiMH’ H Touka 4.4).

Hayuenmu ¢ nosuuien puck om Hexdcerany peaxyun (6xc. mouxa 4.4)

Ilpn nanMeHTH ¢ MOBHIIEH PHCK OT HEXXENAaHH pPeaKlMH, Hanp. aHAMHE3a 33 CTOMAITHO-YPEBHO
3a0o/sBaHe WIH ¢ pHCKOBH )akTOPH 3a ChpAeYHO-CHAOBO 3a00NaBaHe, JieueHHeTo TpsAbBa Aa ce
3aM0YHE ¢ 7034 0T 7,5 mg HEBHO.

bvbpeuno yspescoane (sxc. moyka 5.2.)

ToBa nexkapcTBO € NPOTHBONOKA3aHO NMpH NALMEHTH ¢ Texkka OpOpedHa HeNoCTaThYHOCT, KOMTO He ¢a
Ha Auasnusa (Bx. Touka 4.3).

[1Ipy naimeHTH B KpacH cTaaui Ha OBOpeYHA HEOOCTATHLYHOCT, NOATOKEHH Ha XEeMOAHAIH3a, [03aTa
He Tpa0Ba Ja mpepuIlaBa 7,5 mg JHEBHO.

[Ipy nawyeHTH C JIeK0 A0 yMepeHo OBOpeuHo YBpexXaaHe HE C€ Hajlara HaMajlABaHe Ha no3ara (T.e
NaLHEHTH ¢ KPEaTHHHHOB KIHPBHC Haj 25 ml/min).

Yeprnodpobuo yspexcoane (6ac. mouxa 3.2.)
He ce Hajara HamangBaHe Ha O03aTa MPH NALHEHTH ¢ JIekO 0 YMEPEHO YepHoapoOHO yBpexaane. (3a
NAalHEHTH CbC CWIHO HapylleHa uyepHoApoOHa GyHKLMA, BIKTE TOUKa 4.3).

Heouampuuna nonynayun
Mosamic 15 mg TabneTku ca npoTHBOMOKA3aHH MPH Jela ¥ FOHOMH 1107 16 roguHH (BXK. To4ka 4.3).

Jlo3HpOoBKaTa MpH IOHOIIH Ha BB3PAcT Haf 16 roqMHH € ChlIaTa, KaTo MMPH Bh3PacTHH.

Hayny Ha NpUNOKCHHE
3a nepopanHo MPHIOKEHHE.

Moeanuc 15 mg Tabnerku TpadBa na ce MONIBIAT ¢ BOAA HITH ApYTa TEYHOCT, MO BpeMe Ha XpaHeHe.
4,3 IIporHBONOKA3AHHSA

To3m nexkapcTBEH NPOAYKT € TIPOTHBONOKA3aH B CJICAHUTE CHTYALIAH:

-  CBpPBXYYBCTBHTEJIHOCT KM AKTHBHOTO BELIECTBO WIH KbM HAKOE OT NOMOIIHHTE BEIECTBA,
H30poeHM B Touka 6.1;

- Tperu TpumecTsp Ha OpeMeHHOCTTA (BXK. TOUKa 4.6 ,, DepTHNATET, OPEMEHHOCT H KBPMEHE™ );

- Jeua n 1osommM noa 16 rogunn;

- CBPBXYYBCTBHTEIHOCT KBM BEIECTBA ¢ MOA0OHO AeficTBHE, HANP. HECTEPOUIAHH
npoTuBoBb3nanuTeNsy cpeacrea (HCTIBC), aneruncanmumnosa kucennHa, MeToKCHKaM He
TpAOBa Aa Obae npunaraH NpH NaHEHTH ¢ U3SBEHH CHMITTOMH Ha acTMa, HA3aJIHH MOJIMITH,
AHTHOEIEM HJIM YPTHKApPHA, ClleJi NpACM Ha alleTHICATHIIUIOBa kucemuna Wik apyri HCIIBC,
NOpaaH PHUCK OT MOABA HA KPBCTOCAHA CBPBXYYBCTBHTEITHOCT;

- AHaMHe3a 33 racTPO-HHTECTHHAIHO KBPBEHE WIH Niepdopaliii, CEbP3aHK ¢ MPEIHIIHO JIeUe
HCIIBC,

- AKTHBHA WTH aHAMHE3a 3a MOBTApAINA CE MENTHYHA A3BA/XEMOparus (/jsa WIH MOBE
eMHU30/a ¢ JOKa3aHa A3Ba WIH KBPBEHE);

- CuinHo HapymeHa YepHoapoOHa GyHKuus;
- Texxa 6p0pevna HeAOCTATHYHOCT O€3 AHATH3A;
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- I'acTpo-HHTECTHHA/HO KbpBeHe, AHAMHE3A 32 MO3LYHO-CHAOBO KEPBEHE WIH APYIrH HapyllEHHY,
CBBP3aHH C KBPBEHE;

- IlepuonepatHBHa Oonka cien aopro-KopoHapeH Oaiinac;

-  Texka cppleuyHa HEAOCTATHLUYHOCT;

- Penkw HacnaenacTBeHH 3aboygBaHUA, KOMTO MOXKE Na C€ HECHBMECTMMH ¢ HAKOE OT MOMONIHHTE

BelecTna (B, TouKa 4.4 ,,CrienyallHy NpeaynpeXIeHKs H TPEANAa3HH MEPKH ITpH yRnoTpeba™);
4.4 Cpenmainm npeayupekIcHRA H NpeANa3HH MEPKH NPH ynorpeba

Hexenanure NeKapcTBEHH peakMy MOTaT Ja ObJaT HaMaIeHH, KaTo 3a KOHTPOJIHpaHe Ha
CHMITTOMHTE c€ YNoTpedsiBa Bb3MOXKHO Hall-HHCKaTa eeKTHBHA 1034, 38 BE3MOXHO HAH-KPaThK CPOK
OT BpeMe (B¥k.TOYKa 4.2 ¥ raCTPOMHTECTHHAIHH H ChPACHHOCHAOBH PHCKOBE, NO-A0MY).

[IpenopruBaHaTa MakCHMalIHa AHEBHA J03a He TPAOBa Aa ce MPECBHIIABA B CIy4ail HA HENOCTAThUEH
TepaneBTHYEH €QEKT ¥ He TpabBa na ce nodaea gomwHHTenHo HCIIBC KBM NeueHHETO, THH KATO
TOBA MOXKeE /13 MOBHIIU TOKCWYHOCTTA, AOKATO TCPANCBTHYHO NPEHMYLISCTBO HE € JOKa3aHO.
EanoBpemennara ynorpeba Ha MenokcrkaM ¢ HCIIBC, BKIIOYHTENHO MKIOOKCHT€HA3a-2
CEJICKTUBHH HHXHOMTOPH, TpabBa 1a ce H304rBa.

MenokcukaM He € NOOXOANH] 33 JIEYSHHETO Ha NMALHEHTH, HYXK/Iaellly ce OT 00JIeKIeHHe Ha OCTpa
6onka.

KiinHMYHaTa nosasa oT fiedeHreTo TA0Ba Ja ce MpeocMHCIIH MPH JIMTIcaTa Ha oAo0peRHe Cel
HAKOJIKO JTHH.

[Ipu aHaMHe3a 3a €30(aruT, racTpHT W/HIH racTpOMHTECTHHAIHA S3Ba TpLOBa Aa c€ OCHIYPH TAXHOTO
HAITBTHO H3JIEKYBAHE NpeaM 3aro4YBaHe Ha JeueHue ¢ MeJoKkcHKaM. [lepuoauuno Tpabera 1a ce crien
33 Bb3MOXKHO BE300OHOBsBaHE MPH TAIHEHTH, ICKYBAHH ¢ MEJIOKCHKAM, UMally noacOHa aHaMHe3a.

I"acTpOMHTeCTHHANIHH eeKTH
Kakro n npu apyrure HCIIBC, racrpounrectunano (I'H) kppBeHe, 138a Win nepdopauus, KOMTO
MOXeE J1a ca (paTATHH, MOT'aT Aa ce MPOSBAT BB BCEKH MOMEHT OT JIeUeHHeTo, ¢ WiH 0e3

OpCAyNPCANTEIHNA CHMITTOMH, WK NPeALeCTBAI0 CEPHO3HO raCTPOHMHTCCTHHANHO HAPYLICHHE.

PLCKBT OT racTpO-HHTECTHHANIHO KBPRCHE, A3Ba HIIH Nepdopaiis ¢ NOBHINABA ¢ YBEIHYBaHe Ha
nosara Ha HCIIBC, npn nauueHTH ¢ aHaMHe3a 3a 1383, 0COEHO aKO € YCII0KHEHA OT XeMOparuia WiH
nepgopatua (BX. TOUKa 4.3), KAKTO M IPH 0-Bb3PacTHH NALMEHTH. Te3H DALMEHTH TpABa Aa
3ari0qHAT JICYeHHE ¢ Hali-HUCKaTa BE3MOXKHA J03a. EJHOBpeMEHHO JeYCHHE ¢ NMpena3sHi CpelcTBa
(Hamp. MU30MPOCTON WM HHXHOHTOPH HA MPOTOHHATA MoMNa) TpA0Ba Aa ce oOMUCTH npH NOTOOHH
NalHEeHTH, KaKTO U MPH MalHEeHTH, HYKIACLIH Ce OT AHOBPEMEHHO JICYECHHE ¢ HHCKH AO03H
aLICTHICATHITOBA KHCEJIHHA, HWIH APYTH JICKAPCTBA, ¢ BEPOSTHOCT Aa MOBMINAT
racCTPOMHTECTHHAIHHA PHCK (BiK. H To4ka 4.5 no-zony).

[TaumeHTH ¢ aHAMHE3a 33 raCTPOMHTECTHHATHA TOKCHYHOCT, 0COOSHO NALMEHTH B CTPUYECKA BB3PACT,
TpadBa Ja chOOILABAT 3a BCAKAKBH HeoOHUYaliHKH abnoMuHaIHM cHMITTOMH (no-cnienuando I'H
KbpBEHE), 0cOOCHO B HauamHaTa (a3a Ha IeUeHHETO.

Ilpy nauMeHTH, €AHOBPEMEHHO NPHEMALIH JICKAPCTBA, KOHTO MOIAT 43 YBEJIHYAT PHCKA OT A3Ba HJIH
KbpBEHE, KaTO XEMapHH 3a TepaneBTHYHO JISYeHHUE WIH NMPHIATAH B FCPHATPUSTA, AHTHKOATYJIAHTH
KaTo Bapdapur, WIK NPYTH HECTEPOHAHH MMPOTHBORBLINANKWTEIHMN CPCACTER, BKIIOUMTEHO H
alleTWICATHIIWIOBA KHCEHHA, PHIaraHa B o3 > 500 mg KaTo eTHOKPaTeH NMPHEM HITH 2 3¢, KaTo
obma AHeBHA 103a, HE Ce MpenophuBa KOMOHHHpaHe ¢ MEOKCHKAM (BXK. To4Ka 4.5).

[Tpu nosra Ha raCTPOHHTECTHHANHO KbPBEHE HIIM A3Ba NPH MALMEHTH, IPHEMAIIH MEJIOKCHKAM// &0~ 4
neucHreTo Tpabea Aa 6bae cnpsHo. /AT [l



HCIIBC TpabBa aa ce JaBaT ¢ noBHIeHO BHUMaHKE HA TIALMCHTH ¢ aHaMmHesa 3a ['H 3abonapanns
(ynueposeH Koaut, Sonect Ha Kpon), Teil KaTo BE3NANEHHETO TIPH TE€3H ChCTOAHNA MOXKE 113 CE
aKTHBHpa (BXK. TOUKa 4.8 — HeXKeNaHH peaKiHi),

CHpaedHo-ChIOBH H MO3BYHOCHIOBH eEKTH

Heobxomumo e za ce ocHTypAT moaxoAdino HabmoneHwe W CHBET 3a NAIlHEHTH C aHaMHe3a 3a
XHIIEPTOHMA H/WAH JieKa 0 yMEPeHa 3aCTOHHA Chpe4YHa HeAOCTATHYHOCT, Thil KATO MMa ChOOILEHHS
33 OTOLH M 3aXbp/KaHe HA TEHHOCTH, cBbp3aHH ¢ neucuueto ¢ HCIIBC.

IlpenopeuBa ¢e KIHHHYHO HaOmoASHHE HA KPBBHOTO HAISMIAHE MPH MALEHTH B PHCK, NPEaH
JICYEHHETO U OCOOCHO TPH 3alI04BAHE HA JICUESHHE ¢ MEJJOKCHKAM.

KnuHuyuy npoyyBaHus B eMHASMHONIOTHYHE JaHHH NOKa3Bart, 4e ynorpedbara Ha HgkoH HCIIBC,
BKJIFOMHTETHO MEJIOKCHKAM (0CO0GEHO BbB BHCOKH 03U H IPH MPOTBBKHTENHO MPHIOKECHHE ), MOKE
na ObJie CRbp3aHa C JIEKO MOBHLISH PHCK OT apTepHaIHK TPOMOOTHYHH CHOHTHA (HaNpHMEp
MHOKapeH HHGAPKT WK HHCYIT). Hama HocTaThyHO JaHHH, 3a a3 ¢ M3K/TFOYH TaKbB PHCK NPH
METOKCHKaM.

ITalHeHTH ¢ HEKOHTPOIMpPaHa XHIIEPTOHHS, 3aCTOHHA ChpAEcYHa HEAOCTATEYHOCT, YCTAHOBEHA
HCXEeMHYHa 00JiecT Ha ChpLETO, 3abongBaHe Ha nepudepHHTE ApTEPHH H/HIH MO3BUROCHA0BA HoJIeCT
TpAOBa J3a ce IeKyBaT ¢ MENIOKCHKAM CaMo Cliel BHHMATENTHO oOMHCsHe. TakoBa oOMuciisiHe TpaOBa
J1a C€ NPaBH Npe/H 3aN0YBaHe Ha ABJITOCPOYHO JIEYCHHE Ha NAlMEHTH ¢ PHCKOBH (pakTOpH 3a
CBhPACYHOCHAOBH CHOHMTHA (HANp. XHMEPTOHHA, XUIIEPITHITHACMHUA, 3aXapeH JHA0ET, TIOTIOHOMYIICHE).

Ko)xHH peakimu

Cro0imara ce 3a )HBOTO3aCcTpaINABALM KOKHH peaki[MH KaTo CHHAPOM Ha Stevens-Johnson (SJS) u
TOKCHYHA enuaepManHa Hexpoausa (TEN) npu ynorpeba Ha menokcukam. Heobxonumo ¢
NalMeHTHTe Na OBAAT NpeaynpeacHy 3a NPU3HALMTE H CHMITTOMHTE 1 BHHMAaTeJIHO Ha0MmoNaBaHu 3a
NoABaTa Ha TAKMBA KOKHH peakUiH. PUCKBET OT nodea Ha CHHAPOM Ha Stevens-Johnson HAM TOKCHYHA
eNHAEPMAIHA HEKPO/IH3a € Hall-BHCOK TIPE€3 ITBPBHTE CEAMELIM OT JICYEHHETO. AKO ¢a HAJIMIIE
CHMITTOMH H/TH TIPH3HALH Ha TOKCHYHA €ITHACPMalHa HEKpOJik3a WIIH CHHAPOM Ha Stevens-Johnson
(Hanp. mporpecHpalll KOXKEH 00pUB, 9€CTO C MEXYPH WIH MYKO3HH JIE3HH), JICUCHHETO ¢ MENIOKCHKaM
TpaOBa na ce npeycranoeu. Haii-noGpu pe3yNTaTH B OBNaBAHETO HA CHHAPOM Ha Stevens-Johnson
H TOKCHYH3 €MHJICPMalTHa HEKPOJIH3a ¢a HAMMIIE NPH PAHHOTO JHArHOCTHUHpaHe u He3a0aBHO
NMpeKpaTABAHE HAa BCAKO NMOJO3IHPAHO JIEKApPCTBO. PaHHOTO cnHpaHe Ha JIEYEHHETO € CBBP3aHo ¢ Mo-
noOpa NporHo3a. AKO NALMEHTHT pa3BHe CHHAPOM Ha Stevens-Johnson Him TOkCHUYHa enHMaepMaliHa
HEKPONIW3a [0 BpeMe Ha NpHEMa Ha MEJIOKCHKAM, TO3M JICKapCTBEH NIPOAYKT He TpaGra 1a ce npuara
OTHOBO HA TO3H NMALMECHT.

HMa crobmenns 3a cmyyan Ha QHKcHpaHa nekapcTBeHa epymiuA (fixed drug eruption, FDE) npu
NnpHeM Ha MeoKcHkaM. MenokcukaM He TpAOBa Aa ce npHiara OTHOBO [IPH NALHEHTH C AHAMHE3a 34
FDE, cepp3ana ¢ MenokcHKaM. Br3MOKHO € 1a BE3HHKHE KPhCTOCAHA PEAKTHBHOCT ¢ APYTH
OKCHKAMH.

IapameTpu Ha uepHONpoOHa 1 6E0peuHa GpyHKUHA

Kakro npu noeeuero HCIIBC, paako ca cro0luaBaHM NOBHIIEHN HHBA Ha CEPYMHHTE TPAHCAMHHA3H,
NOBHINABAHE Ha CEPYMEH OWIMpYOMH WIH ApYTH mapaMeTpH Ha 4epHOApoOHaTa (QYHKUHMA, KAKTO H
YBEIMYABAHE HA CEPYMHHMA KpPEaTMHHMH, H a30Ta OT ypesTa B KpBBTa, W JpPYyrH 1abOpaTOpHH
Hapymennd. B noeeuero ciyyam Topa ca OWIH He3HAUMTENIHH M NPEXONHH TOBHIUCHHA HAJ
HOPMATHHTE CTOHHOCTH. AKO MPOMEHHTE €4 3HAYMTEHH HIH NMOCTOSHHM, JICUCHHETO C MEJIOKCHKaM
TpsAOBa na 6be MpeKecHaTo | Aa OBAAT NMPOBEAECHH CHOTBETHUTE H3CTIEABAHMA.

DyHKIHOHATHA OBOpeUHa HEIOCTATHYHOCT

IlocpenacTeom nHxuGHpane Ha BazoauAaTHpaLHA edekT Ha GEOPEYHHTE MpOCTarJIaHAHHH,
MOTraT Jia Npeau3BUKaT GpyHKUHOHaNHA OEOpeYHa HeIOCTATHYHOCT YPe3 HaManaBaHe Ha
rnomepy/iHaTa Quiarpanms. TosH HexenaH eeKT e 1030-3aeiucaM. B HaganoTo Ha eve
CJICH YBEJIMYABAHE Ha J03aTa ce MPenopBYBa BHHMATEIHO MOHHTOPHPaHe Ba Ge0peuH
BKJTIOYHTETHO o6eMa Ha AMype3aTa, NpH NALKMCHTH ChC CACAHHTE PUCKOBH (aKTOPH:




¢ [lanueHTH B CTApUECKA BB3PACT
¢ ChnpTeTBAllO Ae4YeHHe ¢ ekapeTea, karo ACE nHxuburopu, anrunoreHsnH Il aHrarosucTy,

CapTaHH, NHYpeTHIM (BX. Touka 4.5. B3auMoaelicTBUe ¢ APYTH JEKapCTBEHH MPOAYKTH ¥ APYTH
({hopMH Ha B3aHMoOaeiicTBHE)

XunoponeMus (C pazNMueH [IPOHIXON)

3acTofiHa chpAcYHa JeitHocT

brOpeuHa HEAOCTATEYHOCT

HegpoTuuen cuHApoM

Jlynycna HedponaTus

Texka yepHoapoOHa nucdyukLus (cepymen anbymun <25 g/l win Child-Pugh score >10)

B penxn cimydan HCIIBC MoraT a npHuMHST MATEPCTHLIHAIIEH HepUT, IMTIOMEPYIOHEPPHT,
61nOpeuHa MenynapHa HEKpo3a Wik He(ppOTHUEH CHHAPOM.

Jlo3aTa MEJIOKCHKaM MPH MALMEHTH ¢ KpaeH cTaaui Ha Op0peuHa HemoCTATHYHOCT, MMOAJIOKECHH Ha
XeMOAHANA3a, He TpAlBa Ja HaaBuIIaea 7,5 mg. Ilpu nauueHTH ¢ 1eKo A0 cpenHo OuOpednHo
HapylIICHHE HE C¢ Haiara HaMaisBaHe Ha 103aTa (Hanp. NaHeHTH ¢ KPEaTHHHHOB KIIHPBHC NMO-BHCOK
ot 25 ml/min), ‘

3aAbpiKaHe Ha HATPUM, KaIHiA W BOAIA.
[Tpyn npunoxenne Ha HCTIBC e BE3MOKHO Bh3HHKBAHE HA 3aJIPHXKKa HA HATPHNA, KAIMH H BOJA, KaKTO

H B3aHMOJICHCTBHAE C HATPHYpEeTHUYHHA ¢(eKT Ha auyperHuuTe. OCBEH TOBa, MOXKE J1a Ce IOIBH
NOHIDKaBAHE HA aHTHXHMINEPTEH3UBHAA ¢(EKT HAa AHTHXHIEPTCH3HBHATE JIeKapcTBa. I1pu nogatiuex
NAUHEHTH BEPOATHHA PEIYATAT € 3axbafodarate UK o0ocTpaHe Ha ChPACUNa HEAOCTATHUYHOCT,

XHIIEPTOHHUA WIH eaeM. 3a PHCKOBH MALMEHTH ¢e NPEnophYBa KIHHHYHO MOHHTOPHPAHE (BXK. TOUKH
4.2 n4.3).

XHIepkanueMus
XunepkamueMHaTa MOXKe Aa ce OnaronpHATCTaa Npy GOMTHH OT JHA0ET WiIH NpH CBIIPOBOXKAAINA

TepanHs, BoJella A0 MOBUIICHH HHBA Ha Kajiuil (Bk. Touka 4.5). B TakuBa cimyuau Tpsa6Ba na ce
H3BPbpHIBA PENOBHO MOHHTOPHPAHE HA HHBATAa Ha Kaauil.

KomOHuHa1ms ¢ nemerpexcen
[IpH nanmenTy ¢ Neko I0 YMEpeHO OBOpedHO YBpeKaaHe, MPHEMAILH [IEMETPEKCED, MEJIOKCHKAM

TpsOBa Aa ObJie NpeKBCHAT HAK-MaIKo 3a IEPHOM OT 5 THH NpeaH NPHIOKEHHETO MY, B IEHS Ha
NPWIOKEHHETO H 2 JHH ClIeN MPHIOKEHHETO Ha NeMeTpeKcel (BXK. Touka 4.5).

Jpyzu npeoynpexcoenun u npeona3nu Mepru

IareHTH B cTapyecka Bb3pacT, c1abH WM HEMOLIHH NNAIHECHTH, OOHKHOBEHO NOHACAT HEXENAHH
NEeKAPCTBEHH PEAKLMH NO-TPYAHO M TakuBa GONTHY TpAOGBa na 6b1aT BHHMAaTenHO HaOII0JaBaHH.
Kakro H nipu apyrure HCIIBC, nexapcreeRMsT IpoaykT TpsOBa Aa ce NpHiIara BHHMATEIHO NPH
MALHEHTH B HaNpeAHa/la Bb3pacT, 3a KOMTO CHIECTBYBA NO-IOJIAMa BEPOATHOCT @ CTPAJAT OT
HapymeHus B 6n0peunara, YepHoApoOHa MM chpaeyHa ¢yHkuuA. [Ipy nanueHTHTE B CTapYECKa
BB3PACT HEXKeJlaHuTe ieKkapeTBeHH peakiiii Ha HCIIB Morar Aa 6bAaT 11o-4ecTH, 0COOEHO racTpo-
HHTECTHHAJIHO KEPBEHE H nepdopaliis, KOUTO MOraT a ObAaT daranHu (Bx.Touka 4.2).

Menokcukam, kakto ¥ apyrure HCIIBC, mMoxke aa Mackdpa CHMIITOMHTE Ha Be€4€ ChHIIECTBYBAIO
uHeKIHO3HO 3a00N9BaHe.

KOKTO [IPaBAT ONWTH Aa 3aueHat. [0 Tasn npHYmia npy KeHHWTe, KOWTO MMAaT 3aTpyAHeHHS Aa
3a6peMEHEAT HIIH TIPOBEKAAT H3CJIEABAHMA 32 cTepuiMTeT TpA0GBa Aa ce mpexpaTtH ynorpeba
MEJIOKCHKAM (BXK. TOUKa 4.06).




Mogannc Tabnerku 15 mg crabpxar Jakro3a. [launeHTHTE ¢ peNKHUTE HACHEACTBCHH POONEMH KAaTO
HEMOHOCHMOCT KEM FajiakTo3a, ITHIEH-IAKTA3¢H AeOUIMT WIH ITIIOK030-TAIaKTo3Ha Manabcopduus He
TpsAOBa a NpHAEMaT TORA JIEKAPCTRO.

Tosa nekapcTBO CHOBbpP3ka mo-Manko or 1 mmol Hatphii (23 mg) Ha Tabnerka, T.e. MOXKE Aa €€ Kaxke,
Y€ NPAKTHIECKH HEe CHABPIKAE HATPHH.

4.5 BsaamopedicTBHE ¢ APYTAH JIeKAPCTBEHH OPOAYKTH H APYTrH QOPpMH HA B3auMoaelcTBHE

PHCKOBE, CBLP3aHH ¢ XHIIEPKAIUEMHS
OnpeaeneHy JCKapCTBEHH NPOAYKTH HJIH TEPATICBTHYHH I'PYITH MOTaT Aa NpeaH3BHKAT

XHMEPKATMEMHS: KAITMEBH COJTH, KATHH-CHXPaHABAIH JHYPETHIIH, HHXHOHTOPH Ha AHMHOTCH3HH-
koHBepTHpalua exsum (ACE), anrnorensud 1l peuenTopEy aHTarOHHCTH, HECTEPOHAHH
NPOTHBOBB3NAIIHTENAHH CPeACTBa, (HHCKOMOJIEKYJTHH HIH HepaKiMOHHPaHH) XENapHHH,
LHKJIOCTIOPHH, TAKPOIHMYC H TPHMETOIIPHM.

BB3HHKBaHETO Ha XHIIEPKANHEMHA MOMKE Aa 3aBHCH OT HATHYHETO Ha B3aHMHOCBBP3aHH (QaKTOPH.
To3u prCK ce IOBHINABA KATO FOPENOCOYCHHUTE TEKAPCTBEHH MPOAYKTH C€ IMpHITaraT €IHOBPEMEHHO C
METIOKCHKAM.

POpaMKOITHHAMHYHH B3aHMOACHCTBHSA

Hpyau necmepouonu npomusosv3narumennu cpedocmea (HCIIBC) u ayemwicanuyunosa Kuceaunda
EnnoBpeMeHHOTO NpHiarase (BxK. Touka 4.4) ¢ APYTH HECTEPOHIAHH NPOTHBOBB3NANIHTETHH CPEACTEA,
BKJTIOYHMTEITHO alleTWICATHIMIORA KHCENHHA, NpWiIarada B Ao3H 2 S00 mg karo eAHOKpaTeH IIPHEM
Win > 3g, KaTo 00la IHERHA 034, He Ce NPEenophYBa.

Kopmuxocmepouou( nanp. 2moxoxopmuxouou)
EanospeMeHHaTa ynoTpeda ¢ KOPTHKOCTEPOUAN M3UCKBA BHHMAHHE NMOPAJH MOBHIIEH PHCK OT
KbPBCHE HJIM FACTPOMHTECTHHAIIHA A3BA.

Aunmuroazyaaumu unu Xenapus

ChliecTByBa NOBHILIEH PHUCK OT KEPBEHE, NOPaaH MOTHCKAHE Ha (PYHKLMHTE Ha TPOMOOLIMTHTE U
YBpPEXKJAAHE HA JINTABKLIATA HA CTOMaxa ¥ AsananeceronpbeTuxa. HCIIBC morar na nopumar
e()eKTHTE Ha AaHTHKOAryJIaHTH, KaTo BapdapHH (BXK. Touka 4.4). EAHOBPEMEHHOTO NPHIOKEHHUE Ha
HCIIBC ¢ aHTHKoarynaHTH Wi XenapHH, NPHIATaH| B TEPHATPHATA, HIH NPH TEPaNeBTHYHU JO3H HE
ce npenopr4sa (BxK. Touka 4.4).

B octarammTe cilydan Ha ynotpeOa (Hamnp. mpodIIaKTHYHH JO3H) C XeMapHH € HeoOX0AHMO
BHUMAaHHE, TI0Pajii NOBHIIEH PHCK OT KbPBEHE.

Axo He MoKe a 6bAe U30ErHAaTO SAHOBPEMEHHOTO NMPEANHCBaHe HA TAKHBA JICKAPCTBEHK NPOAYKTH, ©
He0OXO0AUMO BHAMATE/IHO MOHHTOPHPAHE HA €¢)€KTHTE Ha AaHTHKOAI'YJIaHTHTE.

Tpombonumuyu u aumumpoMGomuuy 1exapcmed
IToBHUIBH PUCK OT KbpPBEHE, MOpPaAH MOTHCKaHe HA GYHKIMHATE HA TPOMOOLIMTHTE H YBPEXKAAHE HA
JIMraBHLIATA Ha CTOMaxa M ABaHAIeCETONPhCTHHKA.

Cenexmueru unxubumopu na obpamnomo 3axeawjane na cepomonuna (SSRIs)
[ToBuIneH pHCK OT racTpO-HHTECTHHAJIHO KBPBEHE.

Huypemuyu, ACE- wnxubumopu u anzuomen3sun-11 peyenmopru aumazonucmu
HCTIBC morat Aa noHwkar edekta Ha JUYPETHIUMTE H ApYruTe aHTHXHIIEPTEHIHBHH JIEKAPCTBE
NpoAyKTH. I1pH HAKOH MALMEHTH ¢ KOMITpOMeTHpaHa 0b0peuHa GYHKIMA (Hanp. ASXHAPATH]
MALMCHTH WIH NALHEHTH B CTAPYECKA BB3PACT C KOMIIpOMeTHpaHa 0bOpeuHa pyHKIH)
eaHoBpemMenHaTa ynorpeba ¢ ACE- nHxuOHTOpH WK anrHoTeH3HR-11 peuenTopHH anTaro
CpEACTBa, KOHTO MHXMOHMpAT HMKOJIOOKCHIEHAa3aTa MOXE Jia A0BeA€E 1O JOMKIHHTEIHO Bl
On6peuHaTa QyHKIHA, BKIIOYHTEIHO € Bb3MOMKHa ocTpa On6peuHa HEAOCTAThYHOCT, KO
oOuKHOBeHO ¢ obpatuMma. [opaau ToBa, NpH €AHOBPEMEHHOTO NPEANMCBaHE TpAOBa Ja ce
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0CO0EHO NMPH NALHEHTH B cTapyecKa Bb3pacT. [laimenTrre TpaOBa Aa ObAAT aNeKBaTHO XHAPATHPAHH
M Aa ce OOMMCIIH MOHMTOpHpaKe Ha TAXHaTa 61L0peuna QYHKIHA cliell 3a104BaHe Ha CHITETCTBAIIOTO
JIeYeHHE, U TOBA J1a NMPOTRDKH A ¢¢ H3BBPIIBA MEPHOAHYHO (BXK. TOUKa 4.4).

Apyau anmuxunepmensuenu cpedocmea (vanp. bema-broxepu) -
KakTo H 3a mocnegHure, MOXe na HaCTHIIM MOHIKABAHE Ha edeKTa Ha OeTta-6nokepure (nopaaH

MHXHOHpaHE Ha MpOCTar/IAaHANHNWTE, NPHYAHABAIIY Ba30/IHIATALIMA).

Huxubumopu na kanyunespun (Ranp. Yursl0CNOPUK, MAKPOAUMYC)

HCIIBC morat aa 6aaronpHarcTBaT HEPPOTOKCHYHOCTTA HA HHXHOMTOPHTE Ha KAJLMHEBPHH Ypes3
MENHATOPHHTE CH eeKTH BBpXY OBn0peyunuTe npocrarianauii. [Io BpemMe Ha KOMOHHHMPAHOTO
JNeueHHe TpAdBa Na ce u3Mepea 61LOpeunara dyHknus. [lpenopbyBa ce BHRMATENTHO MOHHTOPHPAHE Ha
61p6peynaTa QyHKUHA, 0COOCHO NPH NALHEHTH B CTAPYECKA BH3PACT.

Hepepacupoxc
EnHOBpEMEHHOTO MPHIOKEHHE Ha MEJIOKCHKAM ¢ AedepacHpoKc MOKe Ja MOBHIIH PHCKa OT
BB3HMKBRAHC Ha CTOMALHO-YPEBHH HEXenaHH peaxid, Heobxonumo € NOBHINCHO BHUMaHHE NPH

KOMOHHHPAHETO Ha TE3H JISKAPCTBEHH NPOIYKTH.

MdapMaxOKMHETHYHH B3auMoneiicTBua: edekT Ha METIOKCHKAM Bh APMAKOKHHETHKATA Ha M
JIEKAPCTBA.

Jlumu

CroOmaeano ¢, ye HCIIBC nosuinasar nuTHEBHTE IU1a3MEHM HHBA (ITOpaaM HaManeHnaTa Op0peuna
EKCKpeLATA Ha JINTHH ), KOWTO MOTaT Ja JOCTHIHAT TOKCHYHH ¢TOHHOCTH. He ce npenoppypa
exHOBpeMeHHaTa ynorpeba Ha nuThii ¢ HCTIBC (Bxk. Touka 4.4). Ako TakaBa KoMOHHalMA €
HATOXKHTEIHA, TPAOBA BHUMATEIHO Ja OBAAT MOHHTOPHPAHH JIHTHEBHTE ILTa3MCHHA KOHLICHTPALIHH
MPH 3an0YBaHEe Ha JICYCHHETO ¢ MEJIOKCHKAM, TIPH ONPEIcAsHe HA NO3HPOBKATa My M MpH
NpEeYCTAaHOBABAHE Ha JICYSHHETO € JICKAPCTBCHHA MPOIYKT.

Memompexcam

HCIIBC morar na Hamansat TyOyJHaTa CeKperys Ha METOTPEKCAT M M0 TO3H HAYHH Aa NOBHILAT
1a3MeHaTa My KOHUEHTpaiua. [lopaay Tazd OpHYHHA NPH NAIMEHTH Ha BUCOKM 03M METOTPLKCAT
(mapg 15 mg ceaAMHdHO) He ce MpenopbuBa eqHoBpeMeHHoTo npwiarade ¢ HCTIBC (Bx. Touka 4.4).
Tpabea za ce uma npexaeua prucka ot r3auMoaeiictee Mexay HCIIBC u MeroTpekcar H npH
NALHCHTH Ha HACKH JI03H METOTPEKCAT, OcOOSHO MPH Te3M ¢ HapylleHa 6b6peyna gpynkius. B
ciry4ait, ue € HeoOXoauMo KOMOHMHHPAHO JicueHHe, TpaOBa Aa ce npocaeassat Opos Ha KPEBHHTE
KIETKH H 6b0pednara pynkuma. OcobeHo BHHMaHHe ce H3nuckBa B cayuait ue HCIIBC u meToTpekcar
Ca MPHETH B paMKHMTE Ha 3 JHM KaTO B TO3M Cy4aii Iia3MeHHTe HUBA HA METOTPEKCAT MOrar Jia ce
[OBHMILAT H X4 NPHYHHAT [TO-BHCOKA TOKCHYHOCT.

Bbnpekn ye ¢apMakOKHHETHKATA Ha METOTPeKeaT (15 mg ceAMHYHO) HE ¢ NMOBJIUABA 3HAYHMO OT
E€HOBPEMEHHOTO JICYEHHE ¢ METOKCHKaM, TpAOBa Jia ce ¥Ma MpeABNI, Y€ XEMaTOJIOrHYHATA

TOKCHYHOCT Ha METOTpeKcaT MOXKe Ja ce 3acHiH oT JeyeHreTo ¢ HCIIBC (Bx. no-rope). (Bx. Touka
4.8)

Ilemempexceo

IIpy eaqnoBpeMeHHaTa ynioTpeGa Ha MESIOKCHKAM H TIEMETPEKCe] TIPH NaUHEHTH ¢ KpEaTHHHHOR
KIHpBHC OT 45 10 79 ml/min, mpHaoXeHUETO Ha METOKCHKAM TpaOBa na Obae cpsHO Hali-MaJIKo 3a
NIEPHOA OT 5 AHH [IPEAH NPIWIOKEHHETO MY, B IEHA Ha NPIWIOKEHHETO B 2 AHH Cle NIPUAQKCHHETO
Ha MEMETpeKce. AKO € HeoOXOaUMO KOMOHHHMPAHETO Ha MEJIOKCHKAM M NEMETPEKCel, NALHeHTHTE
TpAGBa Aa 0BAaT BHHMATEITHO MPOCIEAABaHH, 0COOCHO 3a HATHYHE Ha MHEJIOCYTIPECHS H CTOMALIHO-

noa 45 ml/min), eTHOBPEMEHHOTO NPHIIOKEHHE HA MEJIOKCHKAM H [TeMETPeKce] He ce MpPEmo
IIpu mauMeHTH ¢ HOpMaHa 6B0peyuna PyHKLHA (KpeaTHHHHOB KIHPBHC 2> 80 ml/min), no3u
MEJIOKCHKAM MOraT Na NOHIKAT CNMMMAHHPAHETO Ha NeMeTpekcel U BCIEACTBHE Ha TOBA A
[OSABATAa HA HEXKEMAHH PEaKIIMM, CBBP3aHH C MIEMETPEeKce. 3aTOBa € HEOOXOAHMO MOBHUILICH




BHHMaHHe, KOraTo ce NpHiara MeJIOKCHKaM B 103a 15 mg eqHOBPEMEHHO ¢ NEMETPEKCE NPH
NALMECHTH ¢ HopmasiHa 650peuHa PyHKIHMA (kpeaTHHMHOB KIHpBHC > 80 ml/min).

DapMaKkOKHHETHYHH B3aUMOACHCTBIS; eEKT HA IDYTH JIEKapCTBa BbPXY GapMakOKMHETHKATA HA

MEJTOKCHKAM

Xorecmupamun

XOJICCTUPAMUHET YCKOPABa €TMMMHHPAHETO Ha MEJIOKCHKaM Ype3 MPeKbCBaHe Ha
eHTePOXENnaTalHaTA LMPKYJIalHs, TaKa e KTMPBHCA Ha MEJIOKCHKaM ce nosuinaea ¢ 50 % u spemerto
Ha NOoJY>XKHBOT HaMaisaBa Ao 1343 vaca. Tora BzaoMoaeiicTie MMA KIIMHAYHA 3HAYHMOCT.

DapMakOKHHETHYHH B3auMoaeicTeHs: edekT Ha KoMOMHALIHA Ha MEJTOKCHKAM H JIPYTH JIeKapcTaa

Bh ApMaKOKHHCTHKATA

Iepopannu npomusoduabemnu cpedcmea (Cyagonunypedinu cpeocmesa, Hamezaunuo)

MenokcHkaM ce eTHMHHHpPA MOYTH HAITBIIHO Ype3 YEpHOAPOoOEeH MeTabOMHIBEM, KATO TNIOUTH IBE TPETH
ce Meauupart ot puroxpoM (CYP) P450 ewsumu (CYP 2C9 ocaoser mbT H CYP 3A4 MHHOpeH ITbT), a
€AHa TpeTa ce MeAMMpa NO APYFH MHTHINA, KATO NEPOKCHAa3Ha okcHaalum. Tpabsa fa ce nMa
NpeABHI BE3MOKHOCTTA 32 PapMAaKOKHHETHYHO B3aHMOACHCTBHE, KOraTo Ce NPWIAraT € XHOBpEMEHHO
MEJIOKCHKAM H JIEKAPCTBA, 33 KOHTO € H3BECTHO, e ce HHXHOHpaT win Metabomuznpar or CYP 2C9
/i CYP 3A4. Baaumogeiicteia gpes CYP 2C9 Moxke fa ce ovakBaT npH KoMOHHaIMA C
JIEKapCTBEHH NMPOAYKTH KAaTO MEPOPATHH NPOTUBOAHAOETHH cpeacTBa (CyndoHMILyPSHHM Cpe/ICTRa,
HATErIHHM), KOETO MOKeE Ja IoBeae X0 MOBHILCHH TUIa3MEHH HHBA Ha Te3H JIeKapCTBa H Ha
MeNIOKCHKaM. [lalMeHTHTe, KOUTO IpHeMAaT €AHOBPEMEHHO MEJIOKCHKAM H CYI(QOHHITY pCHHH
CPEACTBA U HATEINIMHH], TPAOBa Na ce HADMIOAARAT BHUMATENHO 33 XMNOTIUKEMUS.

He ca OTKpMTH KNTHHHAYHO 3HaYNMA ¢apMaKOKHHETHYHH JIEKAPCTBCHA B3aUMOACHCTBHA MO
OTHOLIICHHE Ha eIHOBPEMEHHATa ynoTpeda ¢ AaHTHALMIH, LMMETHLIMH B THFOKCHH.

lleanarpuyna MOITYJIAIHA

H3nureaHud 3a B3aBMOJeHCTBHA ca MNpOBCKIAHH CaMO IIpH Bb3PAaCTHH.

4.6 DeprHanTer, GPEMEBHOCT H KbpMEHE

bpeMmenHoCT

HuxubunmaTa Ha npOCTAMIAHAMHOBHS CHHTES MOXE HEXKEAHO Aa MOBJIHAE OpeMeHHOCTTa H/HITH
eMOpHOdeTanHOTO pa3BHTHE. JIaHHM OT eNMUAEMHONOTHYHH [POYYBaHHS [IPEATIONAraT NOBHUIEH PUCK
OT CIIOHTAHEH abopT U OT chpAedHH MadOPMaLIHH H racTpocXu3a cied ynorpebara Ha HHXHOUTOPH
HA NPOCTATNIAHAWHOBMA CHHTE3 B paHHa OpeMeHHOCT. AGCOMIOTHHSAT PUCK OT CHPACYHO-CB0BH
Ma(OpMaLKH € MIOBHULIEH ¢ No-Maiko oT 1% no npubmmsurenHo 1,5%. Cuura ce, Y€ PHCKET ce
MOBHILIABA C J03aTa H MPOXLIDKHTENHOCTTA Ha ieyenueTo. IIpunaraneTo Ha HHXMOHTOPH Ha
MpOCTArNaHAMHOBHA CHHTE3 NMPH KHUBOTHH BOJH 0 NOBHIIABaHE Ha Mpe- H MOCTHHAAUHOHHHTE
3arybH v eMOpHogeTanHa cMEPTHOCT. B ionmbaReH e ce ¢hOo0LIaBa MOBHINCHA 9ECTOTA HAa PA3IHUHH
MaT(pOpMAalMH, BITIOMHTENTHO ChPACUHO-CHIOBH, IPH XHBOTHHU, HA KOUTO Ca MIPUIOKEHH
HHXHOHTOPH Ha MPOCTAINIAHAHHOBHA CHHTE3 10 BpeMe Ha OpraHoOr¢He3arTa.

Ot 20-1a ceamuIia Ha SpeMEHHOCTTa HATATHK, YNoTpe0aTa Ha MEJIOKCHKAM MOKE A2 NPHYHHH
OJTATOXMAPAMHHOH B PE3YJITAT HA HapyLIEHHe Ha 6u6peunaTa GyHKuns Ha dperyca. Toba Moxe aa ce
CITY4M CKOPO Cl€/ 3aM0YBAHE Ha JICYEHHETO H OOHKHOBEHO € 00paTHMO NnpH npekpaTasaHeToe My. Ilo
BpEME Ha ITHPBHA M BTOPHA TPHUMECTbP HA OpeMeHHOCTTa MEIOKCHKaM He TpAOBa na ce naBa, OCBEH
aKo He ¢ abcomOTHO HEOOXOMHMO. AKO MEJIOKCHKAM C€ H3IMOJI3BA OT X€Ha, KOSTO CE OIHTBA Ja
3abpeMeHee, WIH Npe3 ITbPBHA H BTOpHA TPHMECTHP Ha GpeMEHHOCTTA, Zl03aTa TpAbBa Ja ce
MOUTBPKA BE3MOXHO Hai-HHCKA, a NMPOAB/DKHTENHOCTTA HA TEYCHHETO € BE3MOXKHO HaH-Kpa
(e excniosHuusA HA MENIOKCHKAM B IIPOALILDKEHHE HA HAKOJIKO AHH OT 20-Ta recTalHOHHa cf
HaTaThk TpsAOBa Aa ce OOMMCIIH aHTEHATATHO NIpoCeAsBaHe 33 ONHroXuapaMHuoH. MenokcH
TpAORa Ja ce MPEYCTAHOBM, aKO €€ YCTAHOBH OJIHTOXH/IPAMHHOH, |
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Ilo BpeMe Ha TpeTHA TpUMECTHP Ha OPEeMEHHOCTTa BCHMKH HHXUOMTOPH Ha MPOCTATIIAHAHHOBHA
CHHTE3 MOTAT Aa H3JI0XKAT

> ¢deTyca Ha:
- KapIIMOMYIMOHAITHA TOKCHYHOCT (¢ MpeXaeBpeMeHHO 3aTBapsiHe Ha ductus arteriosus
[y IMOHATHA XHUIEPTOHNS ),
- 6p6peuna auchyHKkIMA (BXK. O-rope);
»  MailKaTa H HOBOPOJEHOTO B Kpast Ha OpeMeHHOCTTa Ha:
~ BE3MOXKHO YIBJDKABAHE HA BPEMETO Ha KbPBEHE, aHTHATPETAHTEH e(PEKT, KOHTO MOXKE /1a ce
MOSBH AOPH MPH MHOTO HACKH JO3H;
- HHXHOHpaHe Ha MATO4YHHTE KOHTPaKLHH, KOETO 1a JoBele A0 3a0apsiHe WIH yAb/DKaBaHe Ha
paXKIAHETO.

CaenosareHO, MEIOKCHKAM € ITPOTHRONOKA3aH MO BpeMe Ha TpeTUs TPUMECTHP Ha OpeMeHHOCTTA.

KspmeHne

HssectHO ¢, ye HCIIBC npeMunaBat B kbpMaTa, BBIPEKH Y€ HAMA TAKbLB OIHMT C MEJIOKCHKAM [IpH
xopa. MelokcHKaM ce OTKpHBA B KhpMaTa Ha KbpMeEIllH )KHBOTHH.
[1o Tasu npuunna ynorpedata My He Ce NPENOPbHUBA NPH KHPMAUKH.

DepTHIHTET

¥norpedaTa Ha MeJIOKCHKaM, KAKTO M HA KOETO H Jia € JIPYro JEeKapCTBOo, 3a KOETO € H3BECTHO, e
HHXHOMpa NMKIOOKCHIeHA3ATA/ TIPOCTAITIAHIMHOBHA CHHTES, MOXE JIa HAPYLIY KECHCKHA QePTIIHTET
¥ HE C€ MPENOPbYBA NPH JKEHH, KOMTO NMpaBAT ONHTH Aa 3aueHart. 110 a3y npuunHa Npy XKCHATE,
KOHTO MMAT 3aTpYAHEHHA 4 3a0peMeHesT WIH MPOBEXKIAT H3CJICIBAHNA 34 CTCPHIIHTET, TpAOBa na ce
OOMHCIH NpekpaTsaBaHe ynorpedara Ha METOKCHKAM.

4.7 KE¢exTn Bbpxy cnocobuocTTa 32 modHpane § pabora ¢ MAIIHAE

He ca npopexnann npoyusanus Ha edexra BEPXY clocOOHOCTTA 32 MogUpaHe H paboTa ¢ MallIHHK.
Bobnpeky ToBa, Ha Oazata Ha papMakoAMHAMHYHHA NpodgHn 4 chodlaBaHuTe HEXKENIaHA peaKLy, Mo-
BEPOATHO € MEJIOKCHKAM a8 HIMa HHKAKBO WIH [1a OKA3BA HE3HAYHTETHO BIIMHHE BEPXY TE€3H
cnocoOHOCTH. Bupeku TOBa, NAHEHTH NPH KOHTO Ce MOABAT 3PHTEHH HApYIIEHH, BKIFOYHTEITHO
3aMbIJICHO BIDKJAHE, CRETOBBPTEK, CHHIMBOCT, 3AMAasHOCT WIH JPYTH OIUTaKBaHHS OT CTpaHa Ha
LICHTPAJIHATA HCPBHA CHCTEMA, TPAORa Ja ce BBR3ALPKAT OT WOoPpHpaHe U paboTa ¢ MAITHHH.

4.8 Hexenann JeKApPCTBEHH PeaKIHH

a) O6wo onucanue

KIHHHYHH OpOyYBAHHS H €MHASMHONOrHYHH A2HHH TT0KA3RAaT, 4e ynoTpeGara Ha Hakon HCTIBC
(0c0DeHO BBB BHCOKH J103H H TIPH NPOXBLJDKHUTETHO IMPHIOKEHHE ) MOKE J1a C¢ CBBPIKE C JIEKO

TIOBHILIEH PHCK OT apTEepUANTHH TPOMOOTHYHH CHOHTHA (HAaNpHAMEp MHOKapAeH HHapKT WA HHCYIIT)
(Bx.T.4.4.).

HMa chobieHns 3a OTOLH, XWIIEPTOHMA H CBPACYHA HEAOCTATBUHOCT, CBbp3aHM ¢ ymotpebaTa Ha
HCTIBC.

Ha¥i-yecTo HabmoaasaHHTE HEKEIAaHH PeaKLIMHA Ca OT CTpaHA Ha FaCTPOHHTECTHHAIHATA CHCTEMA.
Morat 1a ce NoABAT NenTH4YHA #38a, nepdopalMs HIIH racTpo-UHTECTHHANIHO KhpBEHE, KOHTO
NOHAKOra €a ¢paTalHi, 0coOeHO NpH NaLHEeHTH B CTapyecKa Bb3pacT (Bx. 1. 4.4.). Cnen ym Ca
ChOOIABaHH rajieHe, MOBphIIaHe, JHAPHA, METEOPH3bM, KOHCTHIIALMA, HcHencHs, 60/1Ka B ¢ M 2o
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MeJleHa, XeMaTeMe3a, YIILEePO3eH CTOMATHT, 000CTpAHE Ha KOMHT ¥ Honect Ha KpoH (Bxk. TO4KA &
CrielanHH npeAynpexaeHus W NpeanasHy MEPKH npH ynorpeba) . C no-manka gecrotae | =
HabmogapaH racTpur.



Texkn koxkHU Hexenanu peakuHu (SCARS): noknagsanu ca Stevens-Johnson (SJS) u TokciiHa
enuaepManHa Hekponusa (TEN), (Bx. T. 4.4).

Yecrorata Ha HabmogaBaHHTe HEXXENIaHU JIEKAPCTBEHH PEaKIMM NOCOYEHH NO-A01y ce Oa3upa Ha
CBOTBETHATA NIPOSBA HA CHOOLIABAHUTE HEXKEIAHH PCAKLIMH OT 27 KIHHHYHH H3NHTBAHUA C
MPOIBIDKMTEIHOCT Ha JICYEHWETO - Hail-Manko 14 qun. HagopManusaTa ce OCHOBABA Ha KIIHHHYHH
H3MATBAHHUA, BKJIFOYBaIM 15 197 natpieHTH, KOMTO ¢a NpHeMaJli JHEBHH AO3M OT 7,5 WiH 15 mg
MEeJIOKCHKAM TabNeTKH MJIK KanCy/H 3a EpHO J0 €HA IOAMHA.

BkmoueHH ca He:kenaHW JIeKapcTBHHU peakiiH, DOSBUIH CE€ B pe3yJITaT Ha ChOOIIEHHS MOTY4YEHH BHB
BPEB3Ka ¢ ynorpedara Ha NpOAYyKTa OT nasapa.

Hexxenanure peakiiuH ca KJIacH(HLHPAHH CTIOPE], YECTOTATa, H3IMOJ3BANKH ClleIHATA KOHBEHLMA:
MHOro 4ectH (=>1/10), yvectn (>1/100 po <1/10), neuectu (>1/1 000 go < 1/100), peaxn (= 1/10 000 no
<1/1 000) unu maOTO peaku (<1/10 000), ¢ Hem3BecTHA yecTOoTA (OT HAMMYHMTE JAHHH HE MOXKE 1A
OBJe HampaBeHa OLEHKa).

6) Tabauua na nexcenanume pexayuu

Hapymenusd Ha xpuBTa H auMdHaTa cHcTeMa

HeuecTn: aneMus

Penxn: nmpomenu B Opos Ha KPHLRHUTE KIETKK (BxIOUNTENNO B AviepeHnnantoro Opoene Ha Dennre
KPBBHH KJIETKH), JIEBKOTICHHS H TPOMOOLIMTONICHIS

Crpo01aBany ca MHOTO peIKH CJIY9aH Ha arpaHyJIOIHTO3a ( BK. TOUKA 6)

Hapymenns Ha MMyHHAaTa CHCTEMa
HedecTs: anepruyHy peakuuy, pa3TiiyHd OT aHaQUIaKTHYHH - HIH aHA(QHIKTOUIHH PEaKiMn.

C Hen3BeCTHA YecTOTA: aHA(WIAKTHIHH PeaKLHH WIH aHAQWIKTOHIHH peaKilHH

IlcuxuyHu HapylIeHus

Penxy: H3MeHeHHe Ha HaCcTPpOCHHCTO, CEHYBAHC Ha KOILIMApPH
C HEHM3BECTHA YECTOTA: YYBCTBO Ha O0OBLPKAHOCT, JIE30pHEHTALINS

HapyiueHus Ha HEPBHATA CHCTEMA

YecTH: riaapobonue
HewvecTH: 3aMaiiBaHe, ChbHJIMBOCT

Hapymenus Ha ouure
Penxu: HapyineH#s B 3peHHETO, BIUTFOYHTETHO 3aMbIICHO 3PEHHE; KOHFKOHKTHBHT

Hapymeuns Ha yXoTo B JnabupuHTa

HeyecTi: cBeTOBBpTEK
Penxu: Oyuene B yiure

ChaeYHH HApYIIEHHS
Penxu: cppueduene

CrobInaBasa € cxpaeyHa HeOCTATHYHOCT, BBB Bpb3ka ¢ JeueHne ¢ HCIIBC.

CeO0BH HapyllIeHHS
Hedvecmu: noerieHo KpbBHO Hansraue { BX. Todka 4.4), 3auepBsaBaHe

Pec TOPHH. I'PBAHHA H MEIHACTHHAJIHH HapYIIIeHH
Penxu: nosga Ha acT™Ma NpH HHAMBHAH, aneprudHu kpM aciupuH win apyrd HCIIBC.
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CroMalliHO-YpEBHH HApYIIICHWS:
MHOTO YECTH: CTOMAITHO-YPEBHH HEXENaHH ChOMTHA KaTo U0 (BKIOYBAINM NHCIIETICHA, raacHe,

NOBpBIllaHe, CTOMaINHA 00/Ka, KOHCTHNAUMA, METEOPH3EM, JHAPHA

HeuecTH: OKyJITHa WIH MAKPOCKONCKA racTPO-HHTECTHHAIHA XEMOparua, CTOMATHT, FACTPHT,
OpPHIBAHE

Penxu: KonuT, racTpo-ayoacHanHa a3Ba, e3odarur

MHOro pelkH: racTpo-HHTECTHHAIIHA Tiepdopauus

C Hen3BeCcTHA YecToTa: NMAHKPEATHT

["acTpOMHTECTHHANHO KBLPBEHE, A3Ba Wid Nepopalg € BB3IMOKHO INMOHAKOra Aa OBAaT TeKKH M
NOTCHUHANKO (aTalHKl, 0COGEHO MPH MAIMEHTH B CTApUecka BH3pacT (Bxk. Touka 4.4).

XenaroOWNHAPHH HAPYIIEHHS
HeyecTH: HapynieHHe Ha yepHoApoOHaTa PyHKIMA (HAMp.NOBHIICHA HABA HA TPaHCAMHHA3ZHTE HIIH

OunupyOHH)
MHOro penxu: XenaTur

HapywieHud Ha Ko)aTa { OJIKOXKHATA ThKAH

Heuectu: aHrHoeneM, mpypHuryc, oOpHs

Penxn: cuHApoM Ha CTuBBHC-JDKOHCHH, TOKCHYHA €NHAepMaiHa HEKpOJIH3a, YPTHKapHA

MHoro peaxu: Oyno3eH AepMaTHT, MyJTH(OPMEHa epUTEMa

C HeH3BECTHA 4ECTOTR: peakLMu Ha (POTOUYBCTEBHTEHOCT, (PHKCHpaHAa JieKapcTBEHA epyNLMs (BXK.
Touka 4.4)

Hapyunieuns Ha Ovn0penyre ¥ NMKOUHWTE ITbTHINA
HeuecTn: 3aapbikka Ha HATPHIA K BOIA, XHNEpKanHeMus (BX. To4YKa 4.4 CienMaIHH npenynpexacHus

M NpeANa3HH MEPKM TIpH yioTpeba # Touyka 4.5.) abropMHH napameTpd Ha Op0pedHara GyHkius
(noBu1lIeH CepyMEH KpeaTHHHH H/MJIA CepyMHA ypes)

MHoro penxu: octpa 6s6peuHa HeZOCTATHYHOCT, 0OCOOEHO NPH NAlMEHTH ¢ PHCKOBH (paKTOpH ( BXK.
TouKa 4.4)

HapyiieHHa Ha BR3NMPOM3BOAHTENHATA CHCTEMA M I'EPAATA
C HeH3BecTHA YecTOTA: OE3INOAME NpH KeHHUTE, 3a0apeHa oBynaLuA

OOy HapyieHHs W eheKTH Ha MACTOTO HA TPHIIOKECHHE
HeuecTH: eaeM, BIIOYMTENIHO €AeM Ha JOJIHUTE KpaifHHIH

8) Huopmayus xapaxmepuzupauia onpeceeni cepuosni w/uin vecmo nofeaeauiu ce
HeMNCenaHu peakyuu

MHoro pesku ciryyau Ha arpaHyJ/ioLIMTO3a ca ¢hoOIaBaHy NpH NaLMEHTH, TICKYBAHH ¢ MEJIOKCHKaM M
APYTY NOTCHUHATHH MHEJIOTOKCHYHH JIeKapcTBa (BX.Touka 4.5).

2) Hexcenanu peaxyu, Koumo He ca Haba100a6aNRu 66 8PBIKA C NPOOYyKMA, HO KOUMO Kamo YAR0
Ca RPUEMH 04 Ce CEBP36aM C OPY2U CHEORHERUR Om MO3u K1ac

CrobmaBaHo ¢ opranno 6B0peyvHo yBpexkaHe, BOJCIIO 0 ocTpa 650peuHa HeAOCTATHYHOCT: MHOTO
PeAKH CIy4Yad Ha HHTeCTHLMAIeH HepHT, ocTpa TyOy/IHa HeKpo3a, He(hpoTHUEH CHHAPOM H
namaiapHa Hekpo3a (Bx.Touka 4.4).

CrobinlapaHe Ha NOAO3NPAHH HEIKENAHH PEaKLHK

CpoOimaBaHeTo Ha NOJO3UPaHH HEXKENIAHH PEaKLMM Clie pa3pellaBaHe 3a ynorpeba Ha eKapcTs
NPOAYKT € BakHOo. ToOBa MO3BOJIABA [a NPOAB/DKH HA0NIOAEHAETO HA CHOTHOILEHHETO M0J13a/PH
NEKAPCTBEHHSA MPOAYKT. OT MEIHIIMHCKHTE CTICIIMAIHCTH ¢e M3HCKBA J1a ¢hODIABaT BCAKa
NoAO3HPaHa HeXKeJIaHa peaklys ypes:

W3neAHUTEIHA areHit|a 110 JICKapCTRATa

o
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yi. ,Jlamau ['pyes” Ne 8
1303 Codus
Ten.: +359 2 8903417

yebcaidT: www.bda.bg
4.9 Ilpenozmpane

CUMOTOMH

CammromuTe Ha octpo npegosupate ¢ HCIIB obukHOBeHO ce orpaHM9aBar A0 JICTapTis, CbHIHBOCT,
rajicHe, IOBPBIIAHE H enHracTpanta 60ka, KOWTO B TIOBEMETO CIY4Yal ca 0OpaTHUMH IIpH
CBHOTBETHHTE MEPKH. MOXe f1a ce MTOSBH racTpO-HHTECTHHAIIHO KbpBEHE. TEeXKOTO OTpaBsgHe MOXKe J1a
NpeAN3BHKA XHNEPTEH3uUs, ocTpa OLOpedHa HEAOCTATHYHOCT, YepHOApOOHa ANCHyHKIIH,
peCHUpPATOPHA JENPECHA, KOMA, KOHBYJICHH, ChPA€YHO-CHAOB KOMANC H chpAacyeH apect. Ilpu
TepaneBTHYHO normeimane Ha HCTIBC ca crobmasany aHaprIakTOHAHH peakivM, KOTO MOXE Ja ¢
NOABAT U CNEA NPe030PaHe.

JleueHwe

B ciy4ait Ha Tpeo3upaHe, NalHeHTATE TPAOBa Aa OBAAT MONIOKEHH Ha CHMIITOMATUYHO JIEYEHHE H
Aa Obaar NpUIOKEHH HAKOM OOmI0 MOAKpenIImH MepKkH. B KIMHHMYHO W3NMTBaHHE € OWIo
YCTAaHOBEHO, Y€ NepopanHa Ao3a OT 4 g XONeCTHpaMHH, TTPHEMAHA TPH ITBTH AHEBHO, YCKOpABa
€JIMMHHHPAHETO HA MEJIOKCHKAM.

5, ®GAPMAKOJOI'NYHH CBOMCTBA

5.1 DapMaKoIHHAMEYHH CBOHCTBA

(bapMakoTepaneBTHYHA rpyna: [IpoTHROBE3NATHTEIHA H AHTHPSBMATHYHH JIEKAPCTBA, HECTCPOHIHH,
OKcHKaMH
ATC xon: MO1ACO6

MenokcukaM € HecTeporaHO npoTHRoRE3NanuTelHo cpeactso /HCIIBC/ or knaca Ha okcHKkaMuTe,
KOETO HMa MTPOTHBOBE3MAIMTETHH, AHAATETHYHH M AHTUITHPETHYHH CBOHCTBA.

[IpOTHBOBBINANKHTEIHATA AKTUBHOCT Ha MEJIOKCHKAM € JIOKa3aHa IPH KIaCHYeCKH MOJEIH Ha
pe3nanenue. Kakro u npu apyrure HCIIBC TovYHHAT MexaHH3BM HA ACHCTBHE OCTaBa HEM3BECTEH.
Bwropexn ToBa ChIIECTBYBA NOHE €AHH OO HAYMH Ha AckcTBHE, XxapakTepeH 3a BcHukH HCTIBC
{BKIIIOUHMTENHO MEJIOKCHKAM): HHXHOHpaHe Ha OHOCHHTE3aTa HA NPOCTArNaHAHHH - M3BECTHH
MeJIHATOPH Ha BB3NAICHHETO.

5.2 OapMakOKHHETHYHH CBOHCTBA

AbGcopbuna
Menokcukam ce abcopOipa Jo0pe OT raCTpOHHTECTHHATHHSA TPAaKT, KOETO peIeKTHpa KATO BHCOKA
abcomoTHa OHonanuuHOCT OT 90% cnexa nepopanHo NpwioxkeHne (kancynx). Tabnerkure,
nepopanHaTa CycleH3Us B Kancyaure ca OHOCKBUBAJICHTHH.

Cnen npunaraHe Ha €AMHHYHA 1033 MEJIOKCHKAM, CPEIHHTE MAKCHMAIHH TUIa3MEHH KOHIECHTPALHK C€
AOCTHUIaT B paMKHTe Ha 2 4aca 3a CYCTIEH3HATA M 5-6 Yaca 3a TBLpAHTE nepopanHH GopmH (TableTku
4 KANCynu),

[Ipy nprnarane Ha MHOTOKPATHH JT03H, steady-state e mocTHrHar 3a 3 no 5 AHn.

JIO3MPaHETO BEAHBK JHCBHO JOBEXKAA A0 CPEAHM IUIa3MEHH KOHLUCHTPALMH Ha JIEKapCTBOTO C

mg 1 0,8-2,0 pg/mL 3a no3u 15 mg, pecnextuBHO (croTBeTHO Cmin H Cmax npH steady stat ‘é\%
CpeasuTe MakCHMA/IHH HIA3MEHH KOHLICHTpalluK NpH steady state ce AOCTHraT B paMKHTE ‘@16“ 6. b,
uaca 3a TalseTkuTe, Karncy/iHTe H MIEPOpalIHATA CYCICH3HA, pecieKTHBHO. [IponipkHTeN ;
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TE3H, HaOJIIOAaBAHM CJTe]] IMHPBOHAYAIHO AOCTHIaHe HA PAaBHOBECHO CHCTOAHHE, CTeneHTa Ha

abcopOHpaHe HA MEJIOKCHKAM CJie]] TIEPOPAITHO MIPHIOKEHHE, HE Ce NMIPOMEHS NPH eTHOBPEMEHHO
NpHEMaHe Ha XpaHa KK ynorpedaTa Ha HEOPraHHMHHA AHTHALIH/IH.

Pa3 eneHue

MenokcukaM ce Cebp3Ba MHOIO 3JpaBo ¢ IUTa3MEeHHTE MPOTSHHH, OCHOBHO ¢ anbyMuH (99%).
MenokcukaMm npoHHKBa 100pe B CHHOBHAIHATA TEYHOCT, 3a Ja JaJe KOHLUEHTPAUHK NPHOIH3HTEHO
[IOJIOBHHATA OT T€3M B TLIa3Mara.

OGeMBT Ha pasnpenesicHHe € MAITEK, T.€. Npubnu3uTenHo 11 L caen HHTpaMyCKYITHO WM
HHTPABCHO3HO NPHIOKEHHE H NOKA3Ba HHAHBHAYAIHH OTKJIOHEHHS OT nopaabska Ha 7-20 %. ObeMbT
Ha pa3npeesIcHHE Clled TPHEM Ha MHOMOKPaTHH OpaiHH A03H MeJokcHKaM (7,5 no 15 mg) e okono 16
L ¢ xoeduimeHTH Ha OTKJIOHEHHE, BapHpau ot 11 no 32%.

buorpancdopm

MenokcHukaM npeTbpIABa €KCTEH3HBHA YepHOAPoOHA GHOTpaHCchOpMALHS.

B ypunarta ce OTKpHUBAT 4eTHPH pa3IM4HH MeTabonuTa Ha meloxicam, BCHYKHA OT KOHTO Ca
({apMaKOAHHAMHYHO HEAKTHBHH.

OcnoBHUAT MeTabommT, 5°-kapbokcumernokcHkaM (60 % or go3ara), ce oOpa3yBa nocpeacTBOM
OKHMCIICHHE Ha MCHKAHHHUA METAOONHT 5°-XHAPOKCHMETHIMENIOKCHKAM, KOHTO CBIILIO C€ €KCKPETHPA,
HO B IO-HHCKA ctenel (2 % ot go3ara). [IpoeeaeHNTe HH BUTPO NPOYIBaHHA Npeanoaarar, ye CYP
2C9 vrpae Baxkya poiif B TO3M MeTaDONARTER MET, ¢ MuHUMalieH npuHOC OT CYP 3A4 H3oeH3uM,
BeposaTHO 0T nepokcHaazHaTa AKTHBHOCT Ha TIAIMEHTA 3aBHCAT APYTHTE ABAa META0OIHTA, KOMTO
NpeAcTaBiABaT CHOTBETHO 16 % H 4 % oT npunoxenara gosa.

EnwMuHHpaHe

MeoxcrkaM ce ekcKpeTHpa OCHOBHO NnoA ¢opmaTa Ha MeTabONHMTH, KOMTO CE€ OTKPHBAT B €AHAKBA
CTereH B ypHHaTa U ¢ekammmre, [To-Manko ot 5 % or JHEBHATa 033 Cé €KCKPETHpa HeNPOMEHEHa
BbB (PEKATTHHTE H CaMO CJIeAH OT HEPOMEHEHO KOJIHYECTBO CE EKCKPETHPAT B YpPHHATA.

CpenHuaT eNTHMHMHAIHOHEH NOJY>XUBOT Bapupa mexay 13-25 gaca cnefl OpajHO, HHTPAMYCKYJIHO H
HHTPaBEHO3HO npuioxeHue, OOIMMAT NIa3MeH KIAPBHC € OKoji07-12 mL/min cien e AHOKPATHH A03H,
NMPWIOKEHH OPAJTHO, HHTPABEHO3HO WIH PEKTAHO.

Jluneinoct/HenuHelHocT
MenokcHkam nokaspa JTHHeliHa japMakOKHHETHKA B TEPANSBTHYHHA 1030B AHANasoH ot 7,5 mg Ao 15
mg CJIeA NCPOPANHO WIA HHTPAMYCKYJIHO MPIWICKECHHE.

Crermanyy nonyiaumu

Iayuenmu cueprodpobna/bvhpevna nedocmamuvynocm

(»apMaKOKHHCTHKATa Ha MEIOKCHKaM He Ce MOBJIHABA CHINECTBEHO HATO OT YEPHOAPOOHa, HUTO OT
JIeKa 210 YMEpeHo Texxka 60pedHa HeocTarsyHOCT. IameHTH ¢ yMepeHo Texko 6p0pedHo
yBpEXIaHe ¢a HMAIH 3HaYHTE/THO NO-BHCOK 00111 iekapcTBeH KIHpbHe. HaManeHo cBbp3aBaHe ¢
OenreiuTe ce Habmoaasa NMPH MALMEHTH ¢ TepMuRanna 6p6peuna yepena. IIpn TepMuBanya
OBOpeyHa HEAOCTaThYHOCT, MOBHLIABAHETO HAa 00CMa Ha pas3npeielieHHe MOXKE a JOBeJe A0 No-
BHCOKA KOHLICHTpaliua Ha cBo0OAeH MEJIOKCHKaM {BX. TOUKH 4.2 1 4.3).

Ilayuenmu 6 cmapwecka evzpacm
[TanpenTHTe B CTapuecka BH3PaCT OT MBXKKH IOJ NpOABRARAT TNOAOOHH (apMaKOKHHETHIHH
[IapaMeTpH, B CPABHEHHME C TE3H MPH MJAAOH MBKKM HHAMBHAH. IlaleHTHTE B CTApMECKa BB3pacT OT
XKEHCKH NON c¢a nokazany rno-BHCOKH AUC-CTOHHOCTH H NO-TABIEI €THMHHAIHOHEH NOIY)KHBOT B
CpaBHEHHE C TE3H NPH MJIAAH MALHEHTH OT ABaTAa I10/1a.
CpennmaT mia3sMeH KIHpBHC NpH steady state nNpd naideHTH B HaNpeAHAla BBL3pacT € Mall
HHCEK OT TO3M, KOWTO c¢ cho0liaBa npy No-MaaiHTe NalBeHTH (BX. Touka 4.2).

5.3 IlpeaxkanAHYHE JaHAH 32 6€30MACHOCT
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B npeaxiMHHYHH HM3NMTBAHMA NPH TNOBTApPAIIM C€ BHCOKHM J03H, NpH JABa XHBOTHHCKH BHJA, €
YCTAHOBEHO, Y€ TOKCHKOJIONHYHHAT NIpodHI HAa MEJNOKCHKAM € MACHTHYeH C TO3H Ha JpYrHre
HCIIBC: racTpoMHTECTUHAIIHH A3BH H €pO3HH, Ob0peuHa nanmwiapHa HEKpo3a.

PenpoayKTHBHH [IPOYYBaHHA C MEPOPATHA AO3H MIPH ITHXOBE NIOKA3BaT HamManssaHe Ha Opos Ha
OBYJIALIAHTE H HHXHOHPAHETO Ha HHAALMSTA H eMOPHOTOKCHYHH edeXTH (MOBHIMEHa pe30pOLus) NpH
TOKCHYHH 34 MaiKaTa 1030BH HMBa OT 1 mg/kg win no-Bucoxu. MU3nuTBaHHA 3a TOKCHYHOCTTA BEPXY
BB3MPOU3BOACTBOTO Ha IUTBXOBE H 3aHIH HE NMOKA3BaT TEPATCreHHOCT [0 MepopaiHK 1034 oT 4 mg/kg
npu rbxose H 80 mg/Kg nmpu 3aiim.

H3cneasanure n030BM HHB2 HAJABHIIABAT KIIMHHYHATA 1033 (7,5-15 mg) ¢ xoedpuumeHT ot 10 10 5
IBTH, HIYHCICH 32 mg/Kkg or 6azoBarta n03a (NpB 4OBEK C TenecHo Terno 75 kg). PeTOTOKCHUHHAT

edexT B Kpas Ha OpeMEHHOCTTa, H3pa3eH NPH BCHYKH HHXHOHTOPH Ha NPOCTArTaHAHHOBHA CHHTES ©
onmucaH. HexnMHuYHKTE H3CAENBAHHA MOKA3BaT, Y€ MEAOKCHKAM MOXKe Aa Obje OTKPHT B KspMaTa Ha
KHBOTHHM. He ca OTKpHTH JaHHM 3a MyTareHeH eQeKT in vifro, HUTO in vivo. HaMa OTKpHT
KapLUMHOTEHEH PUCK NPH IUTHXOBE H MHIIKH IPH J03H 3HAYMTENHO HAJABHIIABAIIM KIHHHYHHTE,

6. GAPMALEBTHYHH JAHHHU

6.1 Couchbk HA NOMOHIHHATE BEHIECTBA

Harpuer uurpar auxuapar
JlakTo3a MOHOXMApPAT

MHukpoxpHcTanHa Leayi03a
[Tosunon K25

be3roacH, KONOHAEH CHITHLIHEB NHOKCH
Kpocnosnaon

MarHesnes cTeapat

6.2 HechbBMECTEMOCTH
Henpunoxumo.

6.3 Cpox Ba rogmoct

3 roguHHA

6.4 CoenHajHE YCIIOBHS HA CHXPAHCHHE

Ha ce crxpaHsaBa B OpHIrHHA/IHATA OMAKOBKA, 3a Ja Ce MPEAna3H oT Bjara.
Ha He ce cexpangsa Hax 30 °C.

6.5 /lannH 3a OMAKOBKATA

Anymunnesn /PVC/PVDC/6nucrepy B KapTOHEHH KyTHH, ChALKalK 10 1 20 TabneTky.
He BcHuKH BiIOBE ONAKOBKH Morat Aa OsAaT MycHaTH B mpoaax0a.

6.6 CpoenuajiEHN gpeANa3HH MEPKH NPH HIXBLPJAHE

HaMa cnenuaiHH W3UCKBaHKA.

7. HPHTEXATEJ HA PAZPEHIEHHETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
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Binger Str, 173
55216 Ingelheim am Rhein
['epmannsn

8. HOMEP(A) HA PASPENIIEHHUETO 3A YHOTPEBA

9600238

9. HJATA HA ITBPBO PA3PEIHABAHE/MOJHOBABAHE HA PA3PEINEHHETO 3A
YIIOTPEBA

Harta Ha mepBo pazpemasane: 27.09.1996
Jara Ha nociaeaHo nogHosgpaHe: 19.09.2012

10. JATA HA AKTYAJIN3HPAHE HA TEKCTA
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