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Beaka punmupana tabsetka cbabpka cboTBeTHO 500 mg wiapuTpoMuumH (clarithromycin.

3a NbIAHUA CNHUCHK HA NOMOLIHUTE BELLECTBA BHXKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA

MunmupaHa TabaeTka
DunmupaHu TabneTkH 3a nepopaiHa ynorpeda ¢ osanHa, OukonpekcHa ¢popma, 6/1€10KbNTH Ha LIBAT.

4, K/IMHHUYHHU JAHHH

4.1. TepaneBTHYHH NOKA3ZAHHSA

Cnensa aa ce UMatT npeaBMA OPHLIMATHUTE MPENOPLKH 3a NMpaBuiHa ynotpeba Ha AaHTUMHKPOOHH
NPOAYKTH.
KytapuTpOMHULIMH € nOKa3aH Npy Bb3PacTHH U Aelia Ha 12 U NoBeYe roAUHH.

KnapuTpoMHLIMH € NoKa3aH 3a JICYCHHUE HA CCAHUTE HHPEKLIMH, NPUYHUHEHH OT YYBCTBHTE/THH
MHUKPOOPTraHH3MU:
~  Hugpekunu Ha LONHUTE AMXATENHH NBTHLLA, HANPUMEDP: OCTbP U XPOHUUYEH OPOHXMUT,
MHEBMOHHUSA.

—  Hudekunu Ha ropHdTe AMXATENHH NBTHILA, HANpHMeEP GAPHHIHT U CHHY3HT.

—  HMHdekunu Ha KoXKaTa U MEKHUTE THKAHH C JIEKA A0 YMEPEHA CTeNeH Ha TEXECT.
KnapuTpoMHUKH € NOAXOAALL 3@ HAYAIHA TEPANKa Ha PpeCIHPAaTOPHH HHPpeKunH, npuaocduTy B
O0LLECTBOTO, W € NOKA3a1 AKTABHOCT i1 Vilro cpelly oOHYaiHA MU aTHNUYHKU PECTIMPATOPHU MATOTEHM,
KaKTO € 1aA€HO B Touka 3.1.

Ilpv noTrickaHe Ha CTOMALLHATA KACENWHHOCT YPE3 OMENPA30 WM NaH30MPazol, KIAPHTPOMULIUH €

noKaszaH 3a epaaukaumns Ha H. pylori npy nauneHTH ¢ %38a HA ABAHAAECETONPBCTHHKA ( BUXK TOYKA
4.2).

KNapuTpoOMULIMH € aKTUBEH CPELLY CEAHUTE OPraHUu3MH in vitro:

['paM-no3duTuBHH Baktepuu: Staphylococcus aureus (METUUUIUH-YYBCTBUTENHHU ). Streptococcus
pyogenes (I pyna A 6eTa-XeMOJHTHYHH CTPENTOKOKH), anda-XeMONHTHYHHA CTPENTOKOKH (rpynara Ha
viridans cTpenTokokHy), Streptococcus (Diplococcus) pneumoniae; Streptococcus agalactiae. Listeria
monocytogenes.

' pam-orpuuarenuu dakrepun: Haemophilus influenzae; Haemophilus parainfluenzae; Moraxella
(Branhamella) catarrhalis; Neisseria gonorrhoeae: Legionella pneumophila: Bordetella pertussis;

Helicobacter pylori; Campylobacter jejuni. //"T 2
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Mukonnazmu: Mycoplasma pneumoniae; Ureaplasma urealvticum.




AHaepobu: 4yBCTBUTENRHM KbM MaKpoauan Bacteroides fragilis; Clostridium perfringens,
Peptococcus species: Peptostreptococcus species; Propionibacterium ucnes.

KnapuTpoMHuKrH npuTekaba SaKTEPUUHAHA AKTUBHOCT CPELLY HAKOW DakTepHaiHK BUIOBE. ToBa
gitouBa oprabvmute: Haemophilus influenzae: Streptococcus preumoniae. Streptococcus
pyvogenes. Streptococcus agalactiae, Moraxella (Branhamella) catarrhalis; Neisseria gonorrhoeae;
H. pylori n Campylobacter spp.

AKTHBHOCTTA Ha KNApUWTPOMULMH cpewy H. pylori € no-BuCcOKa NpH HEYTPAIHO, OTKONKOTO MPH
kucesno pH.

4.2. /10o3upOBKa H HAYHH HA NPHIOKEHHE

Ho3npoBka

[TauneHTU ¢ HHPEKIIUK HA JUXATENHHTE IMbTHLLA/KOXKATA U MEKHTE ThKaHHU:

Bu3pacmnu, Obuyaiinata go3a ¢ 250 mg aBa f1bTH AHERHO, BBNPEKH Y€ NPH TEKKU HHPEKLWH 003aTa
MOKe Aa ce yBenr4yu Ha 500 mg asa rieTH AHeBHO. [1poabaKUTENHOCTTA HA JIEUEHHUETO ODUKHOBEHO €
oT 6 10 14 auu,

{leouampuuna nonyiayus
Heya nao 12 2o0unu. Kakto NpU BL3IPACTHH.
Heya noo 12 codunu: TabnerkuTe He ca NOAXOAALUM 34 Jeua noa | 2 roAHHH.

Epaauvkauus Ha H. pylori npy nauMeHTH ¢ A38a Ha JRAHANECETONPBCTHHKA (32 Bb3PACTHH):
[IpoabLIKUTENHOCTTA Ha eueHueTo € oT 6 N0 14 anu.

Tpotina komounayua: Knapurpomuund 500 mg nga nbTH Ha aeH B KOMOMHaUUA ¢ ad3onpa3on 30 mg
[Ba MbTH Ha AeH TpadBa ga ce npuemar ¢ aMokcHyriInH 1000 mg nBa nbuTH Ha JieH.

Tpouna xomounayua: Knapurpomuuud 500 mg 18a nxTH Ha AcH B KOMOMHaLIMs ¢ nan3onpason 30 mg
ABa NbTHU Ha AeH TpsAOBa aa ce npueMart ¢ MeTpoHHaazoa 400 mg aBa NBTH Ha JieH.

Tpouna xombunayus: Knapurpomuund 300 mg aga nuTH HA A¢H B KOMOWHaUHA ¢ oMenpason 40 mg
AHeBHO TpaOBa Aa ce npuemar ¢ amokcHuunud 1000 mg aABa NbTH AHEBHO WK MeTpoHKuaazon 400 mg
JBa MbTU Ha AEH.

Tpoima xomounaywi: Knapurpomuund 500 mg asa nmpTv Ha aeH TpadBa Ja ce npyema B KoMOUHaLUA
¢ amokcuuuarH 1000 mg aBa nbTY Ha AeH W omenpa3on 20 mg Ha AeH.

Heouna xomounayus: OdvyaiinaTta 103a Ha KhapuTpoMuurH € 500 mg Tpy NbTH AHEBHO.
KnapurpoMuuuH TpabBa ga ce npveMa ¢ rnepopaner omenpazon 40 mg seaHbuxk agHeBHO. OCHOBHOTO
NPOy4BaHe € NpoBEAEHO ¢ omenpaszon 40 mg BeAHBXK AHEBHO, MPUEMAH B MPOABIKEHHAE HA 28 AHM.
[loakpenswn n3caenBaHHA ca HaNMpaBeH ¢ omenpason 40 mg BeaHbXK AHEBHO, NPHEMaH B
npoabMKEeHUe Ha 14 aHu.

llaluMeHTH B CTAPUECKA BH3PacCT:
KaKkTo npy 8b3pacTHH.

buOpeuHa HeaAOCTATHYHOCT: T
/;;U—; NS

I[1pn nauneHTH ¢ OBLOpeyYHo yBpexKAaHe C KpeaTHHUHOB KAUPBHC noa 30 mL/min go3aTta Ha ST S YA
KNapUTPOMHULUMH TpAOBa na ObJe HamManeHa HanoNOBHHA, T.€. 250 mg BeAHbK JHEBHO WIIH ZSQﬁ; S
NBa NbTH RHEBHO MPH MO-TEXKH HH(peKLHH. JIeueHHeTo He TpAbBa Ja NpoAbNXKABA MOBEYUE D’rl( 14 gHy, v VA

ar 4 gt

[pH TC3H NALHCHTH. R




TbH kaTo TabneTkara He MOXKE 1a ¢€ pa3fc/id U 03aTa HE MOXe Na Obae HaManeHa Ha NO-Manko OT
500 mg aHerno, Knabdakc 500 mg dunmupanu tTadnaetky He TpsibBa na ¢e U3MOA3Ba [IPH Ta3d rpyra
nauyeHTH (BK. Touka 4.3).

YepHoapoOxa HEAOCTATLYHOCT:
[Ipy nauKeHTH ¢ yBpeaeHa YepHOoApoOHa QYHKUKA MPHAOKEHHETO HA TO3U aHTHOUOTHK ClieABa A4
CTABA BHUMATEJTHO.

Ha4yuH HA NpUAIOKEHUE

TabneTkuTe KIAPUTPOMHLIMH MOTAT Aa ce npuemMar 0e3 Ja ce OTYMTa PeXKMMbT Ha XpaHeHe, TbH KaTo
XpaHaTa He MOB/IMABA CTEMEHTA HA OMOHANUYHOCT (BXK. TOUYKA J.2).

4.3 IIporuBONOKA3AHMA

CBpLXHyBCTBHTEHHDCT KbM aKTHBHOTO BCLUCCTBO, KbM MAKPOJIHAHH ﬂHTHﬁHOTHL{H HJIH KbM HAKOEC OT
NMOMOLHHUTE BCLUCCTBA, H36pOEHH B Touka 6.1.

[TpoTHBONOKAa3aHO € CHBMECTHOTO MPHIOKEHHE HA KIIAPUTPOMHLMH C HAKOH OT U3bpoeHHUTe
JIEKAPCTBEHH NPOAYKTH: aCTEeMU30J1, UM3anpui, MUMMo3ua, TepdeHaauH, Tbi KaTo TOBa MOXKE Ja
npeaAu3BHKa yab/hkaBaHe Ha QT-uHTepBana v CbpASYHH aPUTMMH, BKTIOUUTEIHO KaMEpHa
TaxuKapaus, kamepHa pubpunauus u forsades de poinfes (Bx. Touka 4.5).

EJIHDBPEME?HHDTO NPHAOKCHHC C THKAI'pCHOp, HBﬂﬁpaﬂ_HH HWJIH PHHOJIA3HH € IMPOTHBONOKa3aHO.

E,[I,HDBP&MEEHHOTO APpHIAOAKCHHE HAa KIIAPHTPOMHULINH C NCPOPANICH MHAA30J1aM € [NPOTHBOITOKA3aHO (BH{.

Touka 4.5).
CbNbTCTBALLOTO NPUAGKEHUE HA KJIIAPUTPOMHULIMH M JIOMHUTAIIM € NPOTHBONOKa3aHO (BXK. TOUKa 4.5).

CBbBMECTHOTO NMPHJIOXKEHUE HA KIAPUTPOMHULIMH H €Pro NMpon3BoAHH (EproTaMMH U
AAXHAPOEProTaAMHH) € POTHBOIMOKA3aHO, Thil KATO TOBA MOKe Aa APEIH3BUKA €pro TOKCHYHOCT.

KnapurpoMuuny He TpsabBa Ja ce JaBa Ha NMALMEHTY ¢ aHAMHe3a 3a yab/kasaHe Ha QT-uHTepBana
(BpoAEHO WAWU A0KAzaHO NpHAOOHUTO yasmkaraHe Ha QT-HHTepBasia) MK CbpAcYHA KaMepHa
aApUTMHSA, BKITIOUHUTENHO forsades de pointes (BX. Touka 4.4 u 4.5).

KnaputpoMuliuH He TpsibBa fa ce u3non3Ba CbBMECTHO ¢ MHXUbuTopu Ha HMG-CoA penykrazara
(CTaTHHH), KOUTO ¢ MeTabonuzupar npeaumuo ot CYP3 A4 (noBacTaTHH UM CHMBACTATHH ), 1OPaIH
NOBUILIEH PUCK OT MHOMATHA, BKIKYHTENHO pabaomuonunsa (BxK. Touka 4.53).

KnaputpomuuuH He TpadBa Ja ¢€ 1aBa HAa NMALUKEHTH C €IEKTPOJIMTHU HAPYLIEHUA (XMNIOKATHEMUs
WM XUNIOMArHEe3UeMHUA MOpaJn PUCK OT yab/pKaBaHe Ha QT-uHTepBana).

KnaputpoMuuuH He TpabBa na ce N3non3sa nNpu nalydeHTH, KOMTO CTPaAaT OT TeXKa YepHoaApoOHa
HEAOCTATBYHOCT B KOMOUHaLUUA ¢ OBOpeUHH HapyLICHK.

[loaobuo Ha octaHaninTe MouiHM CYP3A4 unxubutopu, KnapuTpoMUilMH HE OUBA & ce npunara npu
NaLHEHTH, YROTPeOsBaLLK KOIXHLIMH.

4.4 ChnenuaJHHN nNpeaynpexAeHUd H NpeANa3HH MEPKH NPH ynorpeda

JlekapaT He TpaOBa Aa npeanucea KIapUTPOMHUMH Ha OpeMeHHH xeHu 6e3 BHUMATeTHO Ja npeueH
CHOTHOLUEHWETO NON33/PUCK, OCODEHO NO BPEME Ha IIbPBUTE TPU Meceua Ha OpeMEHHOCTTA (BXK. T x

4.6).




ﬂpenopbqﬂa CC NOBHILUCHO BHUMAHHC 11D MNAUHWCHTH C TCKKA Gbﬁpequa HEAOCTATLYHOCT (B}l{. TOY KA

4.2).

KnapuTpoMHUHH C€ TUMHHHPA IMAaBHO Npe3 YepHHUs Apo0. 3aToBa NpUIAraHETO HA TO3H aHTHOUOTHK
NPy NaUMeHTH C HapyweHa yepHoapobHa ¢yHKUuMA cieaBa aa cTaBa BHMMaTenHo. Heobxoanmo e
MOBHIUEHO BHHMAHUE NPH NPUNAraHe Ha KAapUTPOMHULKH TIPH NAUMEHTH C YMEPEHO 10 TEXKO
yBpexaaHe Ha OLOpeyHaTa QyHKUUA.

Cvobutasa ce 3a ciyyan Ha paTaiHa YepHoapoOHa HeAOCTaTbYHOCT (B:XK. Touka 4.8). Hakouw nauneHTH
MOXKe Ja €a UMaH NpeaLlecTBatlO YepHoAPOOHO 3a0019BaHe AU MOXE 1a Ca TIPHEMAIH APYTH
XeNaTOTOKCHYHH NieKapcTBeHH NpoayKTH. [launeHTHTe TpadBa Aa ObaaT NOCHLBETBAHHM Ja crnpar
AeUEHHETO U Aa Ce CBBPXKAT ChC CBOSA JIEKap, aKO C€ pa3BUAT NPHU3HALK U CHMIATOMK HA YEPHOAPOOHO
3a00/1ABaHE KATO aHOPEKCHSA, XK BATEHHULIA, ThMHA YPHHA, TPYPHUTYC WK DONE3IHEH KOpeM.

Covobiuara ce 3a nceBAOMeMOpAHO3€H KOJIUT MpH ynorpedara Ha NOYTH BCHYKK aHTHOaKTepHanHu
CPEACTBA, BKAKUYUTETHO MAKPOIHIH H CTENEHTA HA TEXKECT MOXKE a BapHpa oT JIEK 10
KMBOTO3acTpainasail koaut. nwapus, acounnpauda ¢ Clostridium difficile (CDAD), e noknansana npu
ynorpedara Ha MOYTH BCUUKH aHTHOUOTHUM, BKIIOYUTENHO U KNAPHTPOMULIMH, KATO CTENEHTA Ha
TEXKECT MOXKE [a BAPHpA OT JieKa Auapkrs 10 ¢araieH KOJUT. JleueHHeTo ¢ aHTHDAKTEepHaTHH CpeacTBa
YBPEXK/1a HOpMaHaTa (Jiopa Ha KOJIOHA, KOETO MOXe Aa Aoseae A0 cepbxpacrex Ha Clostridium
difficile. CDAD Tpsa0sa na ce uma rpeasui fApH BCHUKH MAUKEHTH, KOUTO NOAYYABAT AMapHUs e
ynotpeda Ha aHTubuoTHK. Cheasa na ce cHema noapobHa aHamHesa, Thi kKato CDAD e foknaaBaHa v
noBe4ve OT ABa MeceLla Ce] npuiaraHe Ha aHTubakTepvaaHu areHTH. TpadBa ga ce obmMucau
MPeKPaTABAHE Ha JICYEHUETO C KIAPUTPOMULUKH HE3aBHCHUMO OT ykazaHuata. Heobxoaumo ¢ na ce
W3BbPLIH MHKPOOHONOIMMYHO U3CIIEABAHE M Aa CE 3af0YHe aaeKBaTHO AeueHue, Tpabea na ce
H30ATBAT NeKAPCTBA, MHXHOHPALUW NMEPHUCTANTHKATA.

HanuyHu ca NnOCTMAPKETUHIOBH JOKNAAM 33 KOJXHIIHHOBA TOKCHYHOCT NPH eAHOBpeMeHHa ynoTpebda
Ha KOJXHIHH K KIAPATPOMULIMH, 0CODEHO NPU NALIMEHTH B CTApUECKa Bb3PACT, KATO B HAKOH CJIy4aH
Ta3u TOKCHYHOCT C€ € NOABHWJIA NPU NAaUHEHTH ¢ OBOpeyuHa HenocTaTb4HOCT. PerncrpupaHnu ca
CMBPTHH CAYUYaAH MPU HAKOH OT T€3M NAUMEHTH (BK. Touka 4.5). EaHoBpeMEHHOTO NPHNOXKEHHE Ha
KMapUTPOMULIMH H KOJXHUUKH € NPOTHBOMOKA3aHO (BXK. Touka 4.3).

[lpenopbuea ce NOBUILIEHO BHHMAHHE NMPH €AHOBPEMEHHO [IPHUIOKEHHUE HA KIIAPDUTPOMULIMH 1
TPHa30100€H30AMA3ENHHN KATO TPHA30/1aM 1 MHAA30jaM (BXK. Touka 4.5).

Heo0xoanmo € NnoBrieHO BHUMAHUE NPH €AHOBPEMEHHO MPHNOKEHHE HA KITAPDHTPOMHLIMH € ApYyrH
OTOTOKCHYHH JIEKAPCTRA, 0CODEHO ¢ aMUHOMTMKO3UAU. TpaOBa na ce U3BbpLLIBA MOHUTOPHUPAHE Ha
BeCcTUOynapHHUs anapar v ciyxosara QyHKUHS 110 BPEME H CIE0 IEUEHHETO.

ChbpAevHOCHI0BU CHOUTHA
[lo Bpeme Ha JieHEHHE ¢ MAKPOSIHAH, BKIKOYUTEIHO KIapHTPOMMLIMH, ¢ HabmoaasaHO yab1KagaHe Ha
cbpacyHaTa penonspuzauva 0 QT-HHTEepBana, KOUTO BOAAT A0 PHCK OT CbpleHHA apUTMHUSA U forsades
de pointes (Bx. To4ka 4.8). Tvil karo nocneasawmre cbOMTHA OUXxa MOrIM Aa A0BEAAT 10
yBEe/JHYaBaHEe PUCKA OT BEHTPHKY/JAPHW apUTMHH (BKIIIOHKUTEIIHO forsades de pointes),
KJIAPHTPOMHULUHWH TPAOBA Aa Ce NnpuJiara BHUMATEIHO TIpH:
® NALMEHTH C KOPOHAPHO apTEPUAIHO 3a00/BAHE, TEXKKA ChPACYHA HEAOCTATLYHOCT,
HaApYLEHNUA B NPOBOANMOCTTA HITH KIMHUYHO 3HauYuMa Opaaukapana,
® KJApUTPOMHLMH HE TpsAOBaA Na ce npunara nNpyv NAUUEHTH ¢ XUNOKaaueMua (Bx. Touka 4.3).
® [AUWEHTH, NPUEMALLH €AHOBPEMEHHO APYIH NEKAPCTBEHH NPOAYKTH, Yab/kasawm QT-
HHTEepBana (BxK. To4uka 4.5).
EAHOBpEMEHHOTO NPHAOIKEHHE HA KJIAPHTPOMHLMH € aCTEMH30/1, LM3apNHA, NUMO3HA K TepdeHaarH
€ MPOTUBONOKA3HA (BXK. TOUKa 4.3).
KnaputpoMuunn He TpsabBa aa ce npuiara npy NauMeHTH ¢ BPOICHO WAY A0KA3AHO 11pH




EnuaeMuoioruuHn npoy4BaHus, H3CNEABaLLM PHCKA OT HEXKENAaHU ChPACUYHOCHAOBU NOCAEACTBHA
[pu NMpHJIaraHe Ha MakpoaUaHU, ca MOKa3anu paiiMuHi pe3ynTati. Hakou HEMHTEPBEHUMOHANHH
NPOYYBAHHA Ca WAESHTUPUUHUPANH PAABK KPATKOCPOUYEeH PHCK OT apUTMHA, MH(pAPKT HAa MHOKapaa H
CbPACYHOCHAOBA CMBPTHOCT, CBBbP3aHa ¢ MAKPONUAH, BKIKOUHTENHO KNAPHTPOMHLUUH. B3iemaneTo
npeaBHI Ha Te3W HAXO/KH TpADBa 1a ce DanaHcHpa ¢ NON3MTE OT JICUEHHETO NPH NIPEANHCBAHE HA

KNapUTPOMHLIHH.

[IHeBMOHHS: ¢ Oried Ha pa3BHBALLATA C€ PEIUCTEHTHOCT HA Streplococcus pneumoniue Kbm
MaKpOJIH/H, € BAXKHO Aa C€ HaNpaBHW TeCT 3a YYBCTBUTEIHOCT, KOraTto ¢e Npeanncea KNapuTpoMH1LIUH
3a MHEBMOHMA, NpuaoouTa B 00LIecTBOTO. [IpU BLTpeOONHKHUHA NHEBMOHHKA, KNAPUTPOMULHMH TpsiOBa
1A ce U3MOJI3RA B KOMOHMHALIMA ¢ AOMBAHHTEIHY NOAXOAAH AHTHOUOTHILH.

Hudekunn Ha KoxaTa 1 MEKMTE THKAHH € JIEKAa A0 YMEPEHA CTENEH HA TEKECT: T€3H HHPEKLMH HAH-
UECTO ca NPHYHHEHHU OT Staphylococcus aureus v Streptococcus pyogenes, U ABETE OT KOMTO MOrat aa
ObAaT pe3UCTEHTHU KbM MaKpPOJIMAHW. 3aTOBa € BAXKHO A4 CE€ HanpaBy TECT 3a HYBCTBUTEAHOCT. B
C.lyqyauTe, KOraTo HE MOrar a ¢e M3Mnoa3saT 0eTa-nakTaMHH aHTHONOTHUM (HanpuMep aneprus),
APYTH aHTHOMOTHLMK KaTO KTHHAAMHULHH MOKE Ja ca JieKkapcTea Ha NbpBeU H3bop. B MoMeHTa ce
CUMTA, Y€ MAKPOIHANTE UIPAAT PO CaMO NPH HAKOH MHPEKUUH HA KOXKATA U MEKUTE TbKAaHH, KATO
Te3u, NpUIHHEHH OT Corynebacterium minutissimum, aKHE BYJIFapuc U €pU3UNET U B CIIYUYAMTE,
KOTraTo He MOKE 1a CE€ H3IMO0J13Ba JICYHEHHUE C NEHULMUITHH.

B cayuait Ha TEXKH OCTPU peakKUMKH Ha CBPBXYYBCTBUTENHOCT KAaTO aHA(MHIAKCHA, TEKKH KOXKHH
HexkenaHu peakuuu (SCAR) (Hanp. octpa reHepanvsupaHa ek3aHTemaTosHa nyctynosa (AGEP)),
CHHAPOM Ha Stevens-Johnson, TokCHUHa ennaepManHa HEKPOAH3a WIH IEKAPCTBEHA PEAKLIMA C
e03MHOPHUAHUA U cHCTeMHHU cHMNTTOMH (DRESS cunapom), neuenunero ¢ knapuTpoMuuunH Tpiabsa aa
Obae npeycTaHOBEHO HE3A0ABHO H CNICLIHO Aa C€ 3anO4HE NOAXOAALO0 NEUEHHE,

KnapuTpoMULUKH cleasa aa ce npyjara ¢ BHUMaHde Npyd NauneHTH, IEKYBAHH ¢ HHAYKTOPH Ha
eH3uMa UMTOXpoM CYP3A4 (Bux Touka 4.5).

HMG-CoA-peayKkTazHH HHXHOUTOPH (CTATUHU): €AHOBPEMEHHOTO MPHUIOKEHUE HA KNAPUTPOMULIUH C
SIOBACTATHH WM CMMBACTATHH € NPOTHBOMOKA3aHO {BK. TouKa 4.3). [loBuieHO BHUMAHKE €
HeOOXO0AMMO NPH HU3MUCBAHETO HA KJAPUTPOMUHLIMH W ApYrH ¢TaTHHHU. JloknansaHa € pabaoMuonuza
NPy NaLHEHTH, NpUEeMaLK KIapUTPOMHLMH W cTaTHHHU. [lanneHTHTE TpabBa na 6bAaT MOHUTOPHUpPAHH
332 NPY3HALH U CHMITTOMY Ha MHONAaTHA. KOrato eAHOBPEMEHHOTO NMPHUIOKEHHE Ha KIapHTPOMULIMH
ChLC CTATHHH HE MOXE Oa C€ N30EerHe, € NpenopbYMTENHO Aa CE NPEANUCBA CTaTHH B HAN-HUCKATa My
perucTpupaHa no3a. Moxe na ce obmucnm ynorpedara Ha cTaTuH, KOWTO HE € 3aBUCHM OT
meTabosnima Ha CYP3A (Hanp. pnyBacTtaTuH) (BHX TOouKa 4.5).

[lepopajiHy XUNOCAUKEMHYHYU ArEHTH/ UHCYIIWH, €JHOBPEMEHHOTO MPUA0KEHHE HA KITAPHTPOMHLMH H
NEePOPAIHNA XHMOTTHKEMHYHH JIEKAPCTBEHHU NPOAYKTH (KaTO CYTPOHUNYPERHH) W/ HIH HHCYJIHH MOXeE
Ja A0BEAE A0 3HAUMTENHA XUNorimMkemus. [lpenoprbuBa ce BHUMATEIHO MOHUTOPUPAHE HA INIKOKO3ATa
(Bx. TO4ka 4.5).

[lepopanHu aHTHKOArYJaHTH: UMA PUCK OT CEPHO3HO KLPBEHE W 3HAYMTENHO NOBULIEHWE HA
MEKAYHAPOAHO HOpMaTU3UpaHo oTHoweHue (INR) U npoTpoOMOHHOBOTO BpeME, KOraTo
KJIapUTPOMHUMH C€ NpUIAara €AHOBPEMEHHO ¢ BapdapuH (BxK. Touka 4.5). INR » npoTpoMOIHHOBOTO
BpeMe TpAOBa Ja c€ MOHHUTOPUPAT HECTO, AOKATO NALMUEHTHUTE NONYHABAT €AHOBPEMEHHO
KJIAPMTPOMHLHH K NEPOPAIHH AHTHKOAryJIAHTH.

TpadBa na ce 00OpbLUA OCOOEHO BHHMaHHE, KOraTo KiapUTPOMHUHH CE€ NpH/ara €AHOBPEMEHHO ¢
AUPEKTHO ACHCTBALLM NEPOPATHA AHTUKOAryNaHTH, KaTo aaburaTpaHd, puBapokcadaH, anvkcadaH v
eaokcabaH, 0COGEHO MpHU MaUHEHTH C BUCOK PUCK OT KbpPBEHE (BXK. TouKa 4.3).

pylori, MOXe 1a cefiexTupa pet?.HCTeHTHH KbM KﬂapHTpOMHLlHH Muxpoopraﬂmmu




[lpoabmxuTenHara ynorpeda Ha KTapUTPOMHUUMH, KAKTO H HA APYTM aHTHOMOTHULH, MOXE 1a BOBEAE
70 CBPbXPACTEkK HA PEIUCTEHTHH DAKTEPUU UIN MBbOU. AKO Bb3HUKHE CyNEepUHPEKLHA, HEODXOAUMO €
1A ce NpoBe/e MOAXOAALIO JEUCHHUE.

TpaGea aa ce 0ObpHE BHUMAHHE HA BB3MOXXHOCTTA 32 KPBbCTOCAHA PE3UCTEHTHOCT MEXAY
KNapUTPOMMWLUHWH U APYTH MAKPOJIMIHH JIEKAPCTBA, KAKTO M € JIMHKOMHUMH H KIIHHOAMWLUHUH.

Toea nekapcTBO ChAbPKA XHHOJIMHOBO XK BIATO (E104), koeTo MOxke na npean3Bvka anepruuHU
PEaKLIHH,

Knadakc cbabpKa HATPHH

Tora nexapcTBO ChAbPKA NO-Manko OT | mmol Hatpuil (23 mg) Ha TabneTKa, T.€. NPAKTUUECKH HE
ChAbLP¥KA HATPUH.

4.5 B3iauMoaeHCTBHe C APYrH J1€KAPCTBeHH NPOAYKTH H APYI'H pOopMH HA B3aUMoOAeHCTBHE

HM31n0/13BaHETO HA CJICAHHTE JICKAPCTBA € CTPOro NPOTHBOMOKA3IAHO, MOPAAH BHIMOXKHOCTTA OT
PA3BHTHE HA TEXKH JIEKAPCTBEHH B3AHMONCHCTBHA:

Lu3anpua, NHMO3KWA, aCTEMH30J U TepdeHaanH

[ToBUwEHN HMBA Ha UX3anpuAa ca OMNKU AOKJIAABAHHM MNP NALMUEHTH, MPUEMALLH KITADHTPOMHLIUH H
uM3anpul eJHOBpeMeHHO. ToBa MOXKe Aa foBeRe A0 yAbjkasaHe Ha QT-uHTepBana v cbpaeyHu
ApUTMHUH, BKIIIOUKUTENHO KaMepHa TaxyuKapaus, kamepHa ¢pudprnauua U forsades de pointes. Hoao0Hu
epekTH ca HabAKAABAHW NPH NAUXWEHTH, MPUEMALLN €1HOBPEMEHHO KA1apUTPOMHLHMH 1 MUMO3UA (BXK.
Touka 4.3).

Mma cboBUICHMA, Y€ MAKPONHANTE NPOMEHAT MeTaboNM3Ma Ha TeEpPEHAANH, BOASLIO 10 NOBHLLABAHE
HUBaTa Ha TepPeHaTHH, KOETO B HAKOU C/IYUYaH C€ CBBP3RA ChC CHPACHHH apHTMHM KAaTO YABIDKABAHE
Ha QT-uHTepBana, kaMepHa TaxuKapAKa, KaMepHa pudpunauua U forsades de pointes (BX. Touka 4.3).
B eaHo npoy4sane npu 14 3apasu 10OpOBOJILH, €AHOBPEMEHHOTO MPHUIIOKEHHE HA KIIAPUTPOMHLIMH H
TepdeHaanH € A0BENO 10 ABY-TPHKPATHO YBEIMYEHHUE HA CEPYMHOTO HUBO Ha KHCENHA MeTaboIUT Ha
TepdeHaanHd ¥ yabkaBaHe Ha QT-uHTepBaia, KOETO He € JOBENO A0 HAKAKLB KIHHHYHO OTKPHBAEM
edekT. [lonoOhy edextT ca HabMoAaABaHU NMPH €IHOBPEMEHHO NMPHUIOKEHHUE HA ACTEMHU30N U IPYTH
MaKPONUAH.

EproramMub/anxuapoeproraMmuy

[locTMapKeTHHIOBY CHOOIUEHHSA MOKA3BaT, Y€ €AHOBPEMEHHOTO MPHNOKEHHE HA KNIAPUTPOMULIMH C
EProTaMuH UKW AUXHAPOEProOTAMUH € CBBP3aHO ¢ OCTPA €Pro TOKCHYHOCT, XapakTepu3npaliia ¢ce ¢
BA30CNAa3bM W UCXEMHA HA KPAHHULIMTE H APYTA ThKAHU, BKJIIOYUTEMIHO Ha LEHTpAlHATa HEPBHA
CUCTEMA. EAHOBPEMEHHOTO MPUNOKEHUE HA KNAPUTPOMHLIMH U TE€3M JICKAPCTBEHU NMPOAYKTH €
NPOTHBONOKA3aHO (Bx. TouKa 4.3).

Muaaszonam, OpUIOHKEH NEPOPATHO

[Ipyn eAHOBPEMEHHOTO NPHNOKEHHE HA MHAA30MaM U KI1apuUTpoMuLUKMH (500 mg aBa nbTH AHEBHO),
yacTTa noa kpusata (AUC) Ha Muaazonam ¢ duna yseanueHa 7 nbTH Cica NEPOPATHO NPHAOKEHHUE
Ha MHaa3zonaM. EAHOBPEMEHHOTO NMPHNMKEHHE HAa MHAA301aM W KNapUTPOMHULIMH €
MPOTHBONOKA3aHO.

HMG-CoA-peayKkrazHyd HHXMOUTOPH (CTATHHH)

EAHOBPEMEHHOTO NPUI0KEHWE HA KNAPUTPOMUUMH C JIOBACTATHH WU CHMBACTATUH €
MPOTUBONOKA3aHO (BXK. TO4Ka 4.3), TbH KATO Te€3W CTATUHH C€ META0OIU3KUpPAT APEUMY LLIECTBEHO OT
CYP3 A4 1 enHOBPEMEHHOTO IEUEHUE ¢ KIAPUTPOMULIMH MOBULLIABA TAXHATA Ma3MEHa
KOHUCHTPALKA C PUCK OT MHONATHA, BKIKOUYHTENHO pabaomuonuia. JloknaaBanu ca ciydau Ha
pabaoMHONK3a NPH NALKEHTH, NMPHEMALLH KIaPHTPOMULIMH €AHOBPEMEHHO C TE3M CTATUHH.
JIEHEHUETO C KNAPHTPOMHUUHH HE MOXKE Aa Obae n3berHaro, To TepanuaTa ¢ NOBaCTaTHH MY, ry
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[IpeanucBaHETO HA KNAPUTPOMMLIMH CBLC CTaTHHHU TPAOBA Na C€ H3BBLPILIBA C MOBHULLEHO BHUMAHHE.
Korato e1HOBpeMEHHOTO NPHIIOKEHUE HA KIAPUTPOMHLIMHE CbC CTAaTHHH HEe MOXe Aa ce niderke,
NPeNOPBLYUTENHO € /1a C€ NMPeANUCcBa CTATHH B HaH-HUCKATa My perMcTpupaHa no3a. Moxe aa ce
OOMHCIK YNOTpedaTa Ha CTATHH, KOHTO He € 3aBUCUM oT Metadbonuima Ha CYP3A (nanp.
dnysactaTuH). [launenTuTe TpadBa na 6bAAT MOHMTOPHUPAHHK 32 NMPU3HAUK K CHMITTOMH Ha MHONATHSA.

XHUIAPOKCHXAOPOXHUH U XJIOPOXHH

KnaputpoMuumn Tpabsa aa ce u3fo/i3sa ¢ NOBHILEHO BHUMAHUE (1PH MALMEHTHU, NOJYyYaBaLlH T€3H
JIEKAPCTBA, 3@ KOUTO € U3BECTHO, Y€ yabnkasat QT-uHTepsana, nopaisy noTeHuHana 1a HHaAyumpar
CbpACYHA APUTMHUA U CEPUO3HU HEKENAHHU CHPACUHHOCHA0BH CHLOUTHS.

EdexTH HA APYIH JIeKAPCTBEHH HPOAYKTH BLPXY KJIAPHTPOMHUHH

JlekapcTBeHH NpOAYKTH, KOUTO ca HHAYKTOpH Ha CYP3 A (Hanp. pudaMnyunH, GeHHTOHUH,
kapbamasenuH, peHobapOuTan, KbAT KAHTapHOH), HHAYLUPAT MeTaboNM3Ma HA KNApUTPOMHUMH.
Tosa Moxe na noBeae a0 cyOTepaneBTHYHHU HHBA HA KIAPUTPOMHULIMH U HAManeHa erUKacHOCT.
OcBeH TOBa, MOXE [a € HE0DXOAUMO MOHUTOpHpaHe Ha nia3menuTe HuBa Ha CYP3A nuaykropa,
KOUTO MOXE 1a CE YBeHuaT, nopanu HHxubupaHe Ha CYP3A oT knapuTpOMULIMH (BX. CHLOTBETHATA
npoaykrosa HHPOpMaLns 3a npuemaneTo Ha CYP3 A4 nuxubutopn). EAHORPEMEHHOTO NpUnaraHe Ha
pH(PAOYTHH W KNIAPUTPOMHUKH BOAN 10 YBEAIHYABAHE HA CEPYMHHTE HUBA HA pUadyTHH K
HAMAJIABAHE TE3H Ha KIAPHTPOMUUMHH, KAKTO H 10 MNOBHWIEH PUCK OT YBEHT.

3a cIeAHNTE JIEKAPCTBA € U3BECTHO MJIK Ce NOAO03Hpa, Ye 3acAraT nla3sMeHUTE KOHUEHTpaLMK Ha
KJAPUTPOMHLMH; MOXE 112 C€ M3HMCKBA KOPEKLIMSA Ha 103aTa Ha KJapHUTPOMHMLIMH WKW pa3riexaaHe Ha
AJTEPHATUBHH JIEYEHHS.

Edapuperu, HeBupanuH, pudamnHund, pudadbyTrH 1 pudaneHTHH

CHHH HHAYKTOpU HAa MeTaboauima Ha uMTOXpoM P450 kaTto epasUpeH, HEBHpANUH, pUDaAMIULIHH,
pupabyTHH U pHPaAnNEeHTHUH MOXKE 1a YCKOPAT MeTab0IM3Ma HA KNZPUTPOMHULIUH M MO TO3M Ha4uH Aa
HaMaAT MUIA3MEHHTE HUBA HA KJNAPUTPOMULIMH KATO ChLICBPEMEHHO yBeHuasat Te3n Ha 14(R)-
XUAPOKCH-KNApUTPOMHLUMH (14-OH-knapuTpoMuuun), MeTabonMT, KOHTO ChLIO € MUKPOOHUOIOrHUYHO
akTHBeH. Tbi KaTO MUKPOOHOAOrMUYHATA ACHHOCT HA KNApHTPOMHUKMH H |4-OH-knapuTpoMHLUHH €
Pa3ndHa 3a PaNIHYHATE DAKTEPHUM, NPECABHACHHAT TEPANEBTHYEH edEeKT MOYKE Aa C€ BIOLUH 1O BpEME
Ha €JJHOBPEMEHHO NPUIOKEHHE HA KIAPUTPOMHUMH H €H3IWMHH HHAY KTOPH.

ETpaBupHH

ETpaBHpHH NOHUKABA €KCMO3HULUMNATA HA KIIAPHTPOMHLMH, HO KOHLEHTPALHATA HA AKTUBHUS
mMeTaboAUT 14-OH-ki1apuTtpoMyni ce nosuwmasa. 1ui kato 14-OH-knapuTpOMULIMH HMA TTOHUKEHA
aKTUBHOCT KbM Mycobacterium avium komnnexca (MAC), obuiara akTUBHOCT CNPSMO TO3H NATOreH
MOxe aa Obae H3MEHEHA, CNeaoBaTesIHO TpaOBa na ce OOMUCIAT aNTepHATHBHA HA KIIAPUTPOMHWLIMH
npu neueHneto Ha MAC.

®aykoHA30.

EZHOBPEMEHHOTO NpUnokKeHUe Ha paykoHazon 200 mg aAHeBHO U KiapuTpoMulMH 500 mg ABa NbTH
AHEBHO NnpH 2| 3apaBu n0OPOBOJILM € A0BERO 40 NMOBMLLABAHE HA cpeaHaTa steady state MUHMMAaNHa
KOHLEHTpauUus Ha K1apUTpOMHUUKH (Cmin) ¥ rutowTa noa kpusara (AUC) cvoreeTHo Ha 33% u 1 8%.
Steady state KOHUEHTpaUHUTE HA aKTUBHHA METADOAUT |4-OH-knapuTpoMKUMH He ca 3acerHatu
3HAYHUTEIHO OT €AHOBPEMEHHOTO NpUaokeHUe Ha daykoHazon. He ce Hanara kopekilds Ha 103aTa Ha
KTapUTPOMHLMH,

PyutoHasup

EaHo dhapMakOKMHETHUHO NPOYUBAHE NMOKA3a, Y€ EAHOBPEMEHHOTO MPHAOKEHHE HA PHTOHABUP =

200 mg Ha BCceKM OCEM 4aca W KnapuTpoMuumrH 500 mg Ha BcekH 12 yaca 10BeXAa A0 3HAUMT HISTE T
WHXHUGUpaHe Ha MeTaboMK3Ma Ha KIapUTPOMHLMH. Cha HA KITAPUTPOMULIMH CE yBEIW4ABA c-;3':}1§%,' Com . 2N
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ce yBenuuasa ¢ 182% u AUC ce yBennuasa ¢ 77% npv e1HOBPEMEHHO NPUIGIKEHHE HA PHTOMABMD. 5 ™ 77\
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roneMus TepaneBTUYEH NPO30pel HAa KIIAPUTPOMHLUMH, HE CE€ HAJlara HamMalisaBaHe Ha 103aTa hpH
MALMUEHTH ¢ HOpMasiHa ObOpeuna ¢pyuxuma. [pu nauuentr ¢ 60peuHo yepexnaHe obaue, Tpadea na
ce pasrjexaar CheaHWTe Kopekunu Ha ao3ata: npy naudeHT ¢ Cler o1 30 g0 60 mL/min po3ara Ha
KJ1apUTPOMHUMH TpaOBa aa Obae namaneHa ¢ 50%. [pu naunentu ¢ CLcr <30 mL/min go3ara Ha
KJapUTPOMHUHH TpsaOBa aa Obae HamaneHa ¢ 75%. o34 K1apUTpOMULKH, NO-rofieMd OT 1 mg/aeH,
He Tpa0Ra Aa ce NpUAaraT €1HOBPEMEHHO C PUTOHABHP.

[ToaoOHu kopekuny Ha no3arta TpadBa Aa ce OOMUCIAT NpH NaUMeHTH ¢ NOoHKXeHa ODbOpeuHa
(YHKUMA, KOTATO PHTOHABHP KaToO PapMakoKUHETHYEH HHAYKTOP ce u3non3ea ¢ Apyru HIV-
NPoOTEa3ZHKW HHXUOUTOPH, BKIIKOUHTENHO aTa3aHABUP H CAKBUHABHP (BX. TOYKATa NO-J0NY
~J1BYNOCOYHO B3aUMOACHCTBUE™).

EdexTH HA KAAPHTPOMHLUHH BbPXY APYTH JIEKAPCTBEHH NPOAYKTH

B3aumoneicreus Ha Oa3ata Ha CYP3A

EAHOBpEMEHHOTO NPUICHKEHHE HA KIAPUTPOMHUMH, 3a KOUTO € n3BecTHO, Ye HHXHOUupa CYP3A, 1 Ha
nekapcTBO, MeTabonusnpaHo ocHoBHO oT CYP3 A, MOKe na noseae 40 NOBHLWIABAHE HA
KOHLEHTPALHHUTE HA JIEKAPCTBOTO, KOUTO OMXA MOIJIM Aa YBENHYAT WK 1A YABIKAT KAKTO
TEpaneBTHYHUTE, TaKa H HEXKENAHUTE peakLUWH Ha W3NOJN3BAHOTO €AHOBPEMEHHO N1E€KAPCTBRO.

YnoTtpebaTa Ha KIApPUTPOMHLIMH CHLLO TAKa € NPOTUBONOKA3aHA C €Pro ANKajJOHAH, MepOopaIcH
muaasonaM, HMG-CoA peaykrazHd HHXHWOKUTOpPHU, KOMTO ce MeTaboausupart ochoBHO upe3 CYP3A4
(Hanp. 10BAacCTATHH M CHMBACTATHH), KOJIXHMLUHKH, TUKArpeaop, veadpaanMH ¥ paHOa3vH (BXK. TOUKA

4.3).

Morke na ce OOMHUCIH KOPEKLUMUA HA A03aTa U KOraTo € Bb3MOXKHO, CEPYMHHTE KOHUECHTPALIKA Ha
JeKkapcTBaTa, KoMTo ce Metabonusnpar ocHoBHo oT CYP3A, Tpabea na ce MOHUTOPHPAT BHUMATEHO
NPy NALKEHTH, NONYYaBALLMU €IHOBPEMEHHO KIAPUTPOMHUMH.

CHMbTCTBALLOTO MPHJIOKEHHUE HA KIIAPHTPOMHLUMH K JIOMUTANKI € NPOTHUBOMNOKA3AHO NopaaH
BB3IMOKHOCTTA 3a 3HAUNTEIHO NOBHILABAHE HA TPaHCAMHHA3KTE (BXK. TOUKA 4.3).

KnapurpoMuuuH TpabBa aAa ¢ce U3MN038a ¢ MOBUILICHO BHUMaHHE NPH NMAUMUEHTH, IEKYBAHU C ApYrH
JIEKapCTBa, U3BECTHHU KaTo cybctpaTH Ha CYP3A eH3um, ocodbero ako CYP3A cybcTparbT HMa HHUCKA
rpaHyua Ha Be3onacHocT (Hanp. kapbama3senuH) n/unu cybcTparbT c& MeTabOAU3HPa EKCTEH3HUBHO OT
TO3H CH3UM.

3a CNeaHUTE IEKAPCTBA MU JIEKAPCTBEHHU KNACOBE € U3BECTHO MM C€ MpeaAno/ara, ue ce
MeTabonu3zupar 4ypes cbiuus u3oeH3uM CYP3 A annpazonam, acTeMuson, kapdamazenuH, LU10cTazon,
uM3anpui, UHKJIOCNOPHH, AM30MUPaAMHA, EPro alKaloHaH, TOBACTATHH, METHINPEAHHU30/OH,
MH1a30/1aM, OMENpa30.], NepopasHKd aHTUKOAry1aHTH (Hanp. BapdapuH, Bx. Touka 4.4), aTUNHYHH
AHTUNMCUXOTHUH (Hanp. KBETUANKUH), NUMO3KUA, XUHHUAWH, pudadyTHH, cunaeHadun, CUMBACTATHH,
CHPONIUMYC, TAKPONHMYC, TepdeHaauH, TpHa3oiaM U BUHOAACTUH, HO TO3U CMUCHK HE € BCeODXBATEH,

JlekapcTBEHO B3aUMOACHCTBHE C NOAOOHN MEXaHU3MH, YPE3 APYTH H30€H3UMH B CUCTEMATA
untoxpom P450 BkntoyuBa GEHUTOUH, TEOPHIHH W BANINPOAT.

[lepopanHu adHTHKOAryaaHTy (Hanp. BapgapuH, pusapokcadaH, anukcaban)
dupexTHo aercTRalK nepopanHy aHTHkoarynadt (DOAC): AMPEKTHO ASHCTBALLIMTE NEPOpPATTHU
aHTUKOArynaHTy gadburatpaH v eaokcadaH ca cydcTparu 3a eykcHus Tpakcrnoptep Pgp.
Pusapokcadan u anukcabaH ce metabonuzupat upe3 CYP3A4 u cvuo ca cyberpartu 3a P-gp. Tpabsa
Aa c¢e o0pbLIa 0cODEHO BHUMaHUE, KOraToO KNapUTPOMHLIMH CE NpuWJiara e1HOBPEMEHHO C TE3H
CPEACTBA, OCOOEHO NMPH NAUKEHTH ¢ BUCOK PHCK OT KbPBEHE (BXK. Touka 4.4).
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3a yabbkasade Ha QT-uHTepBana npy €1HOBPEMEHHOTO NPUIIOKEHHE HA KIIAPUTPOMHUHH € TE3M
nekapcTea. CepyMHHTE HMBA HA XWHUAWH W au3onypamui Tpadbea aa 6baar HabnwaaeaHu no speme
HA EYEHHETO C KIAPUTPOMHULIUH.

CoplnecTBYBAT NOCTMAPKETHHIOBH AOKAAAH 32 XUNIOTJHKEMHUA NIPH €1HOBPEMEHHO NPHIIOKEHNE HA
KNapUTPOMHUKH W Ax3onMpamMid. CTORHOCTHTE HA MNIIOKO3aTa B KPbBTa cneasa na Obvaar
MOHUTOPHPAHH MPH €1HOBPEMEHHO NPHIOKEHHE HA KIAPHTPOMHLHUH H AN30MHPaMHA.

[lepopaiHu XHNOrAMKEMHYHHK NEKAPCTREHH OPOAYKTH/UHCYIIHH

EnHoBpeMmennara ynorpeba Ha KNapUuTPOMULIMH U HAKOU XUMOMMUKEMUUHH EKAPCTRA KATO
HATErTMHW/ H penarniHXA MOXKe 1a NpeAn3BHKa XHNOrJMKeMHUs nopaaiH HHXHOMpaHe Ha eH3nMa
CYP3A ot krapurpoMHuuH. [IpenopbuBa ce BHUMATETHO MOHUTOPHMpAHE HA HUBATA HA [HOKO3AaTA.

Omenpasou

KnhapurpomuumnH (500 mg Ha Bceku 8 yaca) € npunarad B komOuHauus ¢ oMmenpason (40 mg aHeBHO)
MPY 31paBH Bb3PacTHH HHAMBHAH. Steady state nnasMeHUTE KOHUEHTPALMHA Ha OMENpas3ol ce
yBeIH4ABAT (Cmax, AUCo.24 ¥ ty2, yBennueH ¢ 30%, 89% u 34% cboTBETHO) OT EAHOBPEMEHHOTO
MPUJIOKEHHE HA KiapuTpoMHuHH. CpeaHarta 24-yacoea pH cToHHOCT Ha cTomaxa e 5,2, Korato
OMEMNPa300 € NMPUNaraH CaMOCTOSTENHO, U 5,7, KOraTo OMENpaso ¢€ npuaara €AHOBPEMEHHO C
KJI1apHTPOMHLIUH.

Cunaenadun, Taganagun u eapacHadu

Becexu eamnH ot Te3u pocoauectepazHu HHXHOUTOPU ce MeTabo1m3upa noHe otyactd oT CYP3A u
CYP3A moxe na Obae nOTHCHAT OT €AHOBPEMEHHOTO APUIOKEHHE HA KNAPHTPOMHLMH,
EIHOBpPEMEHHOTO NPUIOKEHHWE HA KJIIAPHTPOMULKMH W cuaaeHad U, Tananadun uian sapaeHadgun
BEPOSATHO WIE A0BEAE /10 YBENMUABAHE HA eKeno3nuUaATa Ha docdoauecTepazHua nuxnoutop. Tpabea
na ¢e oOMUCAM HaMangaBaHe Ha A03UTE Ha cunaeHadun, Taganadun U BapacHadHI, KOraTo T€3M
JIEKAPCTBA CE MpUNarat EAHOBPEMEHHO ¢ KNAPHUTPOMKLIHH.

Teodnnun, kapbamasenux

Pe3ynTary OT KIMHH4YHK NPOYYBAHUS NOKA3BAT, Y€ MMA YMEPEHO, HO CTATHCTHYECKH 3HAUYHUMO
(p=<0,05) yBenHueHHE HA UMPKY/JIUpALLKTE HUBA HA TEOPHIHH UKW KapbaMa3enuH, KOraTo HAKOE OT
TE3W JIEKApPCTBA CE MPHNAra ¢IHOBPEMEHHO C KNApUTPOMUUMH. Moxe aa ce obChaH HaMansiBaHe Ha
no03ara.

Tonrepoau

(OCHOBHHUAT NBbT HA MeTaDONKW3bM Ha TOATEPOAUH € upe3 2D6 uutoxpom P450 uzoensum (CYP2D6).
Bounpeku ToBa, B €aHa 4acT OT HacesieHUeETo, auweHo ot CYP2D6, ycrtanosenuTe nsTywa Ha
meTabonuszbm ca upe3z CYP3A. B tasu yacT ot HaceneHueTo, nHxubupaneTo Ha CYP3 A Boan oo
3HAYUTETHO NO-BUCOKH CEPYMHH KOHLEHTPaLUKH HA To/TepoanH. Hamanasane Ha no3ara Ha
TOJATEPOAKH MOXKE /14 C€ HANOKHU B MPUCHCTBUETO HA CY P3A MHXUOUTOPH, KAKTO NpH
KJIAPUTPOMHLUKMH NipH nonyasauuata ¢ HeaocTHr Ha CY P2D6 metabonuzartopu.

TpuazonobeH3oanazenuHu (KaTo TpyUazoiam, MUIa300aM, ananpasosiam)

Korato Mpaasonam ce npunara € 1HOBpPEMEHHO ¢ KaapuTpoMHUHKH TabneTku (500 mg nea nuTH
aHeeHO), AUC Ha Muaazonam ce noByLuaea 2,7 MbTH Cl€a MHTPABEHO3HO MPUIOKEHHE HA MHAA30./1aM
H 7 ObTH CAEA NEPOPANHO NpURoKeHUE. ENAHOBPEMEHHOTO NMPUNOKEHHE HA MEPOPATEH MHAAZ0IAM H
KNapuTPOMHUHH TpAbBa aa ce n3darea. AKO HUHTPABEHOZHO MHA301aM CE€ NMpHEMa €AHOBPEMEHHO C
KI1apuTPOMHUKMH, MALUMEHTHT TpAOBa na ObjJe MOHNTOPUPAH BHUMATENHO, 33 4a CE MO3BOJH KOPEKLUS
Ha ao3arta. CblMTe npeanasHyd Mepky TpabBa aa ce npwiiarar v 3a Apyrd 0€H3044a3€ernuHHu, KOUTO ce
meTabonuzupat ot CYP3 A, BKIKHOUUTENHO TPHA30/1aM W annpasosiaMm. 3a 6eH304MazennHUTe, KOUTO
He ca 3aBMUCMMH 0T CYP3 A 3a enMMHHHMPAHETO UM (TEMA3ENnaMm, HUTpA3enam, 10pa3enam), KIIMHHYHO

3HAYUMO B3aUMOACHCTBUE C KNAPUTPOMUIIMH € MAJTKO BEPOATHO.
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HUma nocTMapKEeTHHIOBH CHOOLIEHNS 3a ICKAPCTRBEHH B3aUMOACHCTBUS U €(PEKTH BHPXY ueHTpa.uHaTa
HepBHa cuctema (LIHC) (Hanp. COMHOAEGHTHOCT H 0OBPKAHOCT) APHU €AHOBPEMEHHOTO npunareme Ha -
KJJAPHTPOMHLUHH U Tpuasonam. [lpeanara ce MOHUTOpHpaHE HA NALMEHTaA 3a NOBUWIEHO 1 |~ .17 »u

re e



dbapmakooruuHo Bw3aeicteue sepxy LIHC.

KopTukocteponam

Tpabpa na ce NoaAxXoxkaa ¢ NOBUIUEHO BHUMaHHKE NMPU CbNBTCTBALLA YyNOTpeda HA KNTAPUTPOMHLNH ChC
CUCTEMHU W UHXATATOPHH KOPTHKOCTEPOHIH, KOUTO ce metabonniupar raasHo upes CYP3A, nopaan
NOTEHLHKANA 32 NOBHLIABAHE HA CHCTEMHATA €KCNO3ZMUMA HA KOPTUKOCTEPOKAWTE. B cnyual Ha
ChOBTCTBALLA YNIOTPedAa, NnauHeHTUTE TPAOBA Aa ce HaADIKAaBaAT BHUMATENHO 3d CHCTEMHHU
KOPTHKOCTEPOUAHH HEXETAHH PEaKLIUHU.

Hpyeu 1exapemeenuy 63auMo0e e meus

AMHHOIITUKO3UAH
Heobx0aAUMO € MoBULIeHO BHUMAHKE NPH eAHOBPeMEHHa ynoTpeda Ha KNApUTPOMHUMH C ApPYIH
OTOTOKCHYHH 1EKAPCTBA, OCODEHO ¢ aMUHOMAUKO3ZMAM (BXK. ToUKa 4.4).

KoaxHUuuH

KonxnuuH e cyberpar kakto Ha CYP3A, Taka v Ha eduiyKkcHaTa TpaHCnopTHa cuctema P-
ravkonpoteuH (Pgp). M3BecTHO e, e KNapuTpOMUUMH K ApYruTe Makponuan nHxuoupar CYP3A u
Pgp. Korato K1apuTpoMHLMH W KOJXHULMH Ce [pUeMaT e1HOBPEMEHHO, MHXUOHUpaHeTo Ha Pgp n/wvnu
CYP3A ot KnapuTpoMHLIMH MOXKE 1@ NOBEE A0 NMOBHIIABAHE €KCMNO3MLUUATA HA KOJIXUUMH (BX. TOUKA

4.3 v 4d.4).

JHMrokcuy

CwmsdTa ce, 4e AMFOKCHUH € cyDeTpaT 3a edaykcHaTa TpaHcnopTHa cuctema P-rnukonpoteuH (Pgp).
M3secTHO €, ue knapuTpoMHLIMH HHXHOHWpa Pgp. Korato kKnapuTpoOMHUHH M TMIOKCHH ce npuaarar
32€AHO, HHXUOUpaHeTO Ha Pgp OT KNapuTPOMULIMH MOXKE 1a A0BEAE 10 NMOBULIEHA €KCMO3ULIHA HA
OUTOKCHH. [I0BHLLIEHH CEPYMHHU KOHUEHTPALHH HA JWTOKCHH MPH NatHeHTH, NpHEMaLlX
KJ1apUTPOMHUUHH U AUMOKCHH €THOBPEMEHHO, ChLIC ¢a OMNH J0KNAABAHH B MOCTMAPKETUHTOBO
HaObnrwacHUE. HAKOM NauHeHTH ¢a NOKa3alu KIHHUYHU NPU3HALIKM, ChOTBETCTRALLM HA WUHTOKCUKALIUA
C IMTOKCHH, BKIFIOUHUTENHO NOTEHUMANTHO aTanHn apuTMHH. CepyMHUTE KOHLUEHTPAUMUKH HA JUTOKCHH
TpaOBa na O6bAAT BHUMATENHO MOHUTOPHPAHK NPH MALMEHTHTE, NPUEMALLY €EAHOBPEMEHHO JAUTOKCHH
H KNapUTPOMHLIUH.

3nA0BYAHH

EnHOBPEMEHHOTO NEPOPAIHO NPUEMAHE Ha TabIeTKN KNapHTPOMHUKH Y 3ugoByanH ot XHUB-
HHEKTUPAHU Bb3PACTHH MALMEHTH MOXKE [a JOBEIE A0 MMOHUKABAHE Ha sfeady siale KOHUEHTPaAUUHTE
Ha 3UAO0BYAUH. TbH KaTO KNapUTPOMHLMH H3rAEKAA NPEYH HA YCBOABAHETO HA €JHOBPEMEHHO
npuaaraHus NEPOPAIHO 3HAOBYINH, TOBA B3AUMOICHCTBHE MOXKE 1A C€ U30ErHe A0 ronsima cteneH
Ype3 pa3npeacneHNE Ha A03UTE HA KNAPHUTPOMULUMH W 3MA0BY AMH, TAKAa Y€ Aa C€ AaA€ Bb3MOMKHOCT 34
4-4yacoOB UHTEPBAN MEXAY OTIAC/IHUTE MEANKAMEHTH. 10Ba B3aUMOICHCTBHUE HE CE MPOABIBA MpPH
XHUB-uHbekTHpatn aeua, npHeMatii KNapuTPOMHLUHH CYCNEH3NUA €JHOBPEMEHHO CbC 3UAOBYAHH HIIH
AAUACOKCHHUHO3WH. B3auMOaeHCTBUETO € MAJIKO BEPOATHO NPH MPHJIOKEHHUE HA KIAPHTPOMHLMH vpe3
BEHO3HA UH(PY3HS.

MOEeHUTOUH U BaNnpoar

CbluecTByBaT CMOHTAHHU UM NYOAUKYBAHKW CHOOILEHHA 32 B3aHMOACHCTBUETO HA HHXUONTOPH HA
CYP3A, BKIOYUTENHO KTAPUTPOMHULMH € JIEKAPCTBA, 32 KOUTO HE C€ CMATA., Y€ C€ METabONU3UpaT oT
CYP3A (nanp. ¢peHuTouH v Bannpoar). [lpenopbusa ce yCTAHOBABAHE HA CEPYMHOTO HHUBO 3a TE3H
JeKapCTBa, KOraro ce npuiiarat eAHOBPEMEHHO C KIAPUTPOMHLMH. JloknaaBaHu ca MOBHLLEHH
CEPYMHH HHUBA.

eynocouno gzaumooeucmeue

ATa3aHaBHD A S
AU knapuTpoMHUMH, W aTazaHaBup ca cybcTpath ¥ HHXHOWTOpU Ha CYP3A v vima nokazatencreas3g . =i} ¥
ABYNOCOUYHH JIEKAPCTBEHH B3aUMOAEUCTBUA. EAHOBPEMEHHOTO NPUAOKEHUE HA KIIAPUTPOMULIME: QSOQ:_ U

mg ABa NbTH AHEeBHO) ¢ atazaHaBup (400 mg BeAHBK AHEBHO) BOAM 10 ABYKPATHO YBEIHUEHHE HA = . <2374
AW
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EKCMOZHLUATA HA KaapuTpoMuuuK U 70% HamanaBahe Ha ekcno3uuusaTa Ha 14-OH-knapuTpoMHULLAH ¢
28% yBennuende Ha AUC na arazanasup. [lopaau ronemMus repanesTHueH Npo3opewl Ha
KJApUTPOMULMH, HE Ce Hajlara HaMansaBpaHe Ha 403aTa NPY NAUKMEHTH ¢ HopMallHa ObOpeuHa GyHKUHS.
[Ipu nauueHTH ¢ ymepeHa 61p0peyHa pyHkuna (KpeaTHHHHOB KnHpbHC 30-60 mL/min), no3ara Ha
KnapuTpoMHuumMH Tpabea aa Obae HamaneHa ¢ 50%. [lpy nauveHT™d ¢ KPEaTUHHHOB KINHUPbBHC < 30
mL/min, no3arta Ha k1apUTPOMULKUH TPsAOBa na Obae HamaneHa ¢ 75%, KaTo ¢ce U3Inon3ea noaxoaaula
dbopma KnapuTpoMHUUH. Jo3u knaputpomuuuH, no-ronemu ot 1000 mg aHeBHO, He Tpabea aa ce
npunarat € JHOBPEMEHHO C NMPOTEa3HH HHXHOUTOPH.

KanuueBy aHTaroHUCTH

[Ipenopbuea ce cneuyalHO BHUMaHWe NpK €AHOBPEMEHHATA YNOTpeDda HA KJIAPUTPOMULIUH N
KaJILUECBU aHTArOHUCTH, KOUTO ce MeTabonun3upat oT CYP3A4 (rRepanaMu1, aMA0AUNUH, TWITHA3EM),
nopanan pHCK OT XMNOTOHHA. B pe3yaTaT Ha TOBA B3aUMOEHCTBHUE NNA3MEHHTE KOHUEHTPALHH HA
KJapUTPOMMLIMH U KallMEBUTE aHTArOHUCTH MOraT Aa ¢e noedwar. [Ipy eaHospemMeHHa yiioTpeda Ha
KJapUTPOMMLUMH WU BeparnaMua ca HabaionagaHu XMNOTOHUA, OpaaHapHTMHA W N1aKTaTHA auua03a.

HTpakoHa3on

M kiapdTpOMULIMH, W UTPaKOHAa307 ca cydcTpaTH M MRxubuTopr Ha CYP3 A, koeTo BoaM A0
ABYNOCOYHO JIEKAPCTBEHO B3aUMOaeAcTBHE. KiapuTPOMHLKMH MOXe A NOBULIH TUIa3MEHWTE HUBA Ha
HTPAaKOHAa30.1, J0KATO WTPAKOHA30.1 MOXE 1a NOBULLIM NJA3MEHUTE HUBA HA KNAPUTPOMULIKH,
[TauveHTUTE, MpUEMALLK UTPAKOHA30/ W KIAPHTPOMULWH €IHOBPEMEHHO, TPAOBa Ja C€ MOHUTOpPHUPAT
BHHMATEHO 3a NPH3HALK U CHMIOTOMMU HA YBEMHYCHH HIIM YABKEHH (GapMaKoaorHuHu edeKTH.

CaxkBHHABHD

U knapHMTpOMUUKMH, H cakBHHABUP ca cydbcTpath M HHXHOUTOpHU Ha CYP3 A v uma nokaszatencTea 3a
ABYNOCOYHO NEXKAPCTBEHO B3aMMOAEHCTBHE. EAHOBPEMEHHOTO NPUIIOKEHHE HA KIAaPUTPOMHLUIMH
(500 mg aABa NbTH AHEBHO) M CAKBUHABUP (MEKM XKeNAaTHHOBU Kancyiu, 1200 mg Tpu nbTH AHEBHO)
npu 12 3apasu 1obpoeonuun Boau ao steady state Ha AUC 1 Cinax CTORHOCTUTE HA CAKBHHABHUP, KOUTO
ca 177% n 187% no-BUCOKM OT Te3H, HabAoAaBaAHHU caMO TNpH cakBUHaBHp. [Ipy KNAPUTPOMULIUH
AUC H Cpay cTORHOCTHTE ca OHAK 0k010 40% No-BUCOKH OT Te3M, HabMoAaBaHY CaMO MPH
K1apUTPOMHLUMH. He ce Hanara KopurupaHe Ha 103MTe, KOTraTo ABETE JiIeKapcTBa ¢ce npuiaarar
€QHOBPEMEHHO 3a OFPAHWUYEH NEPUOI OT BpEME B NpoyUeHH 1031/ hopMu. Habaonenusta or
NpOY4BaHHUS Ha JIEKAPCTBEHW B3aUMOIAEHCTBHA MPH U3M0J3BAHETO HA MEKM XKETATUHOBH KarCyJiH
MOIKE [1a HE ¢a NOKa3aTeHH 3a HadNwaaBaHUTe epeKTH NPH W3INON3BAHE HA CAKBHHABHUP TBLPAH
KeNnaTHHOBH Kancyau. Habmoaenuara OT NeKapcTBEHHTE B3aUMOAEHCTBHA, H3BbPLUEHH CbC
CAKBHUHABHP, HE MOrart aa ObaaT NMoKa3aTe/HA caMH Nno cede cH 3a HabmoaaBaHHUTe ePEKTH Mpu
KOMOWHUPAHO NeueHHe CbC CAKBUHABUP W pUTOHABUP. ETO 3au10 npu npunaraHeTo Ha TOBa
KOMOHHHPAHOTO JieveHHe TpadBa Ja ce 00bpHe BHUMAHUE HA NOTEHUHANHUATE eDEKTH HA PUTOHABHP
BLPXY KIAPHTPOMHLUMH (BXK. ToOuKa 4.5 PutoHaBup).

[launeHTKH, NpUeMalLM NEPOPAHH KOHTPALENTHBH, TpaOBa na ObaaT npeaynpeneHHy, Y4e ako
Bb3HUKHAT AUapHs, TIOBPBLIAHE WK KbPBEHE H3BHH MEHCTPYATHUA UKD, € Bb3MOXKHO METOABLT Ha
KOHTpAUESINUHA 13 HE € €PEKTUBEH.

4.6 DeprHAHTET, OpeMEHHOCT H KbpMeEHe

bpeMeHHOCT:
be3onacrOCTTa NpY U3N0J3BAHE HA KAAPHTPOMULKWH MO BpeMe Ha OPEMEHHOCT HE € YCTAHOBEHA.

HecurypHuTe naHHM OT U3CNEABAHUSA NPH XXUBOTHU M ONUTA MPU XOPa HE UIKIOUBAT BEPOSTHOCTTA
OT HEXENaHW €dEKTH BLPXY eMOpHODETANHOTO pa3BuTHE. B HAKOM 00cepBaLHOHHHU NMPOYUYBaAHHMA,
OLCHABALLN €KCNOZULUMATA HA KNAPUTPOMHULKH NPE3 MbPBUA H BTOPHUA TPUMECTBP, ce CboOluasa 3
MNOBHILUEH PUCK OT CIIOHTaHEH abopT B CPABHEHUE C HEU3MON3BAHETO HA AHTHOHOTHK WM

H3MOJ3BAHETO Ha APYr aHTUOMOTHK npe3 chUa neproa. HanuuHute enuaeMHONOrHUHK npoYl
OTHOCHOQ PUCKA OT CEPUO3HU BPOAECHK MAPOpMaLIMU NpU ynioTpedaTa HA MAKPOIMAMY, Bl{ﬂmquTenHo
KNapUTPOMMLHH, 1O BPEME HA OPEMEHHOCT NPEeAOCTABAT APOTUBOPEYNUBH Pe3yNTaTH,
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CnenoBaTenHo ynotpeba no BpemMe Ha OPeMEHHOCT He ¢e NpenopbyBa 0e3 BHUMATENHA NpeleHKa Ha
[GJI3UTE H PUCKA.

KbpMmene

be3onacHocTTa Ha K1apHTPOMHULUMH 32 ynoTpeda o BpeMe Ha KbpPMEHE HE € YCTaHOBEHa.
KapUTPpOMHULUKH Ce EKCKPETHPA B KbPMATa B MANKH KONUYeCcTBa. M34MCIEHO €, ye KbpMaUeTo Wwe
nosiyyuu okono 1,7% ot a03ata KIIapuTPpOMHULMH, KOPUIrHpaHaTa cnopea TernoTo Ha Mankara.

4.7 E@eKkTH Bbpxy cNOCOOHOCTTA 32 1H0PHpPaHe H padoTa ¢ MALLIHHH

Hama HanuuHK KaHHU 3a eDeKTHTE BLPXY CNOcOoOHOCTTA 3a wodupade U padoTa ¢ MaliMHi. Ho npu
H3MbJHABAHE HA TE€3H ACHCTBHA TPAORA /1a C& UMA NPEABH/ Bb3IMOXKHOCTTA 3a NOABA Ha 3aMasHOCT,
CBETOBBLPTEK, OOBPKAHOCT W AC30PHECHTALIMA,

4.8 Hexenanu JIeKaApCTBEHH PeaKIHA
a. O0o0weHne Ha npoduna Ha Be3onacHoCT

Haii-uecTo AOKNAABAHWTE HEXENAHH PEAKLMH NPY Bb3PACTHHU K AcLa, NPHEMALUU KIIaPpUTPOMHULIMH,
ca abapomuHanHna 6onka, AMapus, raeHe, NOBPbLIAHE M MPOMAHA HA BKYCa. €34 HEXENAHU PEaKLIHU
OOHMKHOBEHO ¢a IEKH N0 UHTEH3HUTET M ¢a B CHOTBETCTBUE ¢ NMO3HATHA NPpodu.1 Ha H€30MacHOCT Ha
MaKpOJIUIHU aHTUOHOTULM (BK.TOUKA 4.8 §). [10 BpeMe HA KTUHHYHKHTE U3NUTBAHUSA HIMA 3HAYKUMA
pa3iuKa B YECTOTATA HA TE€3W CTOMALUHO-YPEBHH HEXENIAHH peakLUHi MEXAY NAUMEHTH C WK Oe3
NpeIBAPUTENHO CHLUECTBYBALM MHKODAKTEPHANTHN HHPEKLINHK.

0. TabinnuHo npeacTaBAHE HA HEXKEMAHUTE PEaKLHK

CneaHara Tabiikua NoKa3ea HeXEJAHUTE JIEKAPCTBEHH peaKUMWH, ChoOLILEHH B KIHHHYHH NPOYYBAHUA
U OT MNOCTMAPKETHHIOBUS ONMT C KIAPUTPOMHLIMH TabneTku ¢ HezabaBHO OcBODOXKAABAHE, IPAHYIH
3a MepopasiiHa CyCMeH3Us, Npax 3a HHXXEKUHOHEH pa3TBOp, TAONETKH € YABIKEHO U TabNeTkH ¢
MOAMPUUMPAHO OCBODOKIABAHE.

PecakumMuTe, CUUTAHU 32 BB3MOXHO CBBbP3aHH ¢ KIAPUTPOMHMLIKH, Ca AaA€HU MO CHCTEMA, OpraH, Kiac
M 4ECTOTa, KaTO € M3NOA3BaHa cleaHaTa knacudukauna: MHoro uect (=1/10), uectu (=1/100 po
<1/10), Heuectu (=1/1000 no <1/100) 1 ¢ Her3BeCcTHA YeCcTOTA (HEKENAHH NEKAPCTBEHH PEAKIMM OT
NOCTMAPKETHUHIOBHSA OfTUT, KOUTO HE MOrart Aa 0bAaT OUEHEHH OT HATMMHUTE IaHHK). 3a BCAKA rpyna
MO YECTOTA HEeXENAHUTE PeakLiHK ca NPEeACTABCHW B HU3XO ALl pe/l O OTHOLLIEHNE HA TAXHATA
CEPHOIHOCT, KOraTo CEPHO3HOCTTA UM MOXKeE 1a Ob/l1€ OLIEHEHA.

CucreMHo-opraHha | MHoro Hectu HeuecTu C Heu3BecTHa
KNacU(pHUKALIUS YecTH >1/100 po <1/10 | Z1/1000 no <1/100 | uectoTa* (He MOXKeE
>1/10 na Obje oueHeHa OT
HaJTMUHATA
uHdopmarLua)
NHdexunn u Lienynut', kanau- | INcesgomMemOpaHo3eH
HH(eCcTaluH 03a, KONMUT, EpU3HNen
raCTPOCHTEPHT,
MHbEKLHA®,
BarMHanHa
HHPEKLUHS
KpkBHa 1 numdHa JleBkoneHus, ArpaHyJoluMTO3a,
CUCTEMA HEYTpONEHUa”, TpoMGoUHTONE
TpomBounTemMus’, s
eo3MHodunus’




Hapywenus Ha AHa(UNaKTOUIHA AHadunakTuuHa
HMYHHATa CUCTEMA peakuus’ peakilus,
CBPbXYYBCTBUTEN- | aHrHoeaema
HOCT
HapyweHnusa Ha AHOpeKcHs,
MeTadonu3Ma HAMaNEH aneTuT
XpPaHEHEeTO
[lcrxuaTpruynm be3chHue TpeBoxKHOCT, [IcuxoTH4HO
HapyilueHUs HEPBHOCT" pPa3CcTPONRCTRO,
CHCTOSSHUE Ha
o0bpkaHocT’,
AenepCoHANN3aLIUs,
aEnpecHs.,
A€30pUEHTALIHA,
XaTIOUHHALIMH,
HeoOHuUaiHN
CbHHILA, MAHUS
Hapywienus Ha Hucreysus, 3aryba Ha [ bpuoBe, areyius,
HepBHATA CHCTEMA rnaBobonue, cbi3HaHue!, NnapocMHs, aHOCMHU4,
NpOMSsiHA Ha [IUCKHHE3NS ', napecTe3us
BKYCa 3aMasHoOCT,
CBHJMBOCT’,
TpEMOp
HapylwueHus Ha Bepturo, napyuwen | ['nyxoTta
C/IYXa U CNYXOBHS CYX, THHUTYC
anapar
Copaeunu Cbpacuer tforsudes de pointes,
HapyLeHUS 6a0k', npeacvpaHe | kamepHa
MBbKIEHE', TaXHUKapIu,
€NEKTpOKapaAHOrpa- | kamepHa
Ma ¢ yabvikeH QT- | dubpunaums
UHTEpBAN,
eKCTPACHCTONN ',
cbpucbueHe
Backynapun Bazogunataums’ KpbBOU3NINB
HApYLIEHHS
PecnupaTopHu, Acrma',
rPbAHH U EMUCTAKCHC,
MEIHACTHHATHH GenoapobeH
HapylEeHHS eMB0auIBM!
[[acCTPOHHTECTH- JInapus, E3zodarut’, OcThp MaHKpearTwr,
HATHH HApYLICHUA NOBPbLUAHE, racrpoesogareanHa | NpoOMsAHa B LBETA HA
AMCHerncus, pednykcHa €3HKa, MPOMSAHA B
rageHe, kopeMHa | 6onect’, racTpuT, | LBeTa Ha 3LOUTE
Gonka POKTAITHA",

CTOMATHT, [JIOCHT,
NoAyBaHe Ha
Kopema®, 3anek,
CYXOTa B yCTara,

OpHTBaHe,
METEOPHIBM
XenaroOuiapHH Heobuuaklinu Xonecrasa®, YepHoapobHa
HApYLUEHWS 4epHOAPOOHH XenaTHT", HEAOCTATBYHETS
GOYHKUHOHANHU | YBE/IMUYEHA aNaHHWH- xenaTDueﬂyJFE:ﬁ%f
TECTOBE amMUHOTpaHcdepa- | HKbaTeHMua ! o
34, YBCIKYEHA |
1%%




acrapraraMHHO-

KpbBTa®, NOBHILIEHA
NAKTAT-
NeXHAPOreHasa B
KpbBTa'

TpaHcepasa,
yBENHUEHA raMa-
rayraMuntpancoe-
paza’
Hapyuwenus na Oopus, bynozen CuHApoM Ha
KOXaTa M XWUMepxMaposa JIEPMATHT ', Stevens-Johnson,
MOAKOKHUTE CbpoeK, TOKCHYHA
ThKaHH YPTHKapHA, enuaepMaiHa
MaKyJ10-Nanynao3eH | HeKpoau3a,
0OpHB’ NeKapcTBEH OOPHB ¢
€03HHOPUNUA H
CUCTEMHH CUMNTOMH
(DRESS). ake,
ocTpa
reHepalnIupaHa
eK3aHTeEMaTO3Ha
nycryno3a (AGEP)
MycKyJTHO- MyCKyIHH PaGaomuonuza’®,
CKEJIETHH H cnaimu’, MHOMAaTHS
CbEAWHHUTETHO- MYCKYJTHO-
THKaHHU CKENETHA
HapylleHUs CKOBAHOCT',
MHANT U
HapyiueHus Ha [oeHiueH bbuOpeuna
OBOpeunTe U KpEaTHHUH 8 HEOCTATHUHOCT,
NUKOYHHUTE KpBbBTA', NOBUILIEHA | MHTEPCTHULIHANIEH
NbLTHLIA ypes B KpbBTa' HeDpUT
OOutn HapyweHus | Pnedur Ha boJika Ha Hepasnonoxenue®,
W HapylLIeHHWs Ha MACTOTO Ha | MACTOTO Ha MUpeKcHs’,
MSICTOTO Ha MHKEKTHpA- | MHKeKTHpaHe', | actenus, Gonka B
NPUIOKEHHE He' Bb3NajicHHe Ha | rbpauTe’,
MACTOTO Ha BTpucane’, ymopa®
HH)KEKTHpaHe'
JlabopaTopHH AHOpPMaNHO Y BeNH4EHO
H3c/ieiBaHUA CHOTHOLLEHHE MEX1Y HapOAHO
MEXIY andOyMHHA U | HOPMATH3UPAHO
MMYHOrMO0Y/IMHA', | CbOTHOLLEHHE,
MOBHLIEHA AKATHA | YABIKEHO
docdaraza s NPOTPOMOHHOBO

BpeMe, HeoOnyaeH
LIBAT HA YPHUHATA

' Hesxenauu peakumnu, cboBLIEHH CaMO 3a KINAPHTPOMMLIMH NPax 33 HHIKEKLMOHEH Pa3TBOP

> Hexenanu peakiuuu, cboBGLIEHH CaMO 3a KIAPHTPOMHULHH TableTKH ¢ YABKEHO 0CBOOOMK1aBaHe
} Hexenanm peakumu, cboOILEHH CaMO 33 KNaPUTPOMHLIMH TPaHYIIH 3a NEPOpaIHa CycneH3us

* Hexxenanu peakumu, CboOLLEHH CaMO 3a KIapUTPOMHLIMH TabeTku ¢ He3abaBHO 0cBOOOK1aBaHe

*® Bk TOUKA B)

. s
Tvi xaTo Te3u peakuum ca J00pOBONHO AOKJIAABAHU B MOMNYNALMUA C HEOTIPEAEACHa roJIEMHAHA, He
BHHACW € Bb3MOXKHO Aa C€ YCTAHOBM TAXHATA YECTOTA UAH NPUUYHHHO-CACACTBEHA BPb3KA C

AECHCTBUETO HA JIEKAPCTBOTO. Y CTAHOBEHATA €KCNO3HUMA HA NALUWEHTHTE € NoBeye oT | OUNUoH

NAUHCHTO-AHH 3a JICUCHHUC C KNIAPpHTPOMHLIHH.

8. Onucande Ha W30paHKW HEXKENAaHU PEAKUMM




B HakoH oT AoknaauTe 3a padAOMHOAM3A, KNAPUTPOMHLIMH € OHJI NPUITOXKEH €AHOBPEMEHHO ChC
CTATHHH, PUOpaTH, KONXHUMH WAK ajlonypHHON (BXK. Touka 4.3 u 4.4).

Mma nocTMapKeTUHIOBHY CHOOLUEHHUSA 33 IEKAPCTBEHK B3aHMOACHCTBHUSA M €PEKTH BLPXY LIEHTpanHaTa
HepBHa cuetema (LIHC) (Hanp. COMHOAEHTHOCT U 00BPKAROCT) NPH €AHOBPEMEHHATa ynoTpeba Ha
KNapuTPOMHKUUMH U Tprazonam. [lpenopbusa ce MOHHTOPHPAHE HA NALIMEHTA 3a YBEIHUYEHH

¢hapmakostorudHu edpextu Bbpxy LIHC (Bxk. Touka 4.5).

CﬂeuHﬂJ'IHH [onynaluuHu: HEXKEIRAHH PpEAKUHH INPH HMYHOKOMIIpDOMCTHPAHH TTALUHCHTH (BH{. TOYKA F)

I. pyry cneuuaiHu nonynauyu

MMYHOKOMNPOMETHPAHH NMALNEHTH

[Tpn nauuenTy cbe CIIUH 1 Apyrn uMyHOKOMNPOMETHPAHU NALMEHTH, NEKYBAHH C BUCOKH AO3H
KIapUTPOMMLMH 3@ AbJCHA NEPHOIU OT BPEME OT MUKODAKTEpHATHH HH(EKLHMH, YECTO € TPYAHO Aa ce
pa3rpaHyuyaT HEXENAaHUTE PEaKLIMK, BEPOSTHO CBBP3aHH C [IPUEMA HA KNIAPUTPOMHLHH, OT OCHOBHUTE
MPU3HALIK HA YoBeUIKUA UMyHoaeduunter Bupyc (HIV) uiu uHtepkypeHTHU 3ab00nsBaHHA.

[Ipu Bb3pacTHH NauMeHTH, 1exyBaHu ¢ obwa aHesHa ao3a ot 1000 mg u 2000 mg xknapUTpOMHUHH,
Haf-4eCTO JOKIAIBAHUTE HEXKENAHN PEAKLMH ca: raaeHe, NoBpbilaHe, IPOMAHA BbB BKYCa, KOPEMHH
0onku, 1napus, odOpus, gaatynenums, rnapoboOAMNE, 3aneK, CIyXOBH HapyLIeHUs, NOBHIUEHHE Ha
cepymHara rayramaTtokcanoauerarrpadcamudasa (SGOT) u cepymHaTa rnyTaMMHOBa
nupyBarrpaHcamuiaza (SGPT). JonbaHUTENMHH ChOUTHSA ¢ HHUCKA YECTOTa BKIOYRAT 3aayX, D€3ChHUE
H CyXoTa B ycTaTa. HecToTtara e Ouna cpaBHHMa Mexay nauveHTuTe, JexkyBand ¢ 1000 mg u 2000 mg,
HO KaTo LAJIO € 0Ko0 3 10 4 NbTH NMO-BHCOKA NPH TE3H NALMEHTH, KOUTO NoOJiyyasaT odwa nHesHa
no3a ot 4000 mg KIapuTPpOMHULIKH.

[Ipy Te3n UMYHOKOMNPOMETHPAHH NMALUEHTH OLUEHKUTE OT 1abd0OpaTOPHHUTE CTOMHOCTH €a HanpaBeH!
ype3 aHANN3 HA CTORHOCTHUTE W3BbH AODHOPMHOTO HWBO (T.€. NPEKOMEPHO BUCOKH WM HUCKH MPaHrUM)
33 MOCOYEHHA TECT. Bb3 OCHOBA Ha TE3W KPHTEPHHU, 0KOJIO 2% a0 3% OT TE3M NaUMEHTH, KOMTO ca
noayuaanu 1000 mg wau 2000 mg knapyuTpOMHULUMH AHEBHO, €A HManu HEOOMYARHO BUCOKHW HMBA Ha
SGOT u SGPT u HeHopmanho HUCBK Opoit Oenr KpbBHH KIIETKH W Opoil TpoMOounTH. [To-HUCBK
NPOUECHT NAUHEHTH B TE3MU ABE A030BH FPYMH CHLIO € ¢ MOBUILIEHH HUBA HA Ypes U a30T B KPLBTA.
Manko no-BUCOKa 4ecTOTa Ha aDHOPMHU CTOWHOCTH 3a BCUUKH NApaMeTpH, ¢ M3K/IIOUEHHE Ha DenuTe
KPBbBHH KNETKH, ca oTOeA3aHH NpH NauneHTu, kouTo nonyuasat 4000 mg nHeBHo.

CholuiaBaHe Ha NOAO3NPAHH HEKENAHHU peaKLiny

ChofuaBaHeTo Ha MOJO3MPaHK HEXENTaHW peakUHH ciiell pa3pellaBaHe 3a yrnorpeda Ha NeKapCTBEHHS
MPOAYKT € BaxHO. ToBa nNo3eo/sABa Aa NPoaAbHKH HAabNOAEHUETO HA CHOTHOLLCHUETO NOA3A/PUCK 3a
NeKapcTBeHUA NpoaAyKT. OT MEAULIMHCKHTE CNELHANTMCTH C€ M3UCKBA Aa CboOLLABAT BCAKA
MoAo3UpaHa HexesaHa peakuus upe3 M3nbnHuTeHa areHuya no nekapcerearta: yi. ,,JlamsaH ['pyes™ Ne
8, 1303 Codua, Tea.: +35 928903417, yebeaiit: www,bda.bg.

4.9 Ilpepo3upane

[1poyuBaHKATa NOKA3BAT, Y€ NOTTBLIIAHETO HA MOJIEMH KOJIMYECTBA KJIAPMTPOMUUMH MOXeE 1a NOpOAM
CUMNTOMMU OT CTPaHa Ha CTOMAaLLHO-4YpeBHHA TpakT. [Ipy nauueHT ¢ npeaxoxaawo OUNOAAPHO
pa3CTPONCTRO, NpHen 8 g KI1apUTPOMHUUMH, ca HAONOJaBaHK CIICAHUTE CUMITTOMM: HapyLICH
MEHTAJIEH CTaTYC, NapaHOHIHO NMOBEACHHE, XHITOKANHEMHA H XHIIOKCEMHA.

HexemaHuTe peakuuu, CbIbTCTBALLM NPEAC3UPAHETO, CEABA Aa CE TPETUpaT upes He3abaBHo
OTCTpaHABAHE Ha HEADCOPOUPAHOTO NEKAPCTBO U 001IM NoATBPXKAIUM MEPKH. KaKTo Npu ocTaHanuTe
MAKpPOJIMAH, CEPYMHHTE HUBA HA KNAPUTPOMHUKWH HE C€ O4YAKBA A CE MOBRIUABAT 3HAUHTENHO OT.ZF T >

NEa

XCMOAHKAIN3a WU TEPUTOHEATHA JUATH3A. es\’
5. GOAPMAKOJIOrMYHHU CBOMCTBA '- 5 i
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S5.1. @apmMakoiHHAMHYHH CBOHCTBA

MdapmakoTepanceTHYHA rpyna: AHTHOAKTEpHANIHH 3a CHCTEMHA ynoTpeba, MakpoaHau
ATC kxon: JOIFAQ9

O0un 1aHHH

MexaHUM3IbM HA IEUCTBHE

KaapuTpoMuUUMH € aHTHOHOTUK, MPUHALIEKALL KbM rpynaTta Ha MaKpOIHAHHWTE aHTHOMOTHILIH,
MOJYCHHTETHYHO MPONU3BOAHO Ha epUTPOMULIMA A, Toll ynpaxkHaBa aHTHOaKTEpHANTHO AeHCTBHE
MOCPEACTBOM H30HpaTeHO cBbP3BaHe ¢ S0S-pubo3zoMHaTa cyde1MHHUA HE HYBCTBHTENHH OAKTEPHH,

MPeAOCTBPATABAHKHN TPAHCOKALMATA HA AKTUBUPAHUTE aMUHOKHCENHHH. TOH HHXHOHUpa CHHTE3a Ha
BbTPEKIETHUYHHA NPOTEUH NPH YYBCTBUTENIHUTE DAKTEPUH,

[ 4-xuapokcH-meTadoONUTa HA KIIAPUTPOMHMLMH, NPOAYKT Ha MeTAabOIM3Ma Ha OCHOBHOTO ChEIMHEHHE,
CbLLO NPUTEKABA AHTUHMHKPOOHA AKTUBHOCT. T0O3H METAOOIIHT € NO-MAJKO AKTUBEH OT OCHOBHOTO
ChEAUHEHHUE CIIPAMO NOBEYETO OPraHM3MH, BKIKOUHTENHO U Mycobacterium spp., M ¢ M3KNKYEHHE Ha
H. Influenzae, cpeuty KOATO € ABa NbTH MO-aKTUBEH.

I paM-nio3UTUBHH DakTepun: Staphylococcus aureus (METULNIKWH-1YYBCTBHTENHH); Streplococcus
pvogenes (L' pyna A beta-xeMONUTUYHH CTPENTOKOKH); aiha-XeMOMUTHYHH CTPENTOKOKH (rpynara Ha
viridans cTpenTtokokn), Streptococcus (Diplococcus) pneumoniae; Streptococcus agalactiae, Listeria
monocylogenes.

' pam-oTpuuarennu daxrepuu: Haemophilus influenzae; Haemophilus parainfluenzae; Moraxella
(Branhamella) catarrhalis; Neisseria gonorrhoeae; Legionella pneumophila: Bordetella pertussis,
Helicobacter pylori; Campylobacter jejuni.

Mycoplasma. Mycoplasma pneumoniae; Ureaplasma urealvticum.

Hpyru opravusmu: Chlamydia trachomatis: Mycobacterium avium: Mycobuacterium leprae:
Mycobacterum kansasii: Mycobacterium chelonae: Myvcobacterium fortuitum; Mycobacterium
intracellulare.

AHaepoOHu: HyBCTBUTENHHK KbM Makponuau Bacteroides fragilis; Clostridium perfringens;,
Peptococcus species: Peptostreptococcus species;, Propionibacterium acnes.

KjiapyuTpOMHUMH npuTexaBa DakTepuuMAHA AKTHUBHOCT CpELLlY HAKOMU DakTepUanHu BUaoBe. ToBa
BKJIOUBA opravusmuTe: Haemophilus influenzae; Streptococcus pneumoniae; Streptococcus
pyogenes, Streptococcus agalactiae; Moraxella (Branhamella) catarrhalis; Neisseria gonorrhoeae;
H. pylori and Campylobacter spp.

{ panuunu cmournocmu

CneaHuTe rpaHUYHU CTOMHOCTH 3a KNAPUTPOMHLUKH, PA3ACAALLH YYBCTBUTENIHHUTE OT PE3UCTEHTHUTE

MHKPOOPraH1u3MH, Ca YCTAHOBEHH OT EBpoNeCKHA KOMHUTET 3a aHTUMUKPOOHATA UYBCTBHTE/THOCT M
koHTpon (EUCAST).

['patinynu ctoiHocTn (MIC, png/mti)

MukpoopraHuimu UyBCTBHTENHH (S ) PezvcTeHTHH (=)
Streptococcus spp. 0.25 pg/ml 0.5 pg/ml

A B CG

Streptococcus 0.25 ug/ml 0.5 pg/ml

preumoniae




Viridans group IE |E

streplococcus

Staphyvlococcus spp. I pg/ml 2 ug/ml
Haemophilus spp. | ng/mi 32 pg/ml
Moraxellu catarrhalis 0,25 pg/ml 0.5 ng/ml'
Helicobacter pylori 0.25 pg/ml’ 0,5 ug/ml

' T'pannuuTe ca 6azupaHn Ha enuaemMuonoruyHure cut-oft Huea (epidemiological cut-off values —
ECOFFs). konto pasrpanriuyasaT AMB-THN M30JaTUTE OT TE€3H C HAMAJICHA YYBCTBHTEIHOCT.

-1E” nokaiea, 4¢ HaMa 10CTAThYHO /10KA3aTENCTRA, YE BLIIPOCHUTE BUAOBE MOrAT Aa ¢a MPULEIHHU
NpH JEYECHUE C NEKAPCTBOTO,

5.2 dapMaKOKHHETHYHH CBOHCTBA

H. pylori € cBbp3aH ¢ KUCENMHHO NENTUHHO 3a00J11BaHE, KOETO BKJIHOYBA #3BA HA
JABAHACCETONPBCHUKA U CTOMALLHA A3B4, NPU KOUTO OKONO 95% ¢ 80% pecnekTHBHO OT NALMEHTHTE,
ca vHgexkTupaHu. [1pn takuea nauneHTd, H. Pylori ynactra Kato ocHOBEH (akTop B pa3BUTHETO HA
PEKYPEHTEH racTpHT U A3BA.

KnapuTpoMHUMH B ApYrY PEXHMU HA JICYEHHE € U3NON3BAH NMPH MANBLK OPON NALMEHTH.
Bb3MOXHHUTE (ApMAKOKHHETHYHH B3aHMOACHCTBHA HE Ca HAITLJIHO M3CAEeABAHN. TE3N PeXHUMH
BKJIIOUBAT: KIIAPUTPOMHLHMH AUTIOC TUHUAA30] K OMENpPa3oJi; KINapyUTPOMHLUHH [UTIOC TETPALMKIIHH,
OMCMYT CydcanuuMIaT U paHUTHAKH, KNAPUTPOMULUMH MTIOC PAHUTHAWH. KNHWUHHH NPOyUYBaHHS, B
KOWTO ca W3NO0A3BAHK Pa3iMuHKU PEXXHMH 3a npemaxsaHe Ha H. Pylori ca noka3zany, ue epaavkuusaTa
Ha H. Pylori npeaoTBpatsiBa i3B€HUS PELMINB.

Abcopbuus

Knapurpomuunn ce abcopbupa 0bp30 U 200pe B CTOMALHHO-4YPEBHHUA TPAKT CEA NEPOPANHO
npuemMane Ha TabneTku. MUkpoOHOAOrHYHO aKTUBHHUAT 14-XHAPOKCHKNAPUTPOMHULMH ce hopMHpa
upes first pass MeTaboIu3bM.

Xpanara Jieko 3a0aes abcopbumsaTa Ha KNapuTpoMHUKH U dopmHupareTo Ha | 4-xuapokcumerabonuTa.
KnapuTpoMuiMH MOXke Na c€ JaBa D€3 3HaUCHHE OT BPEMETO Ha XpaHEHe, Thi KaTo XpaHaTta He
NOBJMHABA CTENEHTa HA OMOHANHHHOCT HA TaDNETKHTE KIAPHTPOMHLHH.

Paznpegenenne

KnapuTpoMHUMH A0CTUra HEKONKOKPATHO NO-BUCOKH KOHUEHTPAUMH B HAKOHW TbKaHH B CPABHEHHUE C
Te3d B KpbBTa. BUCOKM HMBA C€ OTKPHBAT KAKTO B TOH3HJIWTE, TaKa H B Oennte apodose.
KnapuTpoMHLIMH CBLIO Taka NPeMHUHABA NPe3 CTOMAaLlLHATa nvrasdua. Knapyrpomuums e
npubnuzutenHo 80% cBbLp3aH ¢ MIa3MEHUTE MPOTEUHH B TEPANEBTHYHHA HHBA.

KnapuTpOMUUMH HaB/IK3a B CTOMALHATA MYKO3a. HUBaTa Ha KNapUTPOMHULMH B CTOMALLIHATA MYKO3a
1 CTOMALIHWUTE ThKaHH Ca NO-BUCOKH, KOMraTo KIapUTPOMHULIMH C€ fpUiara €HOBPEMEHHO ¢
OMENPa30J1, OTKOJIKOTO KOTaTO KAApUTPOMHULIAH CE MpUaara caMoCTOATENHO.

buoTpaHcopmalna B e1MMUHHPAHE

MapMaKOKMHETUKATA HA KIAPHTPOMHUHH € HENUHEWHA, MOPAAX HACHILAHE HA YEPHOAPOOHHUA
MeTab0NH3IBM BB BUCOKH A03U. Sleady state 0baue ce A0CTUTA Clea MPHEM B NPOABIKEHHE HA 2 AHU.
15-20% HenpoMeHEHO NeKapCTRO Ce OTAEAA B ypHHaTa npu A03a 250 mg ABa MbTH JIHEBHO.
OtaensHeTo ¢ ypuHara € nosvlueHo npy 300 mg apa nbTy AHEBHO (NMpuUdKN3KTENHO 36%). 14-
XHAPOKCH-KJTAPHTPOMHLIMH € OCHOBHUAT METabONINT B ypHHaTa u € okosio 10-15% ot no3ara. [lo-

OCHOBHOTO ChEAUHEHHE CE€ OTAENA C (PEKANHUUTE,
Koraro knapvrpomuuuH 500 mg ce npunara 3 nbTH HAa AeH, NA1a3MEHUTE KOHLEHTPALIKU Ha
KJIAPUTPOMULMH CE€ YBEHYABRAT, B CpaBHeHUe ¢ 500 mg A8a NbTH Ha [ACH.

5.3 IlpeakanHA4HY JaHnH 32 De30NaACHOCT




Ocmpa, cyOXpouusHa i XpoHudHa MOKCUYHOCH.
[lpy akyTHHA NMPOYUBaHHUA MPH MHULLIKH H IJTLXOBE CpeaHATa J€TallHa 103a € NMo-rojisamMa OT HaH-
BHCOKATA BB3MOXHA 103a 3a npuem (Sg/kg).

[Ipu npoy4BaHUs ¢ NOBTOPAEMOCT Ha AO3HUTE, TOKCHUHOCTTA € CBbp3aHa ¢ A4034aTa,
NPOABHKHTETHOCTTA Ha SICUEHHETO U BU10BATA NPUHAINEKHOCT. KyueTaTa ca 1no-uyBCTBHTEHH B
CpaBHEHHE C NMPUMATH MU TUTbXOBE. OCHOBHHUTE KIHHWUYHH NPHIHALM HA TOKCHYHU [103H NpH
IPOYYBAHMATA, OMUCAHH TO-TOPE, BKIOUBAT MOBPLUIAHE, OTNAAHAIOCT, HaMaJleHa KOHCYMalLUs Ha
XpaHa W HAa11aRaHE Ha TerJ10, CaJIMBalMA, AeXH1paTaumsa H XHNepaKTHBHOCT.

OCHOBHUAT NpHUENEH OpPraH NPH TOKCHYHH A03M MPH BCHYKH BUAOBE € YCPHHUAT Ap0o0. PasBUTHETO Ha
Xe€NaTOTOKCHYHOCT NMPU BCHYKHA BHA0BE C€ OTKPUBA B HAYA/OTO HA MOBULLABAHETO HA
(OYHKUHOHAIHKUTE YepHOAPOOHHU TecToBe. CNUMpaHETO HA NEKAPCTBOTO OOMKHOBEHO BOAH A0 BPbLUAHE
KbM HOPMaNHHUTE KOHUSHTPALMH HA T€3W KOHKPETHU NapameTpu.

[To-paako 3acaraHyd B pa3jiMuHK H3CaeaBaHua OUBAT cTOMaxa, THMyca U ApyrH TMMQHHU OpraHH H
ObOpeunTe. MHXEKTUPaHE B KOHIOHKTHRATA W NOCEABALLO Ch3eHE clie OU3KK 10 TEPANEBTHUHHTE
1034 € vabnaasaHo camo npu kydeta. Ipu sucoka ao3a ot 400 mg/kg/aeH HAKOW Ky4yeTa M
MalMYHH pa3BHBAT MOMbTHABAHE HA POrOBMLATA M/HJIH e€1eMa.

Qepnctumem, penpooyKmMuUGHOCM U MePaAmoSeHHOC

MicnenBaHua Bbpxy QEpTHAUTETA U PENPOAYKTHBHOCTTA MPH NABLXOBE HE ¢a NOKA3ANM HEXKeNaHU
ePeKTH.

JIBe TepaTOreHHHW NpoyuBaHug Npu navxoBe (Wistar (nepopanHo) u Sprague-Dawley (nepopaiHo H
HHTPABEHO3HO)), €IHO Npoy4BaHe NPy Oenr HOBO3ENAHACKHM 3aHLIM U €AHO NIPH MARMYHU cynomolgus
HE YCNABAT Aa NOKAXKAT TEPATON€HHOCT, NPHYUHEHA OT KNApUTPOMHULUKH. CaMO €1HO AOMbIHHTENHO
Npoy4BaHe NpH MIbXoee Sprague-Dawley B N0A00HW 003K ¥ NOJOOHH N0 CHUWECTBO YCIOBUA NMOKA3Ba
MHOTO HHUCKH, CbC CTATHCTHYECKH HE3HAUYMTENHA YeCToTa (OKOI0 6%) ChpACHHO-CBAOBH AHOMASTHH,
Te3n aHoMannKM HAHR-BEPOATHO ¢a U3pa3 HA CIOHTAHHW MEHETHYHHY NPOMEHH B KOJIOHHATA.

JBe npoyuBaHHUs MPH MULLKHA NOKA3BAT MPOMEHIMBA 4€CTOTA HA UenHaTO Hebue (3-30%) u e
HabnaaBaHa 3aryda Ha eMOPHOHHW NPH MaiMYHH, HO CaMO NPH A03H, 32 KOHUTO € ACHO, Ye ¢a Bunu
TOKCHYHU 33 MAHUKHTE.

6. DPAPMAIIEBTHYHH JAHHH

6.1 CnHcbK HA TOMOLIHHTE BeIl€CTRA

Aapo na tabnerkara:
MukpokpucTanHa Lenynosa
KpockapMenosa HaTpyH

[Tosuaon (PVPK-30)

Marnesues cteapar

Tank

CyUnuMUKHEB AWOKCH, KONOKAEH D€3BOJAECH
CTeapyHOBa KMCENHHA

[TpeuricTeHa Boaa

MUAMOBO NOKPUTHE HA TabAETKATA:
Onaapu 20H 52875 (XKwato)
Xurnpomenosa
XHAApOKCUITpONKUIALENYA03a
[IponuneHrIMKoN

BanunuH

TutanoB Auokcua

Tank

XHuHoAMHOBO XbATO (E104)
[1peuucTeHa Boaa




6.2 HecbhBMEeCTHMOCTH

Henpunoxumo

6.3 Cpok naroauocr

3 rOAHHH

6.4 Croenvajny yC/10BUS HA CbXPaHEeHHE

To3u nekapcTBEH NPOAYKT HE U3ACKBA CNELHATHY YCNOBUA HA ChXPAHEHHE.
6.5 Buau cuabpKaHHe HA ONAKOBKATA

Knabakc 500 mg e onakoBaH B OIMCTEPHM JIEHTH, NOCTABEHH B KAPTOHEHH KyTHK o 7, 10 nau 14
TaDNeTKH.

6.6 CrnenHajJiHH NpeANna3HH MEePKH HPH HIXBbPJIAHE

Hama CrnieltnalHK H3IUCKBAHHUA

7 MPUTEXATEJI HA PAZPEHIEHHETO 3A YIHIOTPEBA

Exodapm I'pyn A/l

yia. AtaHac Jlykos Ne29, er. 3,
1407 Codma, bvarapus

Ten.: (02) 906 90 70

dakc: (02) 906 90 71

8 HOMEP HA PABPELIEHHUETO 3A YIIOTPEBA

20030642

9. JATA HA ITbPBO PA3PELHHABAHE/ NIOJHOBABAHE HA PAZPEIEHHUETO 3A
YIIOTPEBA

IaTta Ha mupBo paspewasane:; 07.10.2003 r.
JfaTa Ha nocsienHo nojaHoessade: 27.11.2008 r.

10. JATA HA AKTYAJIMZUPAHE HA TEKCTA
02/2024




