KPATKA XAPAKTEPUCTHKA HA IIPOAYKTA
| if"%ﬂhﬂl‘ﬂTEﬂHﬂ AL EHLvin He JI[—KRPCTBAI&_{

Kpamka xapaxrnepumnuxa na npodywma - Npunuxenue |

AA0 02, 0
1. HUME HA JIEKAPCTBEHHS HPOJ.IYRT Kom PY w ..............................................................

Klacid SR 500 mg modified release tablets
Knampa SR 500 mg TabmeTKH ¢ H3MEHEHO 0CBOOOKIaB

2. KAYECTBEH 1 KOJIMYECTBEH CBCTAB
Besika rabnetka cpappika S00 mg KiapuTpoOMHLUH (clarithromycin).
Bcska Tabnerka ¢pabpxa 115 mg sakTo3a.

3a NLJIHHA CIIMCHK Ha MOMOIIHUTE BeleCTBa, BHXKTe Touka 0.1.

3. JEKAPCTBEHA ®OPMA
TabmeTka ¢ H3MEHEHO OCBODOXKIaBaHE.
TaGneTkHTe ca XKBATH HA UBSAT H ¢ OBaJIHA PopMma.

4. KJHUHHAYHU JAHHHA

4.1 TepaneBTHYHH NOKa3aHHS

Klacid SR e mnokazan 3a JeyeHHe Ha HHOQEKIMH, NOpPUUYMHEHH OT YYBCTBUTEIHH
MHKpoopraunusmu. llokasannsita BKIHO9BAT:

¢ ludexuuu Ha JOMHUTE AUXATEIHH ITBTUINA, KATO OPOHXHUT H ITHEBMOHHS.
e n(dexuun Ha rOpHUTE JUXATENHH ITFTHINA, KATO CHHY3UT U (PapUHTUT.
o udexnun Ha K0XKATa © MEKUTE THKAHH, KaTO (GOJIMKYIINUT, LIEITyJIUT H epH3HIIEIL.

Kaxmo npu ocmananume anmubuomuyu, npeou npeonuceanemo na Klacid SR e
HeoOX00UMO 0a Ce UMA nPeodsud Yecmomama Ha JTOKAIHA PE3UCMEHMROCM U CEbP3IaHUmE
C HEeA NPenopovKu 3a npeonuceane Ha anmubuomuyume.

4.2  Mo3uMpoBKAa H HATHH HA NPHJIOKEHHE

Beapactun: ObuyaitHara npenopbusada go3a Klacid SR npu se3pacrom € enna tadnetka ¢
H3MeHeHO ocBoOoxnaBane oT 500 mg AHEBHO, NPUETA C XpaH4a.

[Tpu mo-Texxku HHGEKIMH, fo3aTa MoXKe Ja Obe MOBMINCHA HAa JBE TAOIETKH ¢ H3MEHEHO
ocBofboxkgaBane oT 500 mg, mpHeTH KaTO eXHOKpaTHa JHEBHa no3a. Jlo3ata TpsbBa ma ce
IIpHEMa IO €IHO B CHIIO BPEME BCEKH ICH.,

TabneTkuTe TpAOBa fa ce I'BITAT UEIH.

O6uyaifnaTa IpOABIKUTETHOCT Ha JiedeHHeTo € 6 no 14 aHu.

Jlena Han 12 roAMHK: KaTO [IPH BH3PacTHH.

Jena mox 12 romuHu: HEOOXOAUMO € Ja C€ W3M0i3Ba IepopaiHaTa ¢ Ha Klacid 3a
nena. e I

g, "-..al" ‘.r:r_
Ya
-

. "

e

i *a f}ﬁ: ]
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da ce wusnon3ear Tabnerkute Klacid ¢ HezabaBHO o0cBOGOXKIaBaHE (BK. 1. 4.3
[IporuBnmokazaums).

4.3 IIporuBonoka3anHs

KnapuTpOMHIIMH € MPOTHBOMOKA3aH NPH MAUWUEeHTH ¢ H3BECTHA CBPBXYYBCTBUTEIIHOCT KBbM
dKTUBHOTO BEIICCTBO MM KbM HSKOE OT IIOMOLIHHTE BEMIECTBA, KAKTO M B CAyvail Ha
CBPBEXUYYBCTBHTEIHOCT KbM MaKPOIHIHU AHTHOHOTHIIH.

E,[[HOBPQMGHHOTO [IPHJIOKCHUE Ha KIAPDUTPOMHIIMH H HIKOE€ OT CJISIHHUTE JICKapCcTBa €

I'IpOTHBO[l'IOK&BaHO IIH3aNpHT, MTUMO3UJ, TEPHECHAJNH B €ProTaMyH WIH JHXHAPOEPrOTAMHH
(BXK. T. 4.5).

Tsit kato nosara or 500 mg mHeBHO He MOXe aa ObAe Hamanera, Klacid SR e
IPOTHBOMNOKA3aH IPH NallHEHTH ¢ KPEATHHOB KIMPHHC I0-HUCHK oT 30 ml/min.

Knapumpomuyurn ne mpabsa 0a ce npunaza npu nayueHmMu ¢ XuROKLIUEMUS
@dwamtmne Ha QT-unmepeana).

4.4 (Enelmamm npegynpexaeHds 4 Opeana3sHA MEPKH NpH ynoTpeba
KnapuTpoMHIMH ce OTAENs TMaBHO mpe3 YepHHs Apob. ETo 3amo e Heo6XoouMo MOBHIIEHO
BHUMAHHE NIPH MPHIOKCHUETO HA aHTHOHOTMKA NpH NAalMEHTH ¢ HapylleHa dYepHOoApobGHA
¢yuknus. [loBHIIEHO BHMMaHHE ¢ HEOOXOAMMO M IPH NPWIOKEHHETO HA KIAPUTPOMHMIIHH
[IpH NallReHTH C YMEPEHO IO TEXKO OhOpedHo yBpexaaHe (BX. cpio T. 4.3).

Ilo eépeme Ha nocm-mapkemunzo8UR nepuod ca CvroOWABAHU CAYHAU HA KOAXUUUHOGA
HIOKCUYNOCI RDU €OHOSPEMEHHOMO NPUNOMNCCHUE HA KIAPUMPOMUUUNR U KOJAXUUUH,
0CODeno npu nauuenmu 6 HanpeOHana v3pacm WUl nawuenmu c 6vépeuna
HeOOCMANTLYHOCH, NOHAKO2A C hamanen uzxoo (6ic. cviyo m. 4.5 u m. 4.8).

Heo6x00umo e u nosuuieno sHUMAHUE NO OMHOUIEHUE HA 8bIMONCHOCIMING 3G KPbCMOCaHa
PE3UCMEHMHOCI MENCOY KNAPUMPOMUUNUH U Opy2u MAKPONUOU, HAPEO ¢ NUNKOMUUUH U
KTUHOAMULIUH.

Ilceeoomembparosen Konum e Cbo0uWaeéan npu noumu 6CuUHKU aHMUOGAKMePUATHU
cpedcmen, GKAIOHUMEIHO MAKPORUOW U MoMce 04 6apupa oOm JeKo 00 ICUBOMO-
3acmpaiiaseanio cocmonniue,

Clostridium difficile — cévp3ana ouapus (CDAD) e cvobwasan npu npunoscenuemo Ha
noumu §CUYKU AHMUOAKMEPUATHU CPEICMEA, SKUIOYUMENRO KNaPUMPOMUNUN I MOdce 0a
sapupa om nexa duapun 0o gamanen xonum. JTeuenuemo ¢ anmubaxmepuannu cpeocmea
Hapyuiaea HopmanHama dQaopa Ha oOeberomo uepeo, Koemo Moxce 0a 006ede 00
cspovxpacmedic Ha C. difficile. CDAD mpabea 0a ce uma npedsud npu 6cuyKu RAUUEHmMU ¢
ouapun ¢ned npunodcenuemo Ha anmubuomuyu. Heobxooumo e énumamennomo cnemane
Ha Mec)uuuucxa anamnesa, moii kamo cayuau Ha CDAD ca c'ba()'ummuu oxa.::a dm Meceua

creo npmammuemo HA AHMUOUOMUYHOMO JleyeHue. / A f'%:\
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Crvobwiasanu ca cayuau Ha ex3auepbayun HA CUMBIOMUME HA MUACINEHUR Zpasuc npu
RAUUEHMIU HA JIeMeHue C KIapUmpoMuiu.

Bcaka mabnemxa cvowpaca 115 mg naxmosa. Hayuenmume ¢ pedxu nacnedcmeenu
npobnemu Ha 2anaAKMO3NA HenoHoocuUMoOCH, Lapp naxmaszna nedocmamvunocm wunu
COKO30-2AN1aKMO3Ra Manabcopbyun, ne mpabea da npuemam mo3u JieKapcmeen npooykm.

4.5 B3aumopneiicTBHe ¢ ApYrH JeKapcTBeHM NPpOAYKTH H JApyrn dopmu nHa
B3aHMOJeHCTBHE -

llpunoscenuemo Ha npedcmasenume no-007y JleKapcmeeHu npooykmu e CmMpozo

RPOMUGONAKA3AHO NOPAOU BVIMONCHOCIMA OM ROACAMA HA MENCKU epexmu  npu
83aumooeiicmeue:

Huzanpuo, numosuo u mepgenadun

Hma cvobujenus, ue KIapumpomuuuyn noeumiasn RIAGMeHuUmMe HUGE N yusanpuo,
RUMO3UO, acmemMu3on u mepgenadun IHosumenume nusa na mesu JAEKAPCMEa Modce 0a

006e0am 00 NOGUWICH DUCK OM KAMEPHU DUNTbMHU Hapywienun, ocobeno torsades de
pointes.

EOHnospemeHHOmMO npunodicenue Ha KIQpUMPOMUNUR U HAKOE om mesu JleKapcmeenu
NPOOYKMU € NPOMUBORAKA3AHO (63ic. m. 4.3).

Epzomamun/Ouxudpoepzomamun

ITocm-mapkemunzosume cv00WieHUA NOKA36am, e eOHOGDEMEHHOMO RPULONCEHUE Ha
KIGpUMPOMUYUR U eP2OMAMUR U OUXUOPOEPZOMAMUN € CEBP3AHO C OCIPA eP2oMUNO06a
IMOKCUYHOC, XAPAKMEPUIUPAKA Ce C 6Q30CRATLM U UCXeMUA HA Kpalinuuume u Opyzu
MBKARU, 6KTIOYUMENHO YeHmpannama Hepera cucmema..Eonospemennomo npunoxcenue
Ha K1apUmMpoMUKUK 4 me3u 1eKapcmeenu nPOOyKmu e Rpomueonoxkazano (sxc. m. 4.3),

Edexm na opyzu aexapcmsenu npooykmu evpxy Kiapumpomuyin

3a npedocmasenume no-0ony nexapcmea e U3GECMHO WU Ce NPeONONAzd, 4e NoGIuAsam
UUDKyUpauume KOHUEHMPAYNU 1A KIapUMPOMULUH; MOJCE 0 e HeobX00UMa NPOMANG
6 003ama HA KNApUMPOMUWUH UL OOMUCTIAHEMO HA AIMEPHAMUGHO NeYeH e:

Daykonazon

EoHnoepemerinomo npunosicenue Ha paykonazon 200 mg oueeno u KapumpomMuyun
200 mg oea nwvmu onesno npu 21 3dpasu 0o6posonyu e ooeuno 00 nasumamuyﬂa
Cpeonume MURUMANHU pasrosechu Koryenmpayuu (Cpin) HA KIGPUMPOMUWUR U NIOWMG
noo Kpusama (AUC), cvomeemno ¢ 33% u 18%. Pasnosechume Konyew

et
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axmusnun memabonum 14(R)-xuopoxcu-kxrapumpomuyun ne ca SHAYUMEIIHO. RPOMErs Hu
RpU e0HOBPEMEHHOMO npuiodcenue Ha ddaykonazon. He ce Hanazd - adgnmupane
(npoMana) na 0ozama Ha KAAPUMPOMULUH. oo T 2 H
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PuToHaBup

EAHOBPEMEHHOTO NPUIOKEHHUE HA KIAPDUTPOMHUIMH H PHTOHABHDP BOLH IO IOBHINABAHE HA
ninomra nox kpusara (AUC), makcuMmanHara koHueHTpamus (Cpa) M MUHHMAJIHATA
koHneHTpamus (Cpin) Ha KilapuTpoMuiiuH. Ilopaay IIHPOKHSA TepaneBTUYEH AMAma3oH Ha
KJIApUTPOMHUIMH, HE C€ Hajlara HaMaJIsBaHe Ha 103aTa IIPH MallHeHTH ¢ HOpMalHa OLOpedHa
(b YHKITHA.

llpn nanyenture ¢ yMepeHa Ob0OpeuHa PpyHkiMs (KpeatnHuHOB KIHpbHC 30 m0 60 ml/min),
[03aTa Ha KIIapUTPOMHUIHH TpAOBa na 6bae Hamanena ¢ 50%.

Ilpu naunenmume ¢ Kpeamununoe Kiupvic <30 ml/min, dozama na Krapumpomuyun
mpabea d0a 6v0e Hamanena cvc 75% npu u3non3eaHemo HaA NOOXOOAULA NeKADCMEEHQ
¢dopma na Knapumpomiuyun, kamo Klacid mabnaemru c nezabaeno oceobosicoasane, Klacid
cawema uiu Klacid nepopanna cycnensun za npunoxycenue npu oeya (He scuuxu popmu
MOodce 0a voam Ha nazapa).

Ho3u xknapumpomuyun no-eucoxu om 1000 mg oneeno ne mpabea oa ovoam npunazang “
COHOBPEMEHHO ¢ npomeasnu unxubumopu (exc.m.4.2). Illodoobno acanmupane na dozama
mpabea 0a ce umMa npeogud u npu HaWUeHmume ¢ NOHWdYCEHa OvOpeunHa QyHkyus, &
cAAyHaume K02amo pumonasup ce npunaza Kamo QapmaxoKuHemuen ycuneame, 3a4e0Ho

c opyzu HIV npomeasnu unxubumopu, K04uUmMenHo ama3anasup u CaxKéuHasup (8udic
pa3zdena no-001y, 06YyCMPARRU (PapmMaKoKuUHeMUYRU 63AUMO0eliCmEA).

Mowgrnume unoyxkmopu na uumoxpom P450 memaboauzupawama cucmema, Kamo
edbacupenu, Hesupanul, pudamnuuun, pudadymun u puddanenmun mModxce 0a iACwiIAN

MEMAOOUIMA HA KIAAPUMPOMUKUR U RO MO3U HAYUH 04 006e0am 00 NO-HUCKU NAAIMEHU
HUBA HA KIQPDUMPOMUKUH U CbOmMeéemHo no-gucoku Huea Ha I14(R)-xuopoxcu-
KAapumpoMuyur, Memaboaum, Koumo couio uma muxpobuonozuuna axmusnocm. Tuii
Kamo Muxkpobuonozuunama axkmuenocm Ha Krapumpomuuun u I14(R)-xudpokcu-
KAQPUMPOMUWUN Ca PA3IHYRU 34 OMOeTHume OaKkmepuu, o4aKeaHuam mepaneemuyer
edpexm mMoxce 0a 6voe Hapywen npu eOHOBPEMEHHOMO RPUTIONCCHUEC HA KIaAPUMPOMUWUH
il eH3UMHU UHOYKMODU.

Edexm na xnapumpomuyun 6opxy opy2u 1eKapcmeeni RpooyKmu
Bizaumooeiicmeusn, 6azupanu na CYP3A

Eornospemennomo npunodcenie Ha Klapumpomuyut, 3a KOUmo e uzgecmno, 4e unxubupa
CYP3A u nexapcmea, memabonuzupanu ochosHo ¢ nomouima na CYP3A moouce 0a 0oeede
00 NOBUILAGAHE KOHUERMpauuume Ha me3u JieKapcmea, Koemo 0a ROSUILU UlU YObJdHCU,
KaKmo mepanesmudHiuR, MAKa 4 HeXNCeNanume epexmu Ha eOHOEPEMEHHO RpUNAzanume
¢ Kiapumpomuyun nexapcmea. Knapumpomuyun mpabébea oa ce npuiaza ¢ nOGUUIEHO
GHUMAHUE NPpU nauueHmu Ha jedenue ¢ Opy2u eKapcmed, 3a KOUMo e U3eecmuo, 4e ca
cybcmpamu na CYP3A, ocobeno axo cybempamume na CYP3A umam mecnu 2panuyu na
bezonacrocm (Hanp. xapbamazenun) wunu cybcmpama ce Memaboru3UPa eKCMeH3UGHo
om mo3u enzum. Mooxce oa ce obmucnu npomana Ha oozama, a KO2AMO--L-BHIMONCHO U
PE00BHO  NPOCHEORGAHEe HA  CEpyMHuUmMe  KOHUenmpauuu 4. A M#ﬂpq%ama,
memabonuzupanu npeoumno om CYP3A, npu nayuenmume np
KAapumpoMuyun.
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Anmuapummuni

Hma ROCM-MAPKeMUHZ06U Cbobuienua 3a noasama HA torsade de pointes npu
COHOGPEMEHHOMO NpUOdICeHUe HA KIapumpoMuyun u XUHUOUR WU OU3ONUPAMUO.
Heobxodumo e npocnedasaHe HA eneKmpokapouozpamama 3a yovaxcaeane na QTc-
UHMEPEAIA NPU NPUIONCEHUEMO HA KIAPUMPOMULUR € me3zu nexapemsa. Heobxooumo e
u npocaeoABane CEPyMHUME KOHUEHMPARUU Ha mesl Jlexkapcmed.

Kapbamazenun

I1o epeme Ha NedeHuemo ¢ KiapumpoMuyuH, Memabonu3Msm Ha Kapbamasenun moyice oa
Ob0e UHXUOUPAH.

B pezyamam Ha mMoéa Moice Jd ce Hab00asa NOGUIIABARE CEPYMHUME KOHUCHMPAyui na
KapGamazenin, Koemo Haaza OGMUCTAHE NORUNCAGAHE HA HEO6AMA do3a.

HMG-CoA pedyKkma3nu uHxubumopu (nanp. 1osacmamun, CUMEACMAMUH)

Knapumpomuyun  uHXubupa Memaboauimoem HA  MHOMCECMEO 3-xuopoxcu-3-
Memunzaymapun-koensum A (HMG-CoA) pedykmasnu uHxubumopu. Tosa modce oa
dogede 00 NOGUILABAHE RAA3MEHUME HUMA HA ME3U 1eKApCnea.

B pedxu caydau e CvoOu{a6ano 3a hoaeamad Ra padoomuonu3a npu eOHOEPEMEHHOMO
npunoycenue Ha Klapumpomuuun u HMG-CoA pedykma3Hu uHXubumop (cmamuni),
camo noeacmamun unu cumeacmamun. Hayuenmume mpabea 0a Gvoam npocieoReanu 3a
NPpUBHAUU U CUMHMOMU HA MUONAMUR. Heobxo0uuo e 00MUciane npOMARA 6 003ama Ha
cmamuna uild U3noa3eanemo Ha CmamiuH, Rpu KOLIMO € HAAule nO-MAalIKa 3a6UcCuUmMocm Ha
wmemabomma om CYP3A, nanp. npasacmamin.

Hepopannu aRMUKOA2y 1Ay (Hanp. sapgapun, ageuoxgmagmz

B omdeanu caydau, npu Rauuenmume, npuemaiii KAaQpumpoMUKUR U hepopalnu
AHMUKOAZYAAHMU, Modce 04 e HAlUue NOGUUAsAREe HA dapmaxonozuunume eexmu u
O0pu MOKCUYHU ehexmu om cmpana Ha mezu nexapcmea. International normalized ratio
(INR) unu npompomoburosomo speme mpabsa oa Gvoam GHUMAMENHO NpOCAeORGARU HO
gpeme HA eOHOBPEMEHHOMO NEHEHUE C KAapumpoMuyun 4 nepopanini GHMUKOAZYIaHMmu.

Cunoenagui, maoanagui u gapoeHapu

Beexu edun om mesu Qocoduecmepasnu uHxubumopu ce memabonusupa RnoHe om
wacmu om CYP3A, xamo CYP3A modce oa bvoe UHXUOUPAH npu eOHOBPEeMEHHOMO
NpUROMNCEHUEe HA K1apUMPOMUYUH. EonoépeMeHHOMO NPUNONCERUE HA KIAPUMPOMUNUR
coe cundenadun, maoaragun u sapoeHa@uil, OOUKHOGEHO 00U 00 Hnosuwiasane
excnozuuuAma Ha ocoouecmepasnu unxubumop. Ilpu eOHo6peMeHHOMO-HPRAQHCERUE
na cundenadun, madaiaui u gapoeHaPuil ¢ K1apumpoOMURuo mpnﬁﬂ&:gﬂ déaﬁ.ﬂku

;
e
AN
Iy.
L

EBIMONCHOCIMA 30 NOHUNCABAHE 003aMA HA NBPEUME. f’? et e e



Teodunun

Memabonuimbvm Ha meounun modxce 0a 0voe URXUOUPAH nO speMe HA JeYeHUemo ¢
Krapumpomuyun. B pezynmam na moea, cepymrume KOHUEHMPAUUU HA MEOPUIUH Modice
0a HapacKam, Koemo 0a HANONHCH COOMEENHO ROHUNCABAHE HA 003aMa.

Toamepooun

Memaboausmsm Ha MOIMEPOOUR ce OCbhecmensa npedumno ¢ nomowima Ha 2D6
uzogpopmama na yumoxpom P450 (CYP2D6). Bvnpeku mosa, npu nonyiauuama ¢ aunca
(Hedocmuz) na CYP2D6, memabonusmom ce usswvpuiga ¢ nomowima Ha CYP3A.IIpu masu
epyna, unxubupanemo na CYP3A e0o0u 0o no-¢ucoku cepymru KOHUeHMpPAUUW HA
moamepodun. Modce 0a e HeobXo0uMO HAMANAGAHe 003aMA HA MOIMEPOOUH 6
npucvcmeuemo va CYP3A unxubumopu, kamo K1apumpomMuiun.

Tpuaszonben3oouazenuny (Hanp. ainpa3oiam, MUOA301aM, MPUA30.1aM)

IIpu eOHOBPeMEHHOMO RPUIOINCEHUE HA MUOA30IAM C KIAPUMPOMUUUH mabaemxu
(500 mg 0éa nvmu Onesno) e nabnwoasarno 2,7-nomu nosumaeare AUC na mudazonam,
Ce0 UHMPAGEHOIHO NPUNONCEHIE HA MUOG30IAM U 7-NoMU Cl1e0 REPOPATIHO RPUNIONCEHUE.
EOHO8pEMEHROMO NPUNONCERUE HA REPOPANEH MUOA30AM U KIAPUMPOMUYUH mpabea oa
ce uszbnzea. Ilpu uUHMPAGEHO3HO NPUNOdCEHUEe HA MUOA30AAM C KIAPUMPOMUKUH,
nayuenmume mpabea oa Gvoam pedoeHO HAONIV0ABAHU C 02160 €6EHMYANHA NPOMAHA HA
oozama. Couume RpeonasHu MepKu mpabdea 0a ce Rpuloxcam u NO OMHOUIEHUE HA
opyeume Oenzoouasenunu, memabonuzupanu om CYP3A, 6KnIOMUMENHO mpuazonam u
annpasonam. Ilo omnowenue Ha Genzoduaenunume, KOUMo He ce Memaborusupan om
CYP3A (memazenam, HuUmpasenam, J0pa3enam) He ce O4AK6A giaumooeiucmeue ¢
knapumpomuyur. Hma  nocm-mapKkemunzoéu  CbOOW(eHUA 3@ JICKGPCMEEHU
e3aumooeiicmeun u eghexmu evpxy HHC (nanp. coMHONEHMHROCM U o0BpKaAROCH) npu
EOHOGPEMEHHOMO NPUNOJNCEHUEe HA KIADUMPOMUUUR U MPUA30IAM. IIpenopvuea ce
NPOCiAeOABAHe HA NAYUEHMUME NO OMHOWIEHUEe HA NOGUUIABAHE HA gapmarxonrozunume

ethexmu evpxy ITHC.

Omenpason

AUC na omenpazon ce ygeauwasa ¢ 89% npu eOHO6PEMEHHOMO RPUNONCEHUE HA
rnapumpomuyur 3a epaouxayus na H. pylori; ewvnpexu mosea npomanama 6 cpeoHama
cmoiinocm Ha cmomawnomo pH 3a nepuod om 24 waca om 5,2 (npu camocmoameniomo
npuUsodCeHUe Ha omenpason) Ha 5,7 (npu omenpazon + KAAPUMPOMUUNH) He Ce ONPeoenn
Kamo KIUHUYHRO 3HATUMA.

Hama in-vivo 0aHHU Npu 406€Ka, ROKAIBAULL 63AUMOOCTICMEBUE MENHCOY KIapUMPOMUUUH U

CReOHUmMe JIeKapcmea: AHPenumanm, eaempunman, Xa10Qanmpun U 3URPA3UOOH,

Bwnpexu moea, nopaou in vitro 0aHHumME NOKA36QIU, He ME3U IEKApPCMEa ca cybcmpamu
Ha CYP3A e HeobXo0umMo nosuuieHo SHUMAHUE HPU €0HOBPEMEHHOMO UM RPUTONCEHUE C
xkrapumpomuyun. Enempunman ne mpabdsa oa ce npuiaza ¢ urxubumopu na CYP3A,

Kamo K1apumpOomMuyu.

Hma cnonmanii uiu nyOiuKkyeanu cbo0Werua 3a e3aumooeticmsuemo Ha %gﬂmopu
na CYP3A, 6GKUQUUMENHO KIADUMPOMUWUH, C  WUKIOCRODUM, = TREKPO

MEMUANPEOHU30I0H, BUHOAACIMUN U HUIOCMA3O0/L, ST




Lpyeu e3aumodeiicmeus

Koxuyun

Konxuyun e cybcmpam xaxmo na CYP3A, maka u na eaykchama mpancnopmua
cucmema, P-znuxonpomeun (Pgp). Hieecmno e, ue xnapumpomuuyun u ocmawnanrume
makporuou ca unxubumopu na CYP3A u Pgp. Ilpu eduospemennomo RPUWI0MCEHUE HA
KAapumpomMuyun U KOAXuyun, unxubupanemo na Pgp wunu CYP3A om knapumpomunyun
MOJice 0a 006ede 00 noswuiasane excnosuyusma na xkonxuyun. Iayuenmume mpabea oa

bvoam npocneorReanu 3a RNOABAMA Ha KIUHUYHU CUMRMOME Ha KOIXUUUHO8A
MOKcuuHocm (6xc. m. 4.4).

HZOKCUH

Huzokcun e cybcmpam na edpayxcnama mpancnopmna cucmema, P-znuxonpomeun (Pgp).
H3zeecmno e, ue xnapumpomuyun unxubupa Pgp. Ipu ednoepemennomo NPUNOICCHUE RA
KIGpUMPOMUUUK i OU20KCUH, uHxubupanemo Ha Pgp om knapumpomuuun moxce Oa
006ede 00 nOSUUIABANE eKCNOUUUAMA HA OU20KCUH. B nocmmapkemunzosun nepuoo ca
CbO0UiAGaARYU CIYYAU HA NOGUWUERUE HA CEPYMHU KOHUECHMPAWUU HA OUZO0KCUH npu
nayuenmume npuemawiic Kiapumpomuuun u 0ozokcuH. Haxou om nauuenmume ca
ROKA3Q1d  KIUKHUYRU NRPUSHAUU HA OUZOKCUHO08G UHMOKCUKAUUA, GKTIOYUIMETHO
nomenyuanno amannu apummuu. Cepymrume KOHUEHMPAURU Ha OUZOKCUH mpnabea oa
Ovoam GHUMAMENHO RPOCNEORGAHU NpU NAYUCHMUME npuemauiit eoOHO8PeMEeHHO
OU2OKCUN U KAAPUMPOMUYUH,

Judoeyoun

Habnrooasanu ca nORUNCERU CEPYMHU HUBA HA 3UO0EYOUH, 6 PEIYIMAM HA NOHUNCEHAMA
abcopbyua na 3u008Y0UH 6 NPUCHCMEUEMO HA KIADUMPOMUUUH, npu 8v3pacmuu Ha
KOMOUHUPAHO N1e4enue ¢ Kiapumpomuuun u 3uodoeyoun. Twii Kamo K1apumpomuyun
O4e8UOHO 6B30elicmea ewpxy abcopbyuama Ha 3Ud06YOuUH npu €OHO8PEeMEHHOMO
RPUNOdCEHUE HA Nepopanen 3U006YOUH, nayuenmume mpadea oa cnazéam 4-uacos
Unmepea Mejcoy npuema na oéeme nexapcmea. Tosa ézaumodeiicmeue ne ce Habrdasa
npu neouampuvuHu nayuenmu c HIV-ungpexyun, npuemawgu xnapumpomuyun nod
¢gopmama na cycnensua u 3udoeyoun. Tosa esaumodeiicmeue ne e xapaxmepno npu
RPUSONHCERUCMO HA KNAPUMPOMUYUH 100 (PopMama Ha UHMPABeHO3HA UHPY3UA.

Denumoun u saanpoam

Hma cnonmanuu unu ny6auKy6anu CooOMEHUA 30 63AUMOOCTICMEUEMO HA UHXUOGUMOpU
Ha CYP3A, eK0Mumenno KnapumpomMunin ¢ JeKapcmed, 3a KOuUmo He ce cmMamd ue ce
memabonusupam om CYP3A, exmwoyumenno penumoun u sannpoam. IIpenopvusa ce
ONpeoe/IAREe CEPYMHUMEe HU6A HA me3u NPOOYKMU NPU NPUNOHCEHUEMO UM C
Kaapumpomuyun. Coobuiaganu ca cayuau Ha nOGUIMEH U KOHUEHMPAULU.

Jeynocounu papmakokunemuinu 63aumMooeiicmeun T
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(500 mg dea nomu Onesno) c amasanasup (400 mg eeonvyc oneeno) eodu do 08yKpammo
ROGUULICHUE eKCROZUKUAMA Ha Knapumpomuuun u 70% nonurncenue excnozuuyusma 1 4(R)-
XUOpPOKcu-Knapumpomuyun, npu 28% nosumernue AUC na amasanasup. Illopaou wupoxun
mepanesmutie OUANA3on HA KNGPUMPOMUNNUH, He Ce HANA2a NORUNCACANE HA 03aAma npu
nayuenmu ¢ nopmaana ovopeuna Pynkyun. Hpu naunenmume c ymMepena 60vbpeuna

Pynkuus (kpeamunurnoe xnupvnc 30 o 60 ml/min), dozama na Kaapumpomuyun mprbea
04 6vde namanena c 50%.

Hpu nayuenmume c kpeamununoe xnupvuc <30 mi/min, dozama na KAQpUMpOMUWUH
mpabea oa 6v0e Hamanena cvc 75% npu uznonzearemo Ha ROOX00RWA NeKapcmeeHd
¢opma na knapumpomuyun, kamo Klacid mabnemxu c nezabagno oceoboxcoaeane, Klacid

cawema unu Klacid nepopanna cycnensun 3a npunoxcenue npu deua (ne scuuku Qopmu
MOdice 0a bvdam Ha naszapa).

Hos3u knapumpomuyun no-eucoxu om 1000 mg ouneeno ne mpabea oa 6voam npunazamg “
€OHOBPEMEHHO C NPOMEA3HU UHXUOUMODU (6o1c.m.4.2).

Hmparxonazon

Knapumpomuyun u umparkonason ca cybcmpamu u unxubumopu na CYP3A, xoemo eodu
00 08ynocouHo e3aumooeticmeue: Knapumpomuyun mosnce d0a nosumiu niaimenume HUGa
Ha UMPAKOHA30N, Q4 UMPAKOHA301 MOJCe 04 ROGUWIHU NIA3MEHUme Hued Ha
Knapumpomuuun. Ilayuenmume  npuemawmu  ednoepemenno UMPAKOHA301 U
Kiapumpomuiur mpaobsa oa v0am pedoeHo NPOCAeORCANHN 3a NPUBHAUU WL CUMBIIOMU
HA NOBGUUIEH UNLU YOBIINCEH (DapMaroozuier edhexm.

Caxesunasu

Knapumpomuyun u caxeunasup ca cybcmpamu u unuxubumopu na CYP3A, koemo
ONpeoeln HAMUYUEMO HA OaHRU 34 O0BYROCOMHU JNEKAPCMEEHU  63QUMOICHiCMEUA.
Eonoepemennomo npunowcenue na xaapumpomuuun (500 mg oea nvmu OHe8RO) u
cakeunasup (Mexu Jceramunosu xancyau, 1200 mg mpu nemu Oneeno) npu 12 39pasu
0obposonyu e 006er0 00 cMOUHOCMU HA PABHOGECHUME Konyenmpayuu (AUC) u
Maxkcumannume Konyenmpayuu (Cpg) nHa caxeumnasup, cvomeemuo 177% u 187% no-
6UCOKU Om me3u npu CAMOCMOAMENTHOMO HPUNONCeHUe HA cakeunasup. Cmoiinocmume
Hat AUC u Cpyx Ha Knapumpomuyun ca 6unu ¢ oxono 40% no-6UCOKU, 8 CPAGHEHUE C
Me3u npu CAMOCMOAMETHOMO RPUNOICEHUE HA mapumpmuuun.ﬂfle Ce HAa2a NPOMAHQ
Ha 003ama npu eOHOBPEMEHHOMO NPUNONCEHUE Ha déeme eKapcmen 3a OZPAHUYUEH nepuoo
OMm 6peMe nO épeme HA NPOYHGAHUA NO OMHOWIEHUEe HA Jo3ama/leKapcmeenama opma.
Hannume om  npoyusanuama 6wvpxy Jnexapcmeenume  63auUMOOCICMBUA npu
RPUTONCERUEMO HA MEKUME JNCEIAMUHOBU KANCYAU HE CA ROKAIAMEAHU N0 OMHOWEHUE
Ha eQeKkmume nNpU RPUNOICCHUEMO HA CAKGUHASBUD nod opmama Ha mebpou
Jderamurnoen  Kancyau. /Jannume om  npoyueanHuama evpxXy NeKapcmeenume
B3AUMOOCTICMBUA RPU CAMOCMOAMETIHOMO RPUNONCEHUE HA HEROOCILICH CAKGUHAQBUD He ca
noKasamenlHu no OMHOUICHUE HA HADIOOQsaHume ehekmu npu J1eveHUemo Cbe
caxeunasup/pumonasup. Illpu ednoepemennomo npunoscenue c pumonasup, mpaoea oa ce
umam npeosuo NOMEHUUANHUME ePeKmu Ha PUMOHASUD EbPXY KAAPUMPOMUWIH (6.
pasodena no-zope, ehekm Ha Opyzu N1eKapcCmMeeHu RPOOYKmiL 6vpxy Kiapu '
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MMalikn mpensun pasimuvHuTe (IPOMEHIHBH) pE3YJNTATH OT NPOYYIBAHHATA Ip¥ MHUIIKH,
[UIbXOBE, 3aHIH H MAaHMYHH, BE3MOXHOCTTA OT HEXENAHH e(EKTH BEPXY eMOpuo-petannoTo
pa3sBHTHC HE MOXE Ja ObJe M3KmOYeHa. ETo 3amo, He ce NpenopruBa NPUIOKEHHETO IO
BpeMC Ha OpeMEHHOCT, 6e3 BHHMATENHA IIPELEHKA HA ChOTHOLIEHHETO IIOJI33/pPHCK.
KnapuTpoMHLMH Ce 0TI B KbPMaTa IIPH Y0BeKa.

4.7  Edextn BHpxy cioco6HoCTTA 32 WodupaHe H paGoTa ¢ MAIIHHK
Hama oannu 3a enunnuemo na npodykma evpxy cnocobrHocmma 3a wodgupane. Ilpu

wiogupane unu paboma c Mawmunu mpabea 0d ce umMa nPeOsUO EbIMOICHOCIING 3d NOREQ
Ha 3aMAAHOCHL.

4.8  Hexenann JekapcTBeHH peaKnun
Knunuuen onum

Hati-uecmo Habnodaeanume HedNcenanu neKapcmeeHu peax;:iu ca Hapymenuama om
CMpARA HA CIMOMAWIHO-YPESRUA mpaKkm (2adeHe, hospbuane, dapus, OUCnencun, KOpemua
6oaxa).

_ _ _ o <II10 (10%)
Heuecmu: vecmoma om 21/1 000 (0,1%) oo <1/100 (1%). |

Cucmemo-opzanna
Kacuurayus | o
Hupexuuu u ungpecmayuu | Hewecmu Facmpoenmepum

Opanna kanouodosa
Iycmynapen obpue
Punum

Bazunanua xanouoosa
Bazunanna unghexyun
Hapywenus na xkpvema u | Heuecmu Anemusn

RuMprnama cucmema Eozunopunun
XUNOXPOMHA AHeMUR
JTeexonenun
Tpomboyumonenun
Hapywienun om cmpana
Ha beiume KPoHU KemKit
Hapywenuan na | Heuecmu Anopexcun

mMemaboauima u Xunepxnopemun
XpaHeHemo Xunepypuxkemusn
Xunoxkanuuemiun
Hosuenue na anemuma
Hcuxuunu napywenun Hevyecmu Henpecun
beizcvrnue
Hepenocm

Yecmoma*

EAKUNU

Hapywenua na nepenama | Yecmu Hapywenue na gKy




cluicmema Hevuecmu Jamasnocm
I'naeoborue
Ipemop
Hapywernua na ouume Heuecmu Konwonxkmueum
Hapywenue na spenuemo
Hapywenua na yxomo u| Heuecrmu Hapyuwienua na cayxa
aabupurnma Llym ¢ yuiume
Bepmuczo
Cv006u Hapywenun Hevyecmu Bazoounamayus
Pecnupamopuu, 2pvonu u | Heuecmu Acmma
MEOUACMUHAIHU Hucnuen
Hapyuwienus benoodpobno napywenue
Cmomawno-upeenu Yecmu Kopemna 6oaka
Hapyulenun Auapun
Hucnencun
T'aoene
Cmomawurno-upesru Hevecmu ITooyeane na xopema
HAPYUeHUR 3anex
Cyxoma ¢ ycmama
Ypuzeane
Dnamynenyun
Cmomawuino-upeero
Hapyuiernue
Cmomawmrno-upesro
KbpeeHe
Cmomamum
Ilpomana ¢ oyeemaearnemo
HQ e3uKa
Hosepvuiane
Xenamo-6unuapru Heuecmu Xunepbunupybunemun
HApywienus
Hapyuienua na xoncama u | Heuecnu Cyxa Koarca
NOOKOICHAMA MHKAH Exizema
Xunepxuoposa
Cepbearc
Obpue
Makxyno-nanynapen obpus
Ypmuxapusn
Hapywienua na mycxyano- | Heuecmu bonka e zvpba
CKenemnama cucmema Uu
CHEOUHUMETHAMA NTOKAH
Hapywenun na | Hewecmu Anbymunypun
6vOpeyume u nuxounume Xemamypus /4':-"’:“':‘“:“““\
nemulia Huypus RN { ”' ., “ ,\
Hapywenus ua | Heuecmu | I'enumanno meyfumle” . ™| ~%.\:
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Obuwu  napywenua  u | Heuecmu Acmenun

epekmu nHa MACMOmMoO Ha I'pvona 6onka

NpUIOdCeH e Jexapcmeeno

g3aumooenucmaue

Omoxk na ruuemo

Du3uuecko

HePAa3noa0MceHUE

bonka

AKaxncoa

Hicneosanun Heuecmu Hosuwuenue Ha

alKkannama

amunompancepasa

Hosuwenue Ha

anxkainama gpochamasza

Ilosuwienue na acnapmam

amurnompancepazama

Hosuwieriue na cepymuusn

KpeamuHun

Hoeuwenue na xpvenama

JAAKMAam 0exuopoenasa

Hoeuwmenue na xkpvenama

ypen

Hapywenun 6

Aabopamoprume

U3CNeO06AHUR

Hapywienun 8

YepHoopobrnume

Pyuxyuonannu mecmoee

Honuxcernue Ha
npompombuna

[locT-MapKETHHTOB OIIHT

HexenaHuTe N€KapCTBEHM peakIUH OTTOBapAT Ha Te3H, HAOMONaBaHH MO BpcMe Ha
KIMHUYHHUTE TIPOYIBAHHS.

T'vif KaTo T€3H peakilvy ca ChOOIIaBaHK HOOPOBOIHO OT MOMYNALHA C HECYCTaHOBEH Opoif, He
BUHArH € BB3MOXKHO HAJICXKIHO ONPEIEIIHE HA TAXHATa 4eCTOTa HUIH MPHUWHHO-CJIENCTBEHA
BPB3Ka C IIPHEMa Ha JIeKapCTBOTO. O0Imara eKCIIO3HIMs HABAeHTATe ce OMpeaeiis KaTo Mo-
rojiMa OT 1 OHIIHOH MAIMEHTO-THH NeUeHHE ¢ KIAPUTPOMHUIIHH.

Hudpexyuu u undpecmayun: Opanna KaHOUOQ3G .
Hapywenun na kpvema u qume¢pnama cucmema: Jleexonen @3&3&%&?!%:&2
Hapywenus na umynnama cucmema: Anajuna ﬁria peaxmlh, = H
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Hapywienua Ha Memadpoauma u Xpanenemo: Xunoznuxkemus.

Hcuxuunu HapyuwieHUuA: Heobuuaiiuy  CBbHULIA,  TPEBOXHOCT,
ChCTOSIHUE Ha 00BpKaHOCT,
NenepCoOHAIN3aINA, TH30PHECHTALIHA,

Oenpecua,  XallOUMHAUMH, Oe3ChLHHE,
[ICUXOTHYHO HApYILIEHHE.

Hapywienua na nepsHama CUCmema: KoHBYJICHH, 3aMasHOCT, 3a2yba Ha 6Kyca
u obonanuemo, TPOMsAHA (HApYyLICHHE)
Ha BKyca U 00OHAHUETO

Hapywienun Ha yxomo u 1a06upunma: I'nyxoTa, iyM B YIIHTE, BEPTHIO

Copoeunu HapyUieHUuA: Vaemxasade Ha QT-umrepBana B EKI,
torsades de pointes, kaMepHa TaXUKap/IHs.

CmoMarHo-4pesH L HAPYUIeHUA: [ocuT, OCTHD MNAHKPEATHT, CTOMATHT,
MpoMsHa B OLBETABAaHCTO Ha €3HK4,
MPOMSIHA B OL(BETSBAHETO HA 3BOUTE.

Xenamo-ounuapHu HapyuweHun.! UepHoapoOHA HEJOCTATHYHOCT, XEMAaTHT,
XOJIECTATUYEH XEMaTHT, XOJeCTaTU4Ha
BITEHUILA, XemaToneIyIapHa
KBJITCHHLA, HapylUICHUE Ha
yepHOpoOHATA QYHKIIHA

Hapyuwtenus Ha Koxcama U ROOKoJcHama

IMBKAH: OOpuB, CUHApPOM Ha Stevens-Johnson,
TOKCHYHA  cuMjepManHa  HEKpOJu3a,
ypTHKapH4.

Hapywernua Ha 6v0peyume u RUKOIHUME

nemuia: Humepcmuyuaiex Hegpum.

H3cneosanun: Hosuiuenue Ha CEPYMHUA KpeamuHuH,
HOGUIHEH I HA HEePHOOPODHUME eH3UMU.

Kaxmo npu Opyzume aHmMUOUOMuUUU, NPOOBLANCUMEIROMO Jle4eHUe C KAapumpoMunun
modce Oa Oogede 00 KOJOHUSUDAHEMO HA MHONCECHEO DPEIUCMEHMHU baxkmepuun u
2wouuxu. Ipu noasama na cynepurndexyun, e Heo0Xo0UMO 3an04U6AHEMO HA NOOXOOAULO
aeuenue

[cegdomemOpano3en Koaum € CbO0Wia6an Nnpu ROUMU  GCURKH armubaxmepuannu
cpedcmea, GKAIOUUMETHO KiapumpomMuuun u MoMce Oa sapupa om JeKo 00 JHCueomo-
3qcmpawiasauo cvcmoanue. Emo 3aui0, masu ouaznoza mpabea 0a ce umMa HPeoeuo npu
nayueRmume ¢ NOCAe08Awa ARMUBAKMEPUATHOMO SledeHue ouapusT . T
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IIo eépeme Ha ROCHM-MAPKEMUHZO6UA nepuod ca CboOUWlasanu Cay4au Ha KOAXUKUHO6A
MOKCUMHOC NpU €OHOSPEMEHHOMO NPUNOMNCEHUE HA KAApUMPpOMUNUH U KOJIXUUUH,
ocobeno npu Rayuenmu 6 HANPEOHAIA 6B3PACH wunu nayuenmu ¢ OvOpeuna
11 e00CIaMbUHOCH, ROHAKO2A ¢ (hamaieH u3xoo (8Xc. CoHio m. 4.4 um. 4.5).

4.9 Ilpenosupane

[TosryyeHHTE CHOOINEHHUA MOKA3BAT, Y€ MIPHEMA Ha TOICMH KOJIMIecTha KJIAPHTPOMULIMH MOXE
na §OBeAe A0 I0ABaTa Ha CTOMAIIHO-YPEBHH CHMIITOMH. [Ipy emuH MauMEHT C aHAMHE3a 3a
GUIONAPHO pascTpoiicTBo, Tmpuen 8 g KIapUTPOMHIMH ¢C HabJIOJaBaHO IOCICIBAIIO
HapylieHHe Ha MeHTajHure QYHKIUHMH, MapaHONIHO IOBEACHHC, XUITOKANHEMHUS |
xunokcemud. Hexenanure edekTd, NpydapyKaBaliy Ipelo3MpaHeTo, TpsiOBa Z1a Ce JIEKyBaT ¢
IOMOILITA HA CTOMAIIHA IMTPOMUBKA W TTOAABPKAIIH MEPKH.

KakTo mpy OCTaHATHTe MAKPOJIHMAH, HE CC 0UaKBA CCPYMHMTE HHMBA Hd KIAPUTPOMHUIMH Ja Ce
IOBJIMSAT 3HAYMTEHO IPH XEMOIHANHA3a HIH NIEPUTOHCATHA THATH3A.

5. GAPMAKOJOTHYHA CBOUCTBA

5.1 ®dapmakoIHHAMHYHH CBOHCTBA
dapMakoTepaneBTHiHa rpyna: anTH-HHGexauosnu cpeactsa, ATC kox: J 01FAQ9

OO6mM XapakTePUCTHKH

Mexanuzovm Ha Oeucmeue

KItapaTpOMHUILIAH € aHTHOHOTHK, TTPUHAIIICHKAI KbM rpynara Ha MaKpOJIHIHHUTE AHTAOMOTHILIN,
To#t mposBsBa aHTHOAKTEPHATHOTO CH neficTBHE upe3 HWHXHOWpaHe CHHTE3a Ha
BHTPEKIETBUHATE NPOTEHUHU HA HyBCTBUTC/IHHTC Gaktepun. To# ce CBBp3Ba CEIIEKTUBHO C
50s cybeauMHMIATa Ha OAKTCPHATHWUTE pu6030MH W 10 TO3M Ha44dH INpeAOTBpaTABA
TPAHCHOKALMATA HA aKTHBHPAHUTE aMUHOKHCETUHM.

KnapHTpOMHIMH IIpOSABSBA 3HAUMTEIHO GaKTCpHUMAHO AeHCTBHE CPCILYy MHOMECTBO
GaKTepHalTHHA amMoBe. ToBa BKIIOUBA H. influenzae, S. pneumoniae, S. pyogenes, S. aureus,
M catarrhalis,H pylori,C. pneumoniae, M. prneumoniae, L. pneumophila, M. avium, u M

Intracellulare.

14(R)-xuapoKCH META0OIUTHT Ha KIApUTPOMHUIIAH, o6pa3yBaH B pe3y/IraT Ha MeTabonn3Ma Ha
OCHOBHMS IIPOJAYKT TIPH XOpa, CBIIO MPOSBABA aHTHMHKPOOHA akTHBHOCT. To3u MeTaboTHT
aMa TIO-HMCKA AKTHBHOCT CIPSAMO H3XOAHHS NpPOAYKT IO OTHOIICHHC Ha IIOBEYETO
OpraHH3MH, BKJIIOYUTEIHO Mycobacterium spp., ¢ H3KIIOUCHHUEC 34 H. Influenzae, cnpsaMo
KOMTO METaBOoMTHT pHUTEkKasa 1 10 2 MBTH [0-BHCOKA aKTHBHOCT, B CPABHEHUE C H3XOJHOTO
peecTBO. KIapuTpOMHLUH B KOMOWHALHKA ChC CBOS MeTaboNuT [MPOABIBA 3aBHCEI OT IaMa
ATVTHBEH WM CHHEPrHUCH e(eKT, KaKTo in vilro, Taka ! in vivo.

PK/PD spw3Ka
Knapumpomuuun ce pasnpeoenn eKCMeH3UeHO 6 MILKAQHUME W meyHocmume Ha

opzanuzma. Ilopadu eucoxomo npoHUKéARE 6 muKanume, UHmMpaueyiaprime
KOHUCHMPAWUU Ca NO-6UCOKYU OM CEPYMHUME. I
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CepYMHU KOHUEHMPARUU HA KIGPUMPOMUUUH IO 6pDEME HA nposedenume om Abbott
NPOYHEAHUA NPU MAbIemKu ¢ He3a0a6Ho oceobocoasare.

Buz ThKaH | Tekanmaxomu. '
CauBUIH 1,6 ug/g
bsin 1pob 8,8 ug/g

dapmaxkoKuHemukama Ha K1ApUMPOMUUUH npU  REPOPATHOMO npunoNceHue Ha
mabnemxu ¢ wameneno oceoboxcoasane (MR) e npoyuena npu ev3pacmuu (6xc. m. 5.2) u
CPAeHeHa ¢ MAa3n Ha K1apumpoMuyut 250mg u 500 mg mabnemxu ¢ HezabasHo
oceoboxcoasane (IR). Ycmanoeeno e, ue npu npuem Ha €KGUEANEHMHU OHEe6HU 003U,
naouwume noo kpusama (AUC) ca pasnu. ExeusaneHmHu cmotinocmu Ha AUC ce ouakeam
U HO OmHOUleH e HA MBKAHHUME HU6A, 8 CPAGHEHUE C ME3U HADII00A8any NpU npuema va
KAapUMpoOMuUYUH mabiemKu ¢ He3abasHo 0C8000)COABaAHE.

B npoyusane npu 30pasu 000pogonuu e yCMAHOBERO, HE KOHUenmpauuume Ha
KAapumpoMuyur 6 HaMupawama ce noo enumenuyma meunocm (ELF) npu
npunodcenuemo Ha mabiemku ¢ UIMEHENRO oceoboxcoasare ocmasa Hao 1 ug/ml 3a 24
gaca u nao 10 ug/ml oo 18 waca. Ilpu nosewe om UHOHEUOUmME, KOHUermpayuume Ha
xknapumpomuyun ¢ ELF ca buau oxono 30 nvmu no-eucoxu om me3iu 6 niaimama, Kamo
Mmosa CbOMHOWICHUE AGHO He 3a8UCH OM JeKapcmeeHama (opma u epememo Ha OUEHKA.
ITpu MR ¢popmama ca Ha6AOOAGAHYU MAKCUMATHYU MHKAHHU KOHUECHMPAUIU Hao 40 ug/mi,
KOemoO NOKA36a €OHO eKCMEH3IUBHO NPEMUHABAHE HA KAAPUMPOMUKHUH 6 benoopobrama
mokan. Toea Hugo e oocma HAO0 CcMOUHOCMHUmME HA MuUHuUMaIRaAMA4 uHxubupaa
konuenmpauun (MIC) 3a scutku vecmo Cpeuianu pecnupamopru namozeHu.

Knapumpomuyun ce HAmMpyneqa eKCHeH3UGHO 6 ajiseonaprume maxpogpazu (AM), kamo
wusama ¢ AM ca oxono 100- 0o 600-nvmu no-sucoxu om mesu & niamama u 4- 00
18-nomu no-eucoxu om mesu ¢ ELF, npu noseie om unousuoume. Tvit Kamo
koHuenmpauuume na 14(R)-xuopoxcu-xKiapumpomuiiun é AM ce oocma npoMenaueu U He
Mozam Oa Ovoam MOUHO ORpeOeleRu npU HAKOW nauuenmi Hali-o0uio ce npuema, 4e
nueama ¢ AM npu oseme popmu mabremxu (MR u IR) ca cxooHu. Konuenmpayuume 6
AM ca no-eucoxu om me3u 6 naamama, Kamo AKyMyaupanomo npu Memaboauma € no-
MAKO 8 CDABHEHUE C UIXOOHUA KAAPUMPOMULUH.

MexanuszwM Ha pezucmenmuocm

IIpuoobumama pe3ucmMeHmHoOCm KoM makpoaudu npu S. pneumoniae, S. Pyogenes U S.
aureus ce OvadNCl OCHOGHO HA COUH Om 06ama MexanusMma (m.e erm u mef unu msr).
Cevp3sanemo HA AHMUMUKDPOOHOMO cpedocmeo ¢ pubozoMnama cybeounuua ce
npedomepamasa Hpes Memuiupane Ha pubozomama om OHPeOeNeH €eH3UM (erm).
Anmepnamugno, e@QayKc MeEXanuMom (mef wnu msr) Mmodce Oa npeoomespamu
docmuzanemo HaA AHMUMUKDOBHOMO Ccpedcmeo 00 mapemHama pubozoma upes
uanomMneaHemo Ha4 aHMUMUKpOBHOMO cpedcmeo Om  KiemKamd, —MeXxanlamu R
Henpudobuma pezucmeHmHocm ca yCManogenu npu Moraxella HHggmapk: s spp.
Mexanuzmume Ha@ MAKPOTUOHA PE3UCMERMIOCH ¢4 EOHAKEO eghe
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Ha 14- u 15-unennume MaKpouOU, GKAIOUUMETAHO EPUMPOMUNUUH, KIAPUMPOMUUURA,
POKCUMPOMUKUH 1 a3umpomuyun. Mexanusmume HA NEHUUUIUHOBA U MAKPOIUOHA
pe3ucmermHocm He ca C6vp3aHil.

Heobxooumo e nosuuieHo HUMARUE HO OMHOWIEHUE HA erM-MeOUUPAGHamMa KpbeCmocana
PE3UCMERMHOCI  MeNC0Y MAKpoauoume, Kamo ma3u npu KIGpUMPOMUUUH U
JUHKO3AMUOUME U MA3U NPU JTUHKOMUWUH U KTUHOGMUWUH,

Knapumpomuyun anmazonuzupa O6axmepuannume ehexkmu HA Oema-1axmaMrHume
anmubuomuyu. Edpexmume na TUHKOMUWUHR U KTUHOAMUUUH CBU0 CA GHMA20RU3UPARU,
ROHE HA HUBO In Vilro.

Kpainu mouxu (MIC)

Ho-0ony ca npeocmasenu kpainume mouxu (MIC) 3a rkrapumpomuyun, pasoensuiu
YYECMEUMENHUME OM PEIUCMEHMHU MUKPOOP2AHU3IMU, ycmarnosenu om Eeponelickun
KoMumem 3a u3ciedgane Ha anmumuxkpobnama wyecmeumennocm (EUCAST).

Munumannu unxubupawiu xonuenmpauuu

MBHKpOOpraHH3MH gmmm“ Peancrent f:._..H &)
fg;pr"co"cus 0,25 ug/ml 0,5 ug/ml
f;;{?hylococcus | pg/ml 2 ng/ml
igﬁfop hilus 1 pg/ml 32 ug/ml
i‘i‘;;ff;flfs 0.25 pg/ml 0,5 pg/ml

KyiapuTpOMHULVH € MpUAaraH 3a epaaukauns Ha H. pylori; Murimansa uaxubupama konuentpauua (MIC) 0,25
ng/ml onpeaeneHa kato YyBCTBHTENHA KkpafHa Touka oT MHCTUTYTa 3a KJIMHUYHM M J1abOpaTOPHH CTAHAAPTH
(CLSI).%

Yecmomama Ha npudobumama pe3ucmenmnrocm Modxce 0a eapupa 2e02packu u npes
onpedeneHo 6peMe npu oOmoenHume 8uoose, Koemo Halaza Heobxooumocmma om
UHOpMAUUA OMHOCHO NOKATHAMA PEIUCMEHMHOCT, 0CODEHO NPU JIEHEHUEMO HA MEHCKU
ungexyuu. Ipu neobxooumocm, mpabea 0a ce Mmvpcu eKCREpMHO CMAHosuWe 6 cay4all,
ye yecmomama HA JAOKAAHA PE3UCMEHMHOCHM € MAKAa, 4e NPUIONCEHUEmO HA 0A0eHO
CPeOCmeo nOHe NP HAKOJIKO 8UOa UHPEKYLL e nOCHAB8eHO NOO 8BNPOC.

Knapumpomuyun uma noouepman eekm Chpamo MHOMICECHEo aepobnu, araepobHu,
ITpam-nononcumennu, I'pam-ompuyamennu u KuUCeNUHHO-yCMoOU4ueu bGaxmepuu.
Axmuenocmma #Ha 14(R)-xudpokcu-krapumpomuyurn ¢ RO-8UCOKA OmM mMA3U Ha
knapumpomuyun cnpamo Haemophilus influenzae. In vitro npoyusanusma npeononazam

-..-..,‘“1

monexyaa no omuouienue na H. influenzae.
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KaTteropusg 1: 4yBCTBHTE/IHH OPraHu3MH

I’ paM-noJ0xuTeIHA I'paM-oTpHIATETHI Apyru

Listeria monocytogenes Bordetella pertussis Borrelia burgdorferi
Clostridium perfringens Haemophilus influenzae§ | Chlamydia prneumoniae
Peptococcus niger Legionella pneumophila (TWAR)

Proprionibacterium acnes Moraxella catarrhalis Chlamydia trachomatis
Streptococcus rpyna F Pasteurella multocida Mycobacterium avium

Mycobacterium chelonae
Mycobacterium fortuitum
Mycobacterium intracellulare
Mycobacterium kansasii
Mycobacterium leprae
Mycoplasma pneumoniae
KaTteropnsi 2: opranmsMsi, nNpH KOHTO NPHAOGHTATA PE3HCTEHTHOCT MOMe Aa opae
npodaem#

Staphylococcus aureus (PE3UCTEHTHH WIHM YyBCTBHTEIHA* KM METHIWINH) +
Staphylococcus xoarynasza OTpHIIaTEHH +

Streptococcus pneumoniae *+

Streptococcus pyogenes *

Streptoccoccus rpyna B, C, G

Streptococcus spp.

KaTeropns 3: Oprann3mMu ¢ BLTPENIHA PE3HCTEHTHOCT

Enterobacteriaceae

He-y1ak1030 (e¢pMeHTHpaIU I'paM-OTpHIIATEIHH KOJOHHH

* BHJIOBE CIIPSAMO KOHTO € yCTaHOBEHa €()HKACHOCT IO BpeMe Ha KIWHHYHM MPOYYBAHHS
(NpH YYBCTBHTEIHOCT)

§ MICs 3a MakpoMHANTEC M CBBp3aHHTE C TAX AQHTHOHOTHIH, ONPEHEIAT OCHOBHHUS
(mepBuYeH) Tun Ha H. influenzae xaTo TakbB C yMEpeHa YyBCTBHTEIHOCT.

+ IloxasBa BHIOBeTe 3a KOHMTO € Ha0/OJaBaHA BHCOKA CTENEH HA PE3UCTEHTHOCT (HAMP.
Hax 50%) B eHa WK IoBede obuacTy/cTpann/pernonn B EBponelickara o6muoCT

# 2 10% pe3uCTEeHTHOCT B IOHE €/1Ha cTpaHa oT EBponeiickata o6muoCT

5.2 @apMakOKMHETHIHH CBOMCTBA

DapMaKkOKHHETHKaTa Ha KIAPHTPOMHIMH NPH HEPOPATHOTO INPUIOXKCHHE Ha TablleTKH C
M3MEHEHO OCBOOOXKJaBaHC € NpOyYeHa NMPH BBH3PACTHH HHAUBHAW M CpPaBHEHA C Ta3M Ha
KnmaparpoMuttHH 250 mg 1 500 mg, Tabnerxu ¢ He3abaBHO 0CBOOOKIaBaHe. YCTAHOBEHO €, Ye
cTeNEeHTa Ha abcopOLMs ¢ CKBHBAJICHTHA IIPHA IIpHEMa Ha €IHAKBU AHEBHH JO3H. AGCOIIOTHATA
OHOHATMIHOCT € 0K0JI0 50%. YCTaHOBEHO € MAJIKO HJIH IIPEABUIMMO aKyMyJMpaHe, KaTo clel
MHOT'OKpPaTHO NPHIOXEHHE MeTabomu3Ma ocTaBa HempoMeHed. Bs3 ocHOBa Ha JaHHHTE 3a
€KBHBAJICHTHATa CTENCH Ha aOCOpOLMs, ca YCTaHOBEHH CIEAHUTE in Vivo H in Vilro pe3ysITaT
IpH TaOJIETKHTE C H3MEHEHO OCBODOXKIaBaHe.

In vifro: Pe3ysiTaTUTe OT in vifro Npoy4YBaHHSATa NOKA3BAT, Y€ CBbP3BAHETO HA KJIAPHTPOMHITH
C YOBEIDKHTE IUIa3MEHH NPOTEHHH € oKoio 70% npH KOHIEHTpaLHH
ITonmxkaBaHe B cBBp3BaHeTo A0 41% npu 45,0 pg/ml npegnonara, ye M gﬁiﬂr Cﬁap;s
HacHIIaT, HO TOBAa C€ cpema caMoO IIPH KOHLCHTPAIIHH MHOTO HAaj N

IpOOYKTa.




In_vivo: HuBaTa Ha KIApUTPOMHIMH BBB BCHUKH THKAHH, ¢ M3KIOYEHHE HA [IEeHTpaIHATa
HOpBHA CUCTEMA, Ca HAKOJIKO MBTH IO-BUCOKM OT LMPKYJHpAIIMTEe HABA HA NPOAYKTa. Haii-

BHCOKH KOHIICHTpALIHHU Ca YCTAHOBCHH B THKaHHTE Ha YepHHA Apob 1 Oeure npoboBe, KBIETO
CBOTHOIMEHHETO ThKAaH/IUIa3Ma AOCTUra cToiinocTr oT 10 go 20.

DpaMaKOKHHETHKATa Ha KIADUTPOMHIIMH € HeJIMHeHHa. IIpn manmenTH nomywwmn 500 mg
KIIApHTPOMHUIIAH, TaOIEeTKH ¢ H3MEHEHO OCBOOOXIaBaHe Cilel XpaHCHE, €AUH IBT JHEBHO,
MAKCHUMAJIHHTC PaBHOBCCHH IUIA3MEHH KOHLICHTPAllMH Ha KIApUTPOMMUHMH M 14-XMApokcH
KIapUTPOMHIHH ca Oum cboTBeTHO 1,3 W 0,48 pg/ml. Korato fosara 6bie mOBHIIEeHa Ha
1000 mg mHeBHO, cTORHOCTHTE ca ChOTBETHO 2,4 pg/ml u 0,67 ug/ml. MeraGonusupa ce B
YepHUA ApoO ¢ y9acTHETO Ha CHCTeMarta uToxpoM P450. YVeranosenu ca TpH MeTabomuTta: N-
AAMETHII KIIApUTPOMHIIMH, ACKIATHHO3HN KIAPHTPOMHIIME H 14-XHPOKCH KIAPUTPOMHIIHH.

ENTUMUHaAUOHHUAT MONYXHBOT Ha H3XOXHHS NPOAYKT U META0OJIMTA € CHOTBETHO OKOJIO 5,3 H
7,7 qaca. JICHCTBHTCIHHAT IOIYXKUBOT HA KIAPHTPOMHIMH ¥ HETOBHST XHAPOKCH METabOIHT
KJIOHH KBbM [O-BHCOKH CTOMHOCTH IPH NPHJIOXKEHHETO HA IIO-BHCOKH IO3H.

Exckpennsra B ypunara e okono 40% oT mosaTa Ha KJIApHTPOMHIMH. EnuMmuHEHpanero c
¢exanuuTe e okoo 30%.

5.3 IIpeaxknHHAYHM JaHHM 32 §e30NaCHOCT

[IpoyuBanwsiTa NpH MHOTOKPaTHO MIPHJIOXEHHE Ca MOKA3aNH, Y€ TOKCHYHOCTTA Ha
KJIapHTPOMHITUH € CBBP3aHa C fo3aTa ¥ NMPOABDKHTENHOCTTA Ha JieueHHe. [IpH BCHUKH BHIOBE
YEPHHUSAT Ipo6 € OCHOBEH MpHIEJIEH OpraH, KaTo YepHOAPOOHH NE3WH ¢a HabmoaaBaHH cien
14 muu npu Kydera u MakiMynn. He ca ycTaHOBEHM HHBa Ha CHCTEMHA eKCIIO3MIHS, CBbp3aHH
C TO3W BHJI TOKCHYHOCT, HO TOKCHYHMTE J03H ONpefencHH Ha 6aza mg/kg ca MO-BHCOKH OT
[IPEIOPHUYBAHUTE [IPH JICUCHUE HA MAIMEHTHUTE.

HsiMa TaHHH 3a MyTareHHO JeHCTBHE Ha KJIAPHTPOMHIMH IO BpeMe Ha penuna in vivo u in
Vitro TECTORE.

H3cnenpannsata BbpXY pPENPOAYKTHBHOCTTA IIPH ITBXOBE HE Ca MOKA3al¥ HAIMIMETO HA
HeXkenanu eextH. M3cnensanusra 3a TeparoreHHoOCT NMpH ILTBXOBe Wistar (epopaytHO) H
Sprague-Dawley (nepopalHO W MHTaBEHO3HO), IpH OE/IM HOBO3EHIAHICKH 3alily MaiMyHH
ot Buaa Cynomolgous, He ca NOKa3aNy HUKAKBH JAHHH 33 TEPATOTEHHOCT Ha KIAPUTPOMHIIHUH.
BeOopekn TOBa, AONBIHMTENHHM CXOXHM IPOYYBAHMS IPH ILTEXOBE Sprague-Dawley ca
TOKa3aJli HACKA YECTOTA Ha ChPACYHOCHAOBH aHOMaNuH (6%), X0eTo ce IbJDKM Ha CTIIOHTAHHA
CKCIIPECHst HAa TEHHU MyTalud. JIBe IIpoyYBaHWs NMpPH MHIIKH Ca YCTAHOBWIM HAIMYHETO HA
BBbjI9a yCTa C IIpoMeHIMBa YecTota (3-30%), a mpu MaiiMyHu ¢ oTGenssana 3aryba Ha Wwioza,
HO CaMo IPH J03H ¢ DE3CIopHa TOKCHUYHOCT 3a MalKaTa.

Hsma OpyrH TOKCHKOJOTMYHHM JAaHHU, CBBP3aHH C NpPEHOPHUBAHHTE 3a jedcHHE Ha

MAIHCHTHTE JO3H. e —,
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JIiMmoHeHa kHcennHa, 6e3Boana (E 333)
Hatpues anrunar (E 401)

HaTtpueBo Kaniuer anruHaT

JlakTo3a MOHOXHpAT

Iosuaon K30

Tank

CTeapuHOBa KHCelTHHA

MarHe3ueB creapar

XHIIpoMeT03a

Makporox 400

Makporon 8000

Turanos puokenyg (E171)

CopbHHOBa KHCEIIMHA

XHWHOJIMHOBO XBIT alyMuHueB J1ak (E104).

6.2 HechBMecTEMOCTH
Henpunoxumo.

6.3 Cpok Ha rogHocT
36 Mecera.

6.4 CneunajHH YCIOBMS HA CHXPAHEHHE
Ha ce cpxpaHsaBa npu teMneparypa nox 30 C.
Ja ce chXpaHsBa B OpHI'MHAIIHATA ONAKOBKA 34 IIPe/INa3BaHe OT CBETIIHHA.

6.5 lanHH 32 0IAKOBKATA

bauctep, ceappxain 5, 7 unu 14 tabiaeTky ¢ H3MEHEHO OCBOGOXKIABAHE.

PVC/PVAC Omuctepute ca 3amevaraHd ¢ 20 MHKpPOHa TBBPHO, ATyMHHHEBO (OIHO H ca
[IOCTaBEHH B KAPTOHCHA KyTHA, IPUAPYKEHH C JIHMCTOBKA.

6.6 CroenHaJHH NpeANa3HA MEPKH HIPH HIXBLPJIAHE H padoTa
Henpunoxumo.

7. IIPUTEXATEJI HA PAJPENIEHHETO 3A YIIOTPEBA
Abbott Laboratories Limited

Queenborough

Kent

ME11 SEL

O6enuneHo KpancTBo

8. HOMEP(A) HA PASPELHIEHHETO 3A YHHOTPEBA
20010517 |

9. JATA HA  IIBPBO
PASPEIIEHHETO 3A YIIOTPEBA
05.06.2001




10. JTATA HA AKTYAJINBUPAHE HA TEKCTA
Hoemspu 2008 rog.
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