¥3MbNHUTENHA ATERUISA NO EKAPCTBATA

Kparnka xapaxmepucimuka Ha npodyxma - (punoxesue 1

* Odobpeno: .
KPATKA XAPAKTEPHUCTHKA IiA IIPO,I[YI(TA

1. UME HA JIEKAPCTBEHUSA ITPOAYKT
Klacid 125 mg/5ml granules for oral suspension
Knaung 125 mg/5ml rpanyiu 3a nepopaiina cycneHsus

Klacid 250 mg/5ml granules for oral suspension
Knauunn 250 mg/Sml rpanynu 3a nepopanna cycnensus

2. KAYECTBEH U KOJIHYECTBEH CHhCTAB
5 ml oT roroBara cycrneH3usa 3a NEpopanHO MPHIOKEHHE CBABPAAT CHOTBETHO 125 mg winu
250 mg xnapuTpoMHLMH (clarithromycin).

3a MBJIHKA CITUCHK HA MOMOILHHUTE BELWIECTBA, BHXKTE TOYKa 6. 1.

3. JEKAPCTBEHA ®OPMA
I'paHyy 3a nepopanya CycreH3us,
I'paHysuTe ca NpHroTBAHE Ha MEpopaHaTa CYCIIEH3Ms ¢a 6eny 0 IIOYTH GEIH Ha LBAT.

4, KIMHAYHHA TAHHH

4.1  TepanmeBTHYHH NOKA3aHHA

Klacid 250 mg e noxasaH 3a neueHwe Ha HHQEKIMH, NPHAYHHEHH OT 4YyBCTBUTEIHH
MUKpoopraHu3Mu. [lokazanuaTa BKIOYBAaT:

® MHpeKuuu Ha NONHUTE JUXATENIHH MBTUINA, KATO GPOHXUT U MHEBMOHMS.

® Vindpexunn Ha ropHHTE IUXATENHH MBTHILA, KATO CHHY3HT U (DapHHTHT.

¢ Mudexuun Ha koxaTa ¥ MEKHTE THKaHH, KaTo GONHUKY/IUT, LENYIHT U epU3HIE.
e OCTpO BB3NMAJEHUE HA CPEIHOTO YXO.

Kakmo npu ocmananume anmubuomuyu, npedu npeonuceanemo na Klacid e neobxodumo
0 Ce umMa npedsud Yecmomama Ha NOKAIHA DPE3UCMEHMHOC U CEBPIAHUME C Hes
NPpenopvKU 3a npeonuceane Ha anmubuomuyume.

4.2  JI0o3MpOBKA H HAYMH HA NPHJIOKEHHE

Ha Tabnuuara rno-gony e npencraBeHa AOZHPOBKATA MpH AELla, ONpelelieHa Bb3 OCHOBA Ha
TenecHoTo terno (kg). Heobxonumara no3a ce mpuema ABa MBTH AHEBHO M C€ W3MEPBA C
IOMOLITa HAa MPWIOXKEHATa CTAHIAPTU3NpaHA ABXKHYKA, HAa KOATO ca DTﬁeJIHB&HH mme'rﬂo

2,5 mi (1/2 mepurenna nexuuka) u 5 ml (1 MepuTensa IbxKUYKa). e e
] : . . illil-a'I
Terno* | Ilpubnusurenua JI0O3UMpOBKa Ba NBTH I[ompﬁmca B2 nmu L 1
(kg) BB3pacT IHEBHO .IlHeBHQ | o j




(rOAHHH)
(125 mg/5ml) (250 mg /5ml)
*8-11 1-2 2,5 ml (1/2 mep.apK. ) -
12-19 3-6 5,00 ml (1 mMep.1BX%.) 2,5 ml (1/2 mep.npx.)
20-29 7-9 7,50 ml (1+1/2 mep.s1px) 3,75 ml
30-40 10-12 10,00 ml (2 Mep.nEK. ) > ml (1 Mep.nBix.)

* Ilpn neua c Terno nox 8 kg, mosara TpaGea na ce ompenens Ha 6asa KHIIOTPaM TEJICCHO
Terjo (okono 7,5 mg/kg, ABa METH JHEBHO).

I[IpoabMKUTENHOCTTa Ha JieUeHHETO OOMKHOBEHO € 5 1o 10 AHM, B 3aBHCMMOCT OT BHMIA HA
MPUIHHHUTEIIA ¥ TEXKECTTA HA ChCTOAHUETO. Ilpuzomeenama cycnensun modce oa ce npuema
C Uy be3 xpana u mosice oa 6voe npuema Hanpumep ¢ MAAKO.

[Ipurorssite Ha mepopajHaTa CYCIIEH3HS: KbM IPaHyJIHTE B GyTHAKATa ce 106aBaT 32 ml BOJA,
paskiailla c¢ OO ITbJHO pa3sTBapsAHE Ha I'PaHy/HTe, P KoeTo TpabBa ga ce nonydu 60 ml
FOTOBa CYCHEH3Us. 3 ml OT Taka NPHroTBeHaTa CYCNEH3Ud ChABPXKAT CHOTBETHO 125 umu 250
mg KIapUTPOMULIHH,

Hayuenmu ¢ O6vOpeuno yepexcoane: npu deya c¢ Ovlpeuna Hedocmanrvunocm

(kpeamununoe Kiupwvhc < 30 ml/min), dozama mpabea da 6vde HaManeHa HA NONOBUHA
(hanp. 250 mg eeonvic Onesno unu 250 mg 0sa momu OHeeHO, 8 cayuali Ha NO-MEINCKU
ungexyuu). Ipu mezu nayuenmu nevenuemo He mpabea oa npesuwiasa 14 onu.

4.3 IlporuBomoka3zaHus
KnapuTpOMHLIHH € NPOTHUBOMOKA3aH MpPH NAUHEHTH C WU3BECTHA CBPBXYYBCTBHTEIHOCT KBM

AKTUBHOTO BEINECTBO WMJM KbM HAKOE OT MOMOIIHHMTE BEIECTBA, KAKTO M B CJIy4ai Ha
CBPBXUYBCTBHTENHOCT KbM MAKPOJHIAHH aHTUOHOTHLIM,

ENHOBpEMEHHOTO NPWIOKEHHE HAa KIAPUTPOMHLMH M HAKOE OT CIEIHHMTE JeKapcTBa e
[MPOTHBONAKA3aHO: LUM3ANpUA, NMHUMO3UA, TepPEHATHH H eproTaMuH WM AUXHAPOEProTAMHH
(BX. T. 4.5).

Knapumpomuyun ne mpabea oa ce npuiaza Rnpu nayueRmu ¢ XUNOKATUEMUA
(yovircasane na QT-unmepeana).

4.4  CroeudajHH nNpeaynpe:KAeHHs H NpeANa3HH MepKH NpH ynoTpeba
KnapMTpOMHIIMH C€ OTAeNd IJaBHO npe3 YepHHA Apod. ETo 3awmo e Heo6X0guMo MOBHIIEHO
BHHMaHHE TIpH MPHJIOKSHUETO Ha aHTUOWOTHKA MPH MALNMEHTH ¢ HapyLIeHa 4epHOAPOOGHa
¢byHkuus. [loBHILIEHO BHHUMAaHHE € HEOOXOAMMO M NPH MPHIOKEHHETO HA KIapHTPOMHULIAH
[P NALMEHTH C YMEPEHO 10 TEXKO 6B0peuHo yBpexaaHe (BX. ¢hio T. 4.2).

o epeme Ha nocm-mapKkemunzo8uUA nepuod ca CbOOWACAHU CAYHAU HA KOAXUUUHOGA
MOKCUYHOCI! NpU e0HOBPEMEHHOMO NPUN0dCeHUEe HA KIADUMDOMUUNH U KOJAXUUUH,
0CODeHO npu nayueHmu 6 HanpeoHana 6v3pacm wunu nayuenmu c 6vOpevHa
HeOoCmamvuHOCH, HOHAKO2A ¢ hamaneH uzxoo (6xc. cowo m. 4.5 um. 4.8).

Heobxo00umo e u nosuueHo SHUMAHUE NO OMHOUIEHUE HA 6DIMONCHOCIING 30 KPBCIMOCAna

PE3UCMEHMHOCTM MENCOY KAapUMPOMUUUH U Opy2U MAKPOAUOU, HAPEO ¢ JTUHKOMUWUN U
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KTUHOAM UL UH.

Ilcesdomembpanoszen Kolum e cvobWasan npu nOYMU BCUYKU ARMUGAKMEPUATHU
Cpeocmeqa, 6KIIOYUMETHO MAKpOAUOU U MOXce 0a 8apupa om JieKo 00 NcUugomo-
3acMpamiasauio CoCMoRHue.

Clostridium difficile - cévp3ana ouapua (CDAD) e cvobwasan npu npuiodceHuemo Ha
ROYMU BCUYKU AHMUDAKMEPUATIHU CPEOCMEA, SITTIONUMETHO KAAPDUMPOMUKUH U MOXCE 0a
sapupa om nexka ouapua 0o pamanen xonum. Teuenuemo ¢ anmubakmepuannu cpeocmea
Hapyuwiasa Hopmannama ¢naopa Ha Oebenomo uepso, Koemo Moxce 0a o0o0eede 00
cepovxpacmedic na C. difficile. CDAD mpabea 0a ce uma npedeuo npu 6CUYKYU RAUUCHMU ¢
ouapun cied npunoxicernuemo na aumubuomuuu. Heobxooumo e enumamennomo cremarne
HA MeOuUuncKa anamuesa, myii kamo cayuau Ha CDAD ca cvobuiaearnu okono 0ea meceua
C/1e0 RPUNONCCHUCIMO HA ARMUOUOMUYHOMO JIeUeHUe.

Kakro npu gpyrute aHTUOHOTHULIM, NPOIBIDKUTENHOTO JIUEHHE ¢ KIAPUTPOMHULIMH MOXKeE a
JAOBEAE M0 KOJIOHM3HPAHETO HA MHOXECTBO PE3HCTEHTHH Oakrepuu v reOuuku. [Ipn mossara
Ha cynepuHGpEKUYH, € He0OX0AUMO 3aII0YBAHETO HA O AXOJAIIO JIeUeHHE,

Cvobugasanu ca cayuau Ha ex3auepbayua Ha cuMnMoOMUmMe HA MUACMEHUA ZPABUC npu
RAQUUEHMU HA JIENEHUEe C KNapumpOMULUH,

4.5  B3aumopeiicTBHe ¢ ApPYrH JIeKAPDCTBEHH MPOAYKTH M JapyrH ¢opMH Ha
B3aHMOJeHCTBHE

Ilpunodicenuemo Ha npedcmaseHume no-00ay neKapcmeeHu npooyKmu e Ccmpozo
RPOMUBORAKA3ZAHO NOPAOU 6BIMONCHOCMIMA OMI ROAGAMA HA MENCKU eekmu npu
g3aumooeiicmeue:

Huzanpuo, numosud u mepdernadun

Hma covobwenun, uye KrapumpoMUUUR ROGUINASA NAAIMEHUmMe RUBA Ha yuzanpuo,
numo3uo, acmemuizon u mepghenaoun IHoeuwenume nuea nHa mezu nrexapcmea Moice oa
dosedam 00 NOSUWIEH PUCK OmM KaMepHU pUMBMHU HAapymienus, ocobeno torsades de
pointes.

Eonoepemennomo npunodxcesue Ha K1apuUMpPOMUWUH U HAKOU om me3u JeKapcmeeHu
NPOOYKmMU € NPDOMUBONAKA3AHO (63ic. M. 4.3).

Epzomamurn/Ouxudpoepzomamun

Hocm-mapkemunzoeume cvobuieHUa noxazeam, ue €OHOBPEMEHHOMO HNPUNONCEHUE HA
K1apUMPOMUNUH U eP2OMAMUH WU OUXUOPOEPZOMAMUH € C8DP3AHO C OCMPA ep2omuHO6a
MOKCUYHOCIN, XAPAKMepuupawia ce ¢ 6a30Cna3svm U UCXeMUA HA KpaiHuyume u opyzu
MBKAHU, 6KIOYUMENHO UeRMPAanHama Hepera cucmema. Eonospemennomo npunodicenue
Ha KNapumpoMUuyuR U me3u 1eKapCmeenu npooyKmu e NpOmueonakazano (6dc. m. 4.3).

e,
.....

Edexm na opyzu nexapcmeenu npodykmu ebvpxy Kiapumpomuyun



3a npeocmaeenume no-001y JeKAPCMEA € UIBECMHO UMY Ce npeononaza, 4e noeiuasam
UUPKYAUPAW UMEe KOHYCHMPAYUU HA KIAPUMPOMUKUR; MOMCe 0a e HeoOX00uMa npoMana
6 003ama HA KAAPUMPOMUYUN WU OOMUCIAHEMO HA ANMEPHAMUGHO /IeYeHUe:

DayKkoHazon

Eonosepemennomo npunoxcenue na aykonazon 200 mg OHe6HO U KIapumpomMuyux
500 mg o0ea nvmu oOnesno npu 21 30pasu 006posonuu e 006e10 00 NOBUMABAHU HA
CpeoHume MUHUMANHU pasroeecHu Konuenmpauuu (Cpy,) HA KAGPUMPOMUYUH U NAOWLA
noo kpueama (AUC), cvomeemno c¢ 33% u 18%. Pasnosechume Konuenmpayuu Ha
axmueHua Memabonum 14(R)-xuopoxcu-knapumpomMuyun He ca 3HAYUMETTHO HPOMEHEHU
npu eoHOBPeMEeRHOMO Hpuaodicerue Ha Qaykonazon. He ce Hanaza adanmupane
(npomAana) Ha cozama Ha KAAPDUMPOMULUH.

PutoHaBup

ENHOBPEMEHHOTO MPUIICKEHHUE HA KARPUTPOMHLHWH M PUTOHABHP BOIM OO NOBMILABaHE Ha
miomita nox kpusara (AUC), MakcumanHara KOHUEHTpaUd (Cpax) M MWHHMAIHATA
KoHUeHTpaluad (Chnip) Ha xiapuTpoMHUMH. Ilopagu mHpoKHA TepalleBTHYEH HHIEKC Ha
KIApUTPOMHIIMH, HE C€ Hajlara HaMajsBaHe Ha A03aTa NpH NALUeHTH ¢ HopMaliHa 0BOpeuHa
QYHKIUA.

[Ipn nanuenTuTe ¢ ymepeHa 060peuHa PpyHkuusa (kpeaTHHHHOB KIHpEBEHC 30 no 60 ml/min),
JO3aTa HA KIApUTPOMULMH TpaOBa Aa Ovae HamaneHa ¢ 50%. IHHpu nayuenmume c
Kpeamununoe Kiupwvac <30 ml/min, oozama na Kinapumpomuyun mpabea oa 6voe
HaMaleHa c»c 75% npu u3nOn3eaHemo HA NOOXOOAWA JeKapcmeeHa (opma Ha
knapumpomuyun, kamo Klacid mabnemxu c neszabaeno oceoboxncoasane, Klacid cawuema
unu Klacid nepopanna cycnernzua 3a npunoxcernue npu oeua (He ecuuku popmu moxce oa
ovoam na naszapa).

Ho3u knapumpomuyun no-eucoxu om 1000 mg onesno ne mpabea oa 6voam npunazare
eOHOBpPEMEHHO ¢ npomea3Hu unxuoumopu (exnc.m.4.2).llooobno acoanmupane na oozama

mpafea 0a ce umMa npeosuo U NpU nayuenmume ¢ NOHUMCEeHa OvOpeuna pyuxyun, 8
CAYHAUMEe KO2amo pUuUmoHasup ce npunaza xamo hapMakoKuHemuien ycuneames, 3ae0no

¢ opy2u HIV npomeasznu unxubumopu, KI0MUMETHO GMAZAHACUD U CAKBUHABUD (GUIKC
pazoena no-00ny, O8YCMPAHHU (PAPMAKOKUHEMUYHU 63aUMO0eticmeui).

Mownume unoyxkmopu nHa _uumoxpom P450 memabonuzupawama cucmema, Kamo
ehasupeny, nesupanun, pudramnuyun, pugabymun u _pudaneHmun Moxce 0a 3aAcCuiIam

MemadonuIMa Ha KIapumpoMUuyUun U nO MO3U HAYUH 0a 008edam 00 NO-HUCKHU NAIMEHHU
HUea Ha KIAPUMPOMUWUK U CHOMEEMHO no-8ucoku Husa Ha I14(R)-xudpoxcu-
KI1ApUMpPOMUYUH, Memaboaum, Koumo Cou{o uma muxkpoobuonozuuna axmuenocm. Duii
Kamo Muxpobuonozuunama axkmueHocm Ha rKrapumpomuyun u I4(R)-xuopoxcu-
KAapUMPOMUKUR CQ DA3TUYHU 30 OMOEHuUmMe 6aKkmepuu, OYaKeanuam mepanesmiuder
ehexm mModce 0a 6voe Hapyuien npu eOHOBPEMEHKHOMO NPWIONCCHUE HA KAapumpomuuu

U eH3IUMHU UHOYKmOopU.

E¢exm na knapumpomuyun evpxy opy2u 1ekapcmeenu npodykmu
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B3aumooeiicmeun, 6azupanu na CYP3A

EOHO6peMEHHOMO NPUNONCCHUE HA KIADUMPOMURUR, 30 KOIMO € U38eCmHO, e UHXUbOUpa
CYP3A u nexapcmea, memabonusupanu ocrosno c nomowma na CYP3A moxce da dogede
00 NOGUWLIABAHE KOHUeHmpayuume Ha mesu JIeKapcmea, Koemo o0a nosuiiu wiu yovaxncu,
KAKmo mepanesmuidHuA, maKa U Hexcelanume eexmiu Ha eOHOSPEMEHRO NPUNAZAHUME
C Klapumpomuyur nexapcmea. Knapumpomuyun mpabea da ce npuiaza ¢ nOSUMIEHO
GHUMAHUE RPU nAYUeRmMU HA NedeHue ¢ Opyzu aeKapcmed, 3a KOUmo e u3gecmuo, ue ca
cyocmpamu na CYP3A, ocobeno ako cybecmpamume na CYP3A umam mecnu zpanuyu Ha
besonacnocm (nanp. xapbamasenun) w'unu cy6cmpama ce MemabonRUIUPA eKCMEHIUBHO
om mo3u en3uM. Moowce 0a ce obmuciu npomMana Ha dozama, a Kozamo € vIMONCHO U
pedoéHo  npociedfsare  HA  cepyMHuUmMe  KOHUCHMpAuuu Ha  Jexapcmeama,
mMemabonuzupanu npeoumuo om CYP3A, npu nauuenmume npuemauiu eOHOSPEMEHHO
KI1apUMpOMULUH,

Aumuapummuyu

Hma nocm-mapkemunzosu cvobujenusa 3a nossama Ha torsade de pointes npu
EOHOBPEMEHHOMO NPUNONCEHUE HA KIADUMPOMUYUH U XUHUOUR Ulu Ou3onupamuo.
Heobxo0umo e npocnednsane Ha enekmpokapouozpamama 3a yovaxcasane na QTc-
UHmMEPBANa RPpU NPUNOHCEHUeMO Ha Kirapumpomuuur ¢ mesu aekapcmea. Heobxooumo e
U RPOCNEORBARE CEPYMHUME KOHUCHMPAYUU HA me3ll 1eKapcmaa.

Kapbama3senuy

1o BpeMe Ha neyeHHUETO ¢ KIAPUTPOMHLIMH, MeTaboMM3MBT Ha KapOaMasenuH Moxe Ja Obae
MHXHUOHpaH.

B pesynrar Ha ToBa MOXE Oa ce HabmoZaBa NMOBMINABAHE CEPYMHHUTE KOHLIEHTPALMH HA
Kapbama3enuH, KoeTo Hanara OOMHCIIAIHE NMOHMKaBaHE Ha HErOBaTa J03a.

HMG-CoA pedyxma3nu unxubumopu (Hanp. 1o6acmamui, CUMBACMAMUH)

Knapumpomuyun  unxubupa memabonuzmovm HA  MHOMNCECME0  3-XUOPOKCU-3-
mMemunznymapui-koenzum A (HMG-CoA) pedyxmaznu unxubumopu. Tosa moxce oa
00geoe 00 noguuiasaNne n1aIMeHume HUMa Ha me3u JIeKapcmed.

B peoxku cayuau e cwobujasano 3a noseama Ha pabooMUONU3A NPU €OHOBPEMEHHOMO
npunoxcerue na Knapumpomuyun u HMG-CoA pedykmasnu unxubumopu (cmamunu),
Kamo nosacmamun unu cumeacmamun. Ilayuenmume mpnabea oa 6voam npocneossanu 3a
RpusHauu u cumnmomu Ha muonamusa. Heobxoouuo e obmucnane npomana 8 oozama Ha
CMAMUHA WU USRON36AHEMO HA CMAMUH, DU KOUMO e HATuUe NO-MAIKa 3A8UCUMOCIN HA
memadonusma om CYP3A, nanp. npasacmamun.

HEEOEMHH QHMUKOA2Y1aHMU (Hanp. ﬂﬂQQﬂE&!H: EIHEHOKEMREOJIZ IR RS
L R M'-‘H:""w

B omoennu cnyuwau, npu nayuenmume, npuemawji KlapuUmMpOMUUUH U nepdpmm: SN
AHMUKOGZYNAHMU, MOXMCe 04 € HAluye nosuiiasane Ha (apmakoiozudtnume epexmu u
00pu MoKCudHu epexmu om cmpana na me3u aexkapcmea. International normalized ratio

.I‘-



(INR) unu npompomburosomo épeme mpabea 0a 6v0am BRUMAMENHO NPOCAECORBAHU NO
épemMe Ha eOHOBPEMEHHOMO 1ederue C K1APUMPOMUNUK U nepopATIHYU GHMUKOAZYTAHMU.

Cundenapun, madanadun u eapoenadun

Bcexku edun om mesu ochoouecmepasnu uHXuUbuUmMoOpuU ce Memabonusupa noHe om
yacmu om CYP3A, kamo CYP3A moowce 0a 6v0e uHXubupan npu eoHOEPEMEHHOMO

RPpUNOMCeHUE HA Knapumpomuuul, EOHoepeMeHHROMO NPpUNoMNCCHUE HA KAapUMPOMUWUH
CuC cunoenaun, maodanaun u eapoeHaun, O0OUKHOBEHO 800U 00 nNOSUIMABAHE
excnozuyuama Ha (pocoouecmepaznuna unxuoumop. Ilpu eonoepemennomo npuiodicenue
Ha cunoenagpun, maoanaui u sapoenapun ¢ Kiapumpomuyun mpabdea oa ce 0OMUCIU
EBIMONCHOCIIMA 30 NOHUMICAGAHE do3ama Ha nbpeume.

Teodunux

MeTaboM3MBT HAa TEO(PHWIMH MOXEe Jaa ObJe HHXMOHpAaH MO BpEeME Ha JICUCHHETO C
KTapUTPOMHIIMH. B pe3ynTar Ha TOBa, CEPYMHWTE KOHIICHTpaLM¥ Ha TeOQUIMH MOXKE aa
HapacHaT, KOeTO Ja HaJIQKH ChOTBETHO IOHWKABAHE HA J034TA.

Toamepoousn

Memabonusmoem HA MOAMeEPOOUH Ce OCbUecmensa NpPeoumMHo ¢ nomowima Ha 2D6
usopopmama na yumoxpom P450 (CYP2DG6). Bvnpexku moea, npu nonyrayusma c aunca
(Heoocmuz) na CYP2D6, memaboausmem ce uzevpuiea ¢ nomouyma na CYP3A. Ilpu mazu
zpyna, unxubupanemo na CYP3A eoou 00 no-6ucoKu CepymMHu KOHUeHmMpauuu Ha
monmepooun. Moxce Oa e HeobXo0uUMO HaAMaANAGAHe 003amMA HA MOAMEPOOUH 8
npucvcmeuemo Ha CYP3A unxubumopu, Kamo K1ap umpomut{uH.

Touazoiben3zoouaienuni (Hanp. ainpaoram, MUOa30aamM, mpuaionam

Hpu ednospemennomo npunodiceHue HA MUOA30NGM C KIAPUMPOMUUUH mMAabIemKu
(500 mg 0éa nvmu onesno), e Habnwoasano 2,7-nvmu nosuuiasane AUC na muoazonam,
C1e0 UHRMPABEHOIHO NPUWIONCEHUE HA MUOQ30NAM U 7-HomU C1e0 NEPOPATIHO RPUONHCEHUE.
EOno8pemMeHHOMO NPUIOMHCEHUE HA NEPOPATIEH MUOA30]1aM U KNAPUMPOMUKUH MpPAGsa Oa
ce wzbnzea. Ilpu unmpaeeno3Ho npunoddcerue HA4 Muoazonam ¢ KiapumpomMuyuH,
nayuenmume mpabea oa 6voam pedosHO HADAWOABAHU C 02NE0 eBeHMYA/IHA NPOMAHA HA
oozama. Couiume npeonazHu mMepku mpabea 0a ce npuioxcam U nNO OMHOUieHUE HA
Oopyzume benzoouaszenunu, memabonusupanu om CYP3A, exnrouumenno mpuasonam u
annpazonam. Ilo omuouienue na Gensoduazenunume, Koumo He ce Memabonuzupam om
CYP3A (memazenam, Humpazenam, n0pazenam} He ce OHAKEa e3aumooeucmeue ¢
Kiapumpomuuun. Hma  nocm-mapkemunzosu  Cbo0WeHuUas 3@  J1EKAPCMECHU
ezaumodeiicmeun u egpexmu evpxy ITHC (nanp. comMHOReHmuocm u obOwpkanocm) npu

COHOBPEMEHHOMO NPpUNOICEHUEe HA Klapumpomuyun u mpuasonam. llpenopwvuea ¢ ..
npoCcieoneane HA NAYUeHMUme o OMHOUWICHUE HA NOGUUIAGARe HA (opmaKonoziunume .

egpexmu evpxy HTHC, A

Owmenpazon




AUC Ha owmenpason ce yBennuaBa ¢ 89% npH eJHOBPEMCHHOTO TIPHAOKEHHE Ha
KAGPUTPOMHIIMH 324 epafHKals Ha . pylori; BeOpeKHd TOBa NMpOMAHATA B cpeHATa CTOMHOCT
Ha croMamHoTo pH 3a nepuoa or 24 yaca ot 5,2 (NpH CaMOCTOATEHOTO NMPUIOKEHHE HA

oMenpaso) Ha 3,7 (npu oMenpazon + KIAPUTPOMHULIMH) HE Ce ONpeleis KAaTO KIHHHYHO
3HaYHMa.

Hama in-vivo JaHHU npM 4yOBeKa, TMOKAa3Ballld B3avMMOACHCTBHE MeXOY KIAPUTPOMHLIMH H
CIICIHUTE JIeKapCTBA: ANPENUTAHT, EIETPUNTAH, XaloQaHTpUH ¥ 3UNpa3sHjaoH. Brnpeku Tosa,
nopagd in vitro JaHHUTE MNOKa3Baly, 4e€ Te3W JekapcTBa ca cyocrpaty Ha CYP3A e
HEOOX0ZUMO MOBUILIEHO BHUMaHME NPH €AHOBPEMEHHOTO UM MPUIOKEHUE ¢ KIAPUTPOMHULIMH.
Enetrpuntan He TpsaOBa aa ce mpunara ¢ HHXuOuTopu Ha CYP3A, KaTo KIapHTPpOMHLIMH.

Mma cnoHTaHHW WM NyOIMKyBaHW CHOOLNEHUS 3@ B3aUMOISHCTBHETO HAa MHXMOHTOpH Ha
CYP3A, BKIIOUUTENHO KIAPUTPOMHUIIMH, ¢ HUKJIOCTOPHH, TAXPOJIUMYC, METHIIIPEIHUIONOH,
BUHOJIACTUH ¥ WMJIOCTA3O0IL

Hpyeu e3aumoodeticmeus

Koaxuwun

Koaxuyun e cyocmpam kaxkxmo na CYP34, maka u Ha e@aykcnama mpaHcnopmua
cucmema, P-znuxonpomeun (Pgp). HizsecmHo e, e KrapumpoMuuyun u ocmanaiume
Makpoaudu ca unxubumopu na CYP3A u Pgp. Ilpu eOHo8peMeHHOmMO NPUNONCEeRUe Ha
KAapumpoMuyuH u Koaxuyunr, unxubupanemo na Pgp wunu CYP3A om kaapumpomuyun
Modce 0a 0osede 0o nosuwiasane excnozuuuwama Ha xoaxuyun. Hayuenmume mpabea oa
6v0am npociedABaHU 34 nNOAGAMA HA KIUHUMRU CUMRIMOMU HA KOJXUYUHO8A
MOKcUNHOCM (8x1c. m. 4.4).

Huzoxcun

Huzoxcun e cybcmpam Ha epaykcHama mpancnopmua cucmema, P-zauxonpomeun (Pgp).
Hzgecmnuo e, ue knapumpomuyur unxubupa Pgp. Ilpu eonoepemeHROMO npuiodicene Ha
KAapuUmMpoMuyun u OUzZOKCUH, unxubupanemo na Pgp om KiapumpoMuyunr modce oa
006ede 00 ROGUIIABAHE EeKCNO3ZUHUAMA HA Ou2OKCcuH. B nocmmapkemunzosus nepuoo ca
Coo0uasanu Ccayyau HaQ NOSGUIIEHUE HA CEePYMHU KOHUEHMpauuu HA OU2OKCUH npu
nayuenmume npueMauwiu KiapumpomMuuur u oozokcun. Haxou om nayuenmume ca
ROKA3aRU KIHHHYHU NPUIHAUU HA  OUSOKCUHO8A UHMOKCUKAWUA, 6KIIOHUUMETHO
nomenyuanno Gamannu apummuu. CepymrHume KOHUeHMpPAYUU Ha OUZOKCUH mpabea oa
fvoam GHUMAMEAHO NPOCIEORGAHU NPU NAyUeHmMUmMe RpUeMalyu eOHOBPEMEHHO
OUZOKCUH U KN1aApUMPOMUYUH,

Judosyoun

Hab6nrodasanu ca nOHUNCEHU CEPYMHU HUBA HA 3U008YOUH, 8 pe3yimam HA ROHUMICeHama
abcopbyuna Ha 3UO0CYOUH 6 RPUCDCMEUEMO HA KIapumpoMUUUH, RPDU 6B3DACMHU HA
KOMOURUDARO NeMeHue C KAapumpoOMUUUH U 3U008youn. I'vli Kamo Kiapumpomuyun
0uesUOHO eB3leiicmea 6vpxy abcopbyuama HA 3UO06YOUR NPU EOHOBPDEMEHHOMO

NpuOdCenUe HA NEPOpaneH 3U006yOuH, nayueHmume mpadea oOa cnaseam 4-4acos . -
unmepsan mexcoy npuema Ha oseme nexkapcmed. Toea e3aumooeicmsue He ce uaﬁﬂm&asa' R

npu neouampuunu nayuenmu c HIV-ungexyun, npuemawiu mapumpawqun noc)
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ppopmama na cycnensua u 3udosyoun. Toea ezaumodeiicmeue He e XApaKmepHo npu
HPUIONCEHUEMO HA KAAPUMPOMULUH NOO opMama Ha UHMPABEHO3HA UHPYIUA.

Denumoun u eannpoam

Hma cnoumannu unu nybnuxyeanu cvobuenus 3a ezaumodeiicmeuemo Ha UHXUOUMopu
Ha CYP3A, exniouumenno Knapumpomuuyun c JeKapcmed, 3a Koumo He ce CMamda 4e ce
memabonuzupam om CYP3A, exnowumenno genumoun u gannpoam. Ilpenopvuea ce
ONpedenAHe CepyMHUME HUBA HA Me3U RPOOYKMU NPU NPDUNONCCHUEMO UM C
Knapumpomuyun. Coo6uiasanu ca cayHau Ha nOGUEHI KOHUECHMPAYUU.

Jeynocounu papmaxokunemuunu e3aumoodeiicmeun

Amazanasup

Knapumpomuyun u amazanasup ca cybcmpamu u unxubumopu na CYP3A, xoemo 60du 0o
08ynocouno esaumooeiicmsue. EOHOGpeMenHOMO RpuUnodCeHUe HA KIAPUMPOMUNWUN
(500 mg osa nemu onesno) c amasanasup (400 mg eednvae OnesHo) 600u 0o d8yKpamo
nosuiterue excnozuyuama Ha Knapumpomuyun u 70% nonusicenue excnosuyuama 14(R)-
Xuopoxcu-knapumpomuyun, npu 28% nosumienue AUC na amazanasup. Ilopadu wupoxus
mepanesmuyer UHOEKC (npo3opey) Ha KIapumpoMURUH, He Cé HANaza ROHUXNCA8AHEe HA
do3ama npu nayuenmu ¢ Hopmaina 6vOpeuna Qyuxyua. Ipu nayuenmume c ymepena
OvOpeuna pynkyua (kpeamununoe Kaupwvic 30 0o 60 ml/min), oOozama Ha
Kapumpomuyurn mpabea oa ovoe Hamanena ¢ 50%.

Ilpu nayuenmume c kpeamununos xnupvc <30 ml/min, dozama na Kiapumpomuyun
mpabea Oa O0voe HamaneHa cvc 75% npu u3NON3E6AHEMO HA NOOXOCOAULA NEKADCMEEHA
popma na knapumpomuyun, kamo Klacid mabnemxu c nezabaeno oceoboxycoasane, Klacid
cauiema unu Klacid nepopanna cycnen3un 3a npunoxcenue npu oeya (He ecuuxu opmu
Modice 0a bvoam Ha nazapa).

Ho3u knapumpomuyun no-eéucoxku om 1000 mg oneeno ne mpabea oa 6voam npunazane
EOHOGPEMEHHO ¢ npomeasHu unxubumopu (6c.m.4.2).

Hmpaxkonazon

Knapumpomuyun u umpaxonaszon ca cybcmpamu u unxubumopu na CYP3A, koemo eodu
00 08ynocouro g3aumoodeiticmeue: Knapumpomuuun moxce 0a nosuiiu nidamenume Huea
Ha@ UMPAKOHA3071, @ UMPAKOHA301 MOMce 04 ROSUWIU NIAIMERUmMe HUea Ha
Kiapumpomuyun. IHayuenmume  npuemawiu  eOHOGPEMEHHO  UMPAKOHA30X U
K1apumpoMuyun mpabea oa 6v0am peoo6HO NPOCIEOACAHNU 3a NPUIHAUU WIH CUMNMOMU
HA nosUWIEn Wiy yOvIdCceH (hapmaxonozuien efrexm.

CakguHnagup

Knapumpomuyun u caxeunasup ca cybcmpamu u unuxubumopu na CYP3A, xoemo
Onpedenns HAIUYUeMmO HA OAHHU 34 O06YHOCOYHU JIEKAPCMECHU 63AUMO0elicCmeun.
Eonoepemennomo npunoxcenue wna Knapumpomuuyun (500 mg oea nwvmu oneeHo) u
caxkeunasup (Meku xceramurnoeu Kancynu, 1200 mg mpu nomu oneeno) npu 12 3opasu
00bposoau e 008en0 00 CMOUHOCMU HA PAGHOGECHUME KOHUEHMpAauuu (AUC). u.

maxcumannume Konuernmpayuu (Cno) Ha caxgunasup, cvomeemno 177% u 187% '‘no- = -

8UCOKU OM Me3U Npu CAMOCMOAMETHOMO NPUNOXHCeHUe HA caKeuHagup. Cmoiinocmume
HatH AUC u Ciyax Ha Kniapumpomuyun ca 6unu c oxono 40% no-eucoxu, 6 /cpagnenue ¢
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me3u npu cCamMoCMoaAmeRHomo npunocenue na iapumpomunun.] |He ce nanaza RPOMAHA
HAa 003aMa npu eOHOBPEMEHHOMO NPUNONCERUE HA 08eme NEKAPCMEA 3a 0ZPAHUYEH REPUOD
om épeme no 6pemMe Ha NPOYy4earua no omHoldeHue Ha dozama/ieKkapcmeenama hopma.
Jannume om  npoyueanusma ewpxy JeKapcmeenume  @3auModeiicmensn Hpu
RPUROMHCERUCMO HA MeKume JNCeIamuUHOo8U KAnCyiu He ¢a NOKa3ameHu HO OMHOWICHUE
HA eekmume npu npuwiodceHuemo Ha CAKGUHASUP nOO (opmama HA MEvPOU
Hcenamunosu  Kancyau. /Jannume om  npoyusaHuAma  ewpxy JAeKapcmeeHume
63AUMOO0CHCMEUAR RPU RPUTIONCEHUCMO HA HENOOCUIEH CAKGUHABUD He CA NOKAIAMETHU NO
OMHOUWIERUE HA HAONI00asaHUmMe eexmu npu 1eveHuemo cbC CaKGUHAGUD/PUMOHAGUD.
Ilpu eoHo8pemeHHOMO Mpunodcenue c pumoHnasup, mpabea 04 ce umam npeosud
ROMERYUATHUME eheKmU HA PUMOHABUD 8BPXY KNAPUMPOMUYUH (8X4c. paidena no-zope,
ehexm Ha Opyzu Kekapcmeenu nPOOYKMU 6bPXy K1apumpomMuyun).

4.6 bBpeMeHHOCT H KbpMeEHe

Tosu nekapcTBeH MPOAYKT € NpEAHA3HayeH 3a MPWIOKEHHEe MPEeAMMHO B MeAMaTpHATA.
BBIpeky, ToBa NpH NpHIICKEHHUETO HA Aena Cliell MydepreTa, BUHATH TpAOBa J]a ce U3KIOYRA
BB3MOJKHOCTTA 38 OPEMEHHOCT.

B cnygait, ye npoaykra ce M3nos3Ba OT BE3PAacTHH Ja €€ HMa NPEABUJ CJIERHOTO:
besonacHocTTa Ha KJIAPUTPOMHIMH [0 BpeMe Ha OpeMEHHOCT M KbPMEHE HE € YCTAHOBCHA.
MmMaiiky npeaBHI pa3sMMYHATE (NPOMEHIUBH) pe3yATaTH OT NPOYYBAHMATA MIPH MHUIUKH,
UI6XO0BE, 3aMlIH H MalMYHH, BB3MOXKHOCTTA OT HEXKEAaHH e(eKTH BbpXy eMOpHO-peranHoTo
pasBuTHEe He MOXe Ja Obae w3kmoueHa. ETo 3amo, He ce mpemopbuBa MPUIOKEHHETO MO
BpeMeé Ha OpeMeHHOCT, 0€3 BHHMAaTelHa NpEeLEeHKa Ha CBOTHOLIEHHETO HNOJ3a/PUCK.
KiapuTpoMHUMH ce OT/ieNns B KbpMaTa NP YOBeKa.

4.7 Edexktn BbLpXy cnmocobHoCTTA 32 mIodupane  padoTa ¢ MAIIMHH

Toszu nexapcmeen npodyKm e npeoHa3Raver 3a NPUIoHCeH e NPeOUMHO 8 neduampuama.
Hama oannu 3a enusnuemo Ha npodykma ewvpxy cnocobnocmma 3a wogupane. Ilpu
wodupane wiu paboma c MawuRy mpadea 0a ce UMa NPeosUd EBIMOICHOCHIMA 3a NOABA

Ha 3aMaRHoCcm,

48 HexenaHu JeKapcTBeHH peaKIMH

Knunuuen onum

Haii-uecmo nabrawoasanume HeNCENAHU NEKAPCMECHU PEAKYUU ca HapyuieHuama om
CMPAHA HA CIOMAUIHO-YPEGHUR MPAKmM (2adeHe, nospvuiane, 0apus, OUCNENCUA, KOPDEMHA
bo1Kka).
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Hugbexuuu " unecmau

Heqecmu

Facmpoeumep um

Opanna kanouoosza
Ilycmynapen obpus
Punum
Bazunanna xanouoosa
Bazunanna unpexyun
Hapywenuna na kpvema u | Hevecmu Anemusn
MuUM@Hama cucmema Eozunodhrunun
XUNOXpOMHA aHeMUA
JTeexkonenun
Tpomboyumonenun
Hapywenun om cmpana
Ha benume KpveHU KiemKu
Hapywienusa Ha | Heyecmu Anopexcun
Memabonuma u Xunepxnopemus
XPaHeHemo XUunepypuxkemun
Xunoxanyuemun
Hosuwienue na anemuma
Hcuxuunu napyuienun Heuecmu Henpecun
bezcvnue
Hepsnocm
Comuonenmuocm
Hapyuwienua na nepenama | Yecmu Hapywenue na exyca
cucmema
Hevecmu 3amaanocm
I'nasobonue
Tpemop
Hapywenun na ouume Hevecmu Konwukmueum
Hapywenue na 3pernuemo
Hapywenua na yxomo u | Heuecrmu Yepescoane na yxomo
aabupunma HIym ¢ yuwiume
Bepmuco
Cvoosu Hapywenua Heuecmu Bazoounamauvun
Pecnupamopnu, zpvonu u | Heuecmu Acmma
MEeOUQCMUHATHU Hucnuen
HapyuteHus benoopobno napywenue
Cmomawno-upeenu Qecmu Kopemna bonka
HAPYULeR UA Huapun
Hucnencua
I'adene




Cmomawno-ypesnu Heuecmu ITooyeane na kopema

HApYIUEeH UA Janex
Cyxoma & ycmama
Ypuzeane
Dramynenyun
Cmomawurno-upegno
HapyuieHue
Cmomawmno-upegno
Kovpeene
Cmomamum
Ilpomana ¢ ousemasarnemo
HA e3UKa
Hospovuwsane

Xenamo-6unuapru Heyecmu Xunepounupyournemun

Hapywienun

Hapywenun na koxcama u | Heuecmu Cyxa xoaxca

NOOKOdICHAMA MYKAH Exzema
Xunepxuopo3sa
Copbec
Obpus
Makyno-nanynapen o6pue
Ypmuxapun

Hapyuwienus na myckyano- | Heuecmu bonka e zvpba

CKeJlemHama cucmema u

COeOUHUMETHAMAa MvKan

Hapywienun na | Heuecmu Anbymunypun

OvOpeuume u nuxoyHume Xemamypusn

nemuuia Huypun

Hapywiernun Ha | Heuecrmu I'ennumanno meuenue

8B3npoUzsoouUmMenHama

cucmema u zvpoama

Obwin  napywienun  u | Heuecrnu Acmenun

ehekmu Ha mMacmomo Ha I'pvona 6onka

RpURONCEHUE Jexapcmeerio
g3aumMooeticmeue
Omok na nuyemo
Duzuuecko
Hepa3nonoxicerHue
bonka

Kaxcoa




H3acneosarnun

[1oCT-MApKETHUHIOB OMUT

Hevuecmu

Iosuwernue Ha
WIKaAHama
aMunompancgepasa
Hosuuiernue Ha
ankannama ochamasa
Hosuwenue na acnapmam
amunompancpepazama
IHoeuwienue Ha cepymMHuUAR
KpeamuHuH

Ilosutuenue Ha Kpoveénama
aAaKmam 0exuopozenasa
Hosuwenue Ha Kprvenama
YPeR

Hapywenus 6
nabopamoprume
U3CNICOBAHUA

Hapywienun G
YepHOOpOOHUmME
(PYHKYUOHANHU mecmoge
Ionuowcernue Ha
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Hexenaun TeKapcTBEHH peaKliK OTTOBApAT Ha TE3H, HAOMIOJaBaHH 10 BPEME HA KIMHUIHUTE

IpOyYBaHUSL.

Toit KaTo Te3U peakUHHU ca ¢hoblIaBaHH JOOPOBOJHO OT NOMYJIAlUA ¢ HEYCTaHOBEH Opoii, He
BHHAFK € BB3MOXKHO HAICKIHO OIpEeAeifsHe HA TAXHATA YECTOTAa W/ NPUYHHHO-CICICTBCHA
BPB3KA ¢ NPHEMa Ha jekapcTBoTo. EKcrnio3uimara Ha MANMEHTHTE C€ ONpEAeNd Karto Mo-
roasMa ot 1 6MIMOH NMAaIHeHTO-AHH JIEUeHYe ¢ KIapUTPOMHUIMH.

Hudpexyuu u unpecmavuu:

OpanHa KaHANA034

Hapywienua na Kpvema u 1umprama cucmema: JIeBKONCHHA, TpoMOOLIUTONEHHUS.

Hapywienun na uMyHHAmMa Cucema.

Hapywienua na memabonausma u xpaHenemo:

Hecuxuunu HapyuwieHUR:

AnadunakTHuHa peakius,
CBpPBXYYBCTBHTEIHOCT

XHUNoriuKeMHus.

HeoOuuakHKH  CBHHMINA,  TPEBOXKHOCT,
ChCTOSAHHE Ha 0OBPKAHOCT,
JenepcoHanyusatnsd, Au30pHeHTaln,
nenpecus, XamoOUMHALMM,  GeschHHue,
NCUXOTUYHO Hapylﬂefﬁ“e
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Hapywenun na nepenama cucmema: KouBysncum, 3amadHocT, 3aryba Ha BKyca
U 00OHSAHUETO, NpoMAHA (HapylIeHHe) Ha
BKyca U 000OHAHUETO

Hapywienua na yxomo u nabupunma: I'nyxora, myMm B yiliuTe, BEPTUrO

Copoeunu Hapyuienua: Yaoemkapane Ha QT-unrepsana B EKIT,
torsades de pointes, KaMepHa TaxXHKapaus.

CmomauHo-4pesHu HAPYWICHUA: ["'nocur, ocTep naHKpeaTWT, CTOMATHT,
NIPpOMAHA B OLBETABAHETO HA €3UKa,
NIPOMSIHA B OLIBETABAHETO HA 3BOHUTE,

Xenamo-Ouiuapru RapyuieHuA: YepHoapoOHa HEIOCTATBYHOCT, XEMATHUT,
XOJIECTATUYEH XENaTUT, XOoJecTaTUdHa
KBITEHULIA, XenaTole/yJapHa
XBITEHULIA, HapyileHHE Ha

yepHOApOOHATa PYHKLIHA

Hapywienun Ha Koncama u nooKoxcHama

IMbKAH: OO0puB, cuHIpoMm Ha Stevens-Johnson,
TOKCHYHA  enuiacpManHa  HEeKpoJu3a,
YpPTHKaApHA.

Hapywenua na o6vopeyume u nuxosnume

nomuwa: HurepcTuiinaner Hepwr.

Hicneosanusn: [IoBUllIcHHE Ha CEPyMHHA KpPCaTHHHH,
[IOBHLIEHHE HA YepHOAPOOHHTE €H3UMH.

Kakto [MpH IPYIrHTC aHTHGHDTHHH, NpoOIBIIAKHUTCIIHOTO JICUCHHUE C KAApUTPOMHUMH MOXKE Ja
AOBCAC O KOJOHH3HUPAHCTO HAd MHOMKCCTBO PC3HCTCHTHH GaKTBpHH H 'bOHUKH. le-‘l nnoaBparta
Ha CYHE]JHH(IJBKHHH, e HeoOXOAUMO 3aMOYBAHETO HA MOAXOAALIO JICUCHHE

[IceBmoMeMOpaHO3eH KOJMT € ChOOLIAaBaH MpPU MOYTH BCHYKH aHTHOaKTEpHalHHU CpEACTBa,
BKIFOUUTENHO KIAPUTPOMULUKMH KM MOXE JAa Bapupa OT JIEKO A0 JXHBOTO-3aCTpallaBalio
cecTosHde. ETo 3aillo, Ta3su AuarHo3a TpaAOBa Aa ce UMa NPEeABHA NpH MALUEHTUTE ¢
[OCaeABAaIa AaHTHOAKTEpHAJIHOTO JICYEHHE TUapHs.

[To BpemMe Ha IIOCT-MAPKETHHIOBMSA NEPHOA ca CcbOOLaBaHU cCiAyyad Ha KOJIXMIHHOBA
MHTOKCHKALMA MPH €IHOBPEMECHHOTO MPUJIOKEHHAE HA KJIIADUTPOMHULIMH U KOJIXHMIIMH, 0COOCHO
[pyd MNalldieHTH B HaMpeaHalla Bb3pacT W/WUMM TauneHTH ¢ ObOpeuHa HEAOCTATBYHOCT,
oHsKora ¢ ¢garaneH u3xon (Bx. ¢pio T. 4.4 u T. 4.5),

4.9 Ilpeno3upane B
[TonyuennTe CHOOLIECHHS NTOKA3BAT, Y€ NpHEMa Ha I'OJIEMH lconﬂqecma RﬂapumomuuHH MQ}Ke
a JOBeJE A0 MOABATA HA CTOMAIIHO-YPEBHH CHMITOMH. [IpH elMH HanueHT ¢ aHaMHe3a 3a

OUMOJIAPHO Pa3CTPOICTBO, IpHea 8 g KIApUTPOMHLMH € Haﬁﬂmnaﬂano nocne,uaamo
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HapyIICHHWE HA MEHTAHWTE (YHKIUWH, TapaHOMAHO IMOBEACHHUE, XHUIIOKAIMEMHUA W
XunokceMus. HexxenaHute edekTn, Npuapyxasaiy NPEeAO3UpaHeTo, TPAOBA Ja ce NEKYBaT ¢
IOMOILIITA HA CTOMAIIIHA [IPOMMBKA ¥ MOJABPIKALIH MEPKH.

Kaxto mpu ocraHanure Maxpouiy, HE CE 04aKBA CEPYMHHTE HUBA Ha KI2PUTPOMMUHH 12 ce
[TOBJIUAAT 3HAUYHUTEIHO MPH XEMOAHANNA32 WIK NEPUTOHEATHA JUATH3A.

s, ®APMAKOJOrMYHHU CBONCTBA
3.1 dapmMaxkoaMHAMHYHH CBOHcCTBA

(dapMaKoTepaneBTHYHA rpyNa: aHTH-HHbeKIHO03HH cpeacTia, ATC kona: JO1FA09

O01IH XapaKTepHCTHKH

Mexanuzwvm na deticmsue

KnapuTpoMHIlMH € aHTHOHOTHK, MPUHAANEKAI KbM IPYIIaTa Ha MaKpOJHAHUTE AaHTHOHOTHLIH.
Toii mnposBiBa aHTHGAaKTEPUANTHOTO CH JeHCTBME uYpe3 WHXMOWpaHe CHHTe3a Ha
BBTPEK/ICTPYHUTE MPOTEUHH Ha UYBCTBHUTEAHHTE OakTepuu. Toii ce cBBp3Ba CeneKTHBHO ¢
50s cybenununara Ha OaxrtepuajHuTe pHOO3OMH H MO TO3M HAYMH MpEJOTBPAaTABA
TPaHCJIOKALMATA HA AKTUBUPAHHUTE aMUHOKHUCEIIMHH,

KIapuTpOMHHMH MNpOABABa 3HAYMTENHO OakTepHUHMIOHO JACHCTBHE CpeIly MHOXKECTBO
baxrepuanuu wamose. Toea BkmouBa H. influenzae, S. pneumoniae, S. pyogenes, S. aureus,
M. catarrhalis, H. pylori,C. pneumoniae, M, pneumoniae, L. pneumophila, M. avium, u M
Intracellulare.

14(R)-xuapoxcu MeTabo/IMTHT Ha KJIAPUTPOMHUILMH, 00pa3yBaH B pe3yaTaT Ha MeTabonu3Ma Ha
OCHOBHHSI NMPOAYKT IMPH XOpa, CBIIO NPOABABA aHTUMHUKPOOHA aKTUBHOCT. To3M MeTabonut
MMa [10-HHCKA AKTHBHOCT CHPAMO M3XOJMHHMSA MNPOAYKT [0 OTHOIIEHHE Ha IMOBEUETO
OpraHusMH, BKIIOYHTENHO Mycobacterium spp., ¢ wskmoueHnue 3a H. Influenzae, cnpsmMo
KOMTO MeTabOMUTET NnpuTekasa | 10 2 N5TH MO-BHCOKA aKTUBHOCT, B CPABHEHHE C U3XOJHOTO
BEHICCTBO. KnapUTpOMHLIMH B KOMOMHALIUA CBC CBOA MeTabONUT NposBABa 3aBUCEl OT LaMa
AUTHBEH WU CUHEPTUUYEH €(DEKT, KAKTO in vifro, TaKa U in vivo.

PK/PD spw3ka
Knapumpomuyun ce paznpedenn eKCMeEH3UBHO 6 MBKAHUME U MeYHoOcmume Ha

opzarnusma. Ilopaou eucoxomo nporHuxeawe 6 mMBKaAHUMe, UHMPAUETYAAPHUME
KOHUeHmpayuu ca no-euCoOKu om cepymuume.

Konyenmpayuume Ha krapumpomMuyun 8 caiusuyume u yeaus 6an opoé ca 2- 0o 6-novmu
no gucoku om mesu 6 cepyma. Ha mabruyama no-oony ca npedcmagenu Habarooasanume
CepYMHU KOHUCHMPAKUU HA KIAPpUMPOMUYUH RO 8peme Ha nposedernume om Abbott
npoyYeanus npu mabiemxu ¢ He3abaeHo oceoboicoasane.
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dapMakKOKHHETHKATAa HAa KJIApUTPOMULMH NpPH M[EPOPATHOTO MNPHIIOKEHHE Ha TabneTrku ¢
He3abaBHO ocBoOOxKAaBaHe (IR) e mpoydeHa npu BB3pacTHU (BXK. T. 5.2) M CpaBHEHA € Ta3W Ha
KITapuTPOMHIMH TabneTKu ¢ u3MeHeHo ocBofoxkaaBade (MR). YcraHoBeHo €, ye MpU npueM
Ha €KBHUBAJIEHTHH IHEBHH H03M, mnomure noj kpusata (AUC) ca paBHH. EKBUBaneHTHH
croiiHocTH Ha AUC ce o4yakBaT M MO OTHOLICHHE HAa ThbKAHHUTE HUBA, B CPABHCHHUE C TE3H
Ha0JIF0/1aBaHH NIPH MpHEMA Ha KJIApUTPOMHULIMH Ta0neTku ¢ He3adaBHO 0CBOOOKIaBaHE.

Knapumpomuyun ce nampynea eKCmeH3ugHo 6 anseonaprume maxkpogazu (AM), kamo
nusama 8 AM ca oxono 100- oo 600-nvmu no-eucoku om mesu 6 naaimMama u 4~ 00
18-nemu no-eucoxu om mesu 6 ELF, npu noeeue om unousuoume. Tvii kamo
Konuenmpayuume na 14(R)-xuopoxcu-krapumpomuyun 6 AM ce oocma npomenausu u He
Mozam 0a Gvoam MOYHO Onpedeneru nPpU HAKOU nayuenrmu HAU-o0w0 ce npuema, ye
nusama 6 AM npu oseme popmu mabnemku (MR u IR) ca cxoonu. Konyenmpayuume 8
AM ca no-gucoxu om mesit 8 naazmMama, KAMo AKyMyaupanomo npu memabonuma e no-
MAQJIKO 8 CPAGHEHUE C U3XOOHUA KAapumpOoMUuylH.

Mexanuzom Ha pezucmenmuocm

[Mpuaoburara pe3HCTEHTHOCT KbM MaKpOIHAH NpHU S. pneumoniae, S. Pyogenes 1 5. aureus ce
ABHDKH OCHOBHO Ha €IMH OT IBara MexaHusMma (T. erm U mef wiM msr). CBBP3BaHETO Ha
AHTUMHUKPOOHOTO CpeACTBO ¢ pubo30MHATa CyOEIMHHIA C€ NIPEeAOTBPaTABA YPE3 METHIIMPAHE
Ha pu6o30MaTa OT OMpENENeH €H3NUM (erm). ANTEPHATHBHO, ePAYKC MEXAHU3MBT (mef WK
msr) MOXE Ja NpeJOTBpPaTH JOCTUIaHETO HAa AHTHMMUKPOOHOTO CpEACTBO A0 TAapreTHATa
puo30Ma 4pe3 M3NOMIIBAHETO HAa aHTHMHUKPOOHOTO CPEACTBO OT KieTkara. MexaHu3sMu Ha
HeNpUIOOUTA PE3HCTEHTHOCT Ca YCTaHOBeHH npH Moraxella wnu Haemophilus spp.
MexaHM3MHUTE Ha MaKpOJIMIHA PE3UCTEHTHOCT ¢a €IHaKBO €(EKTUBHH 110 OTHOLICHHE Ha 14- 1
1 5-uneHHHTE MAKpPOJHIH, BKIIOUHUTEIHO €PUTPOMHIIHH, KIAPUTPOMHULIMH, POKCHTPOMMUILIMH H
a3UTPOMULMH. MeXaHH3MHTE Ha MNECHUIMAMHOBA M MakpoiuIHA PE3UCTCHTHOCT HE ca
CBBP3aHH.

Heo6xoaMMO € TIOBHILICHO BHHMAHHMeE [0 OTHOIUEHUE HA erm-MEINHpaHaTa KpbhCTOCaHa
PE3UCTEHTHOCT MEXAY MaKpOJHAWTE, KaTO Ta3H MPH KIAPUTPOMHMLUHMH H JHHKO3AMHIUTE H
TAa3{ NMPH JTUHKOMMLHH U KIMHAAMULKH.

KnapuTpoMHLIMH aHTaroHM3Mpa Gakrepuansure edekru Ha Oera-JaKTaMHUTE aHTUONOTHLIH.
Edexrute Ha THHKOMHLUMH M KITMHIaMHLHH CBILO Ca AHTArOHM3MpaHy, OHE Ha HUBO in VIIFO.

Kpaiinu mouxu (MI(C)

[lo-mony ca npeicTaBeHd Kpainute ToukH (MIC) 3a KIapUTPOMHUVH, pasAeyALH
YYBCTBUTEJIHHMTE OT PE3UCTEHTHH MUKPOOPTaHU3MH, YCTAaHOBEHH OT EBPONEUCKUA KOMHTET 32
W3cIeABaHe Ha aHTUMHKpoOHara uyBctBuTenHocT (EUCAST).
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Staphylococcus
Spp. I pg/ml 2 pg/ml
Haemophilus

 spp.* ’ [ pg/ml 32 pg/ml
Moraxella
catarrhalis 0,25 pg/mi 0,5 ug/ml

KnapHTpoMHUMH € NpWIAaraH 3a epaguxkaumsa Ha H, pylori; MudiMansa vHxuOHpama konueHTpauus (MIC) < 0,25

ug/ml onpeneneHa kaTo 4yBCTBUTENHA KpaiftHa Touka ot MIHCTHTYTA 3a KIMHHYHH H Nal0opaTOpHM CTAHIApTH
(CLSI).*

YectoTara Ha npuaobUTaTa pe3UCTEHTHOCT MOXe Ha Bapupa reorpadcku U rpe3 onpeaeacHo
BpEME [pH OTACIHUTE BUAOBE, KOCTO Hanara HeoO0XoguMocTra oT HHGpOpMAlUs OTHOCHO
JIOKaJIHaTa PE3UCTEHTHOCT, OCO0EHO mnpu JNeyeHUeTo Ha TexKH HUHekiun. Tlpu
HEOOXOIMMOCT, TpIOBa Aa Ce TBPCH CKCNEPTHO CTAHOBHINE B CHy4Ya, 4e 4ecToraTa Ha
JIOKAJIHA PE3MCTEHTHOCT € TaKapa, Y€ NMPUIOKEHUETO HA JAJACHO CPEACTBO MOHE IPH HAKOJIKO
BHAA HHDEKLHH € MOCTaBeHO NMOJ BBIPOC.

KnapurpoMHIlUH MMa IOAYEpPTaH e€(eKT CnpAMO MHOKECTBO aepoOHM, aHaepoOHH, ['pam-
[MOJOKUTEIHY, [ PpaM-OTPULATEIHH H KHCEIMHHO-YCTOMYHMBH OaKTepHH. AKTHBHOCTTA Ha
14(R)-XMAPOKCH-KIADUTPOMHLIMH € II0-BUCOKAa OT Tash Ha KIRPUTPOMHULIMH ClpsMa
Haemophilus influenzae. In vitro Npoy4BaHUATa NpeANONaraT HAJIMYUETO HA AAUTUBEH eeKT
Ha 14(R)-Xuapokcu-KnapuTpOMHLIMH H U3X0AHATA MOJIEKYJA IO OTHOLUEHUE Ha M. influenzae.

Kateropus 1: 4yBCTBHTETHH OPTAHH3MH

 I'paM-noJ10KHTEJTHHA I pamM-0TpHIATETHH Apyru

Listeria monocytogenes Bordetella pertussis Borrelia burgdorferi
Clostridium perfringens Haemophilus influenzae§ | Chlamydia pneumoniae
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
Kateropns 2: opraHi3MH, MpH KOMTO NMPHAOOGHTATA PE3HCTEHTHOCT MOXe [a Obae
npobaem#

Staphylococcus aureus (Pe3SUCTEHTHUA WM YYBCTBUTEIHH™ KbM METHIIMINH) +
Staphylococcus Koarynasa OTpHULIATEIHH +

Streptococcus pneumoniae *+

Streptococcus pyogenes *

Streptoccoccus rpyna B, C, G L
Streptococcus spp. o
Kareropusi 3: Opransu3MH ¢ BTPEUIHA PE3HCTEHTHOCT g
Enterobacteriaceae

He-naxT030 pepMeHTHpAIIM | paM-OTpULIATS/IHY KOJIOHUH




¥ BHJOBE CNPAMO KOWUTO € YCT@HOBEHa €(HMKACHOCT M0 BpeME€ Ha KAHHUYHH IIPOYYBAHHUS
(MpH YyYBCTBHTEIHOCT)

§ MICs 3a makponuaure M CBBP3aHHTE € TAX AHTHOHOTHIIM, OMpEAeasT OCHOBHHUA
(mepBHYeH) THO Ha H. influenzae KaTo TaKbB ¢ YMEPEHA YYBCTBUTEIHOCT.

+ Iloka3sa BuJOBeTe 3a KOMTO € HaOmMoOXaBaHa BHCOKA CTEMEH HAa PE3MCTEHTHOCT (HAIp.
Haja 50%) B elHa WM MOBeYe 00IacTH/ CTpanu/perioHy B EBponeiickara o61HoCT

# > 10% pe3vCTEHTHOCT B MIOHE €AHA cTpaHa oT EBporeiickara o6IHOCT

5.2 @apMaKOKHHETHYHH CBOHCTBA

DapMaKOKHHETHKATA H& KJIAPUTPOMUIMH € TMPOyYeHa MbPBOHAYAIHO IIPH MPUIAraHEeTO MY
nox ¢gopmara Ha tabnerku. IlonyyeHHTe JaHHU [TOKA3BaT, Y€ KIapuTpoOMHUHUH c¢¢ abcopOupa
OBP30 OT CTOMAIIHO-YPEBHHUA TPAKT, KaTo abcomoTHaTa OuoHanuuHocT € okolio 50%.
YCTaHOBEHO € MAJIKO WY MPEeABHANMO aAKYMYJIHpaHe, KaTo ClIel MHOTOKPATHO NMPHJIOKEHHE
MeTaboIM3Ma OCcTaBa HEIPOMEHEH.

In vivo: Pe3ayirraTuTe OT in vivo NPOYYBAHUATA MOKA3BAT, Y€ CRBEP3BAHETO HA KJIAPUTPOMULIMH
C YOBEIIKUTE Mja3MeHU npoteuHu € okojgo 70% npu konuentpaiu 0,45 mo 4,5 pg/ml.
[Toumxarane B cBBp3BaHeTO A0 41% npu 45,0 ug/ml npeanonara, 4ye MecTata Ha CBbp3BaHe

C¢ HaCHIIAT, HO TOBa C¢ Cpella CaMo NMPU KOHUCHTPALMM MHOTO HaJ TepalcBTHYHUTE HABA HA
NPOAYKTA.

In vive: HuBata Ha KJApUTPOMHMIMH BBE BCHYKH THKaHH, ¢ U3K/IIOUEHHE Ha LICHTpPAIIHATA
HepBHA CHCTEMa, Ca HAKOJIKO ITBTH NMO-BUCOKM OT LIMPKYJIHPAIUMTE HUBa Ha npoiykra. Hai-
BHCOKH KOHLIEHTPAllHH ¢4 YCTAHOBEHHU B TbKaHUTE HA YepHHUA Apod u Oenure xpobdose, KBAECTO
CHOTHOLLEHHETO ThKaH/mnasMa aoctura croifHocTH ot 10 o 20.

dpaMakOKHHETHKATA HAa KJIApUTPOMULIMH € HenuHeHHa. [Ipw manventu noiayuyunu 250 mg
KJIapUTPOMHLIMH 104 dopMaTa Ha nepopalHa CYCNHEH3HdA, ABA NBTH AHEBHO MaKCHUMAJTHHTE
PABHOBECHH IUTA3MEHHN KOHLEHTPAUUH Ha KIAPUTPOMHLMH U 14-XHAPOKCH KIAPUTPOMHULIMH ca
61K croTBeTHO 1,98 1 0,67 pg/ml, nocturuatH 3a nepuod ot 2 A0 3 nHd. Merabonusupa ce B
yepHHA Jpol ¢ ydacTHeTo Ha cucreMaTta uuroxpoM P450. YeraHopenu ca Tpu metabosnta: N-

AMMETIIT KIAPUTPOMHKHIMH, ACKIAAUHO3HIT KIApUTPOMHUIIUH U 14-XHAPOKCH KIAPUTPOMHULIUH.

ENMMUHALMOHHUAT MOAYKHBOT Ha M3XOAHHA MPOAYKT M MeTalbo/uTa € ChOTBETHO OK0JIo 3-4
U 5-6 uaca. JIeHCTBUTEIHHUAT MOJYXHMBOT Ha KIAPUTPOMHUIIMH H HETOBHAT XHUIAPOKCH
MeTabOoJIUT KIIOHU KBM IT0-BUCOKU CTOMHOCTH MPU NPHUIOKEHHUETO HA ITI0-BHCOKH JO3H,

Exckpergara B ypunara ¢ okono 40% ot Aosara Ha KIapUTPOMHIIAH, ETUMUHHPAHETO ¢
¢dekanuure € okoso 30%.

5.3 IlpeakaAHHYHH JAHHH 32 0€30MACHOCT
[IpoyyBanusiTa np¥ MHOTOKPATHO TNPHIOKEHHE Ca IO0Kas3anyd, Y€ TOKCUYHOCTTa Ha

KJIAPMTPOMHULIMH € CBBP3aHa C JI03aTa M NPOIBDKUTEIHOCTTA Ha JiedeHue. 11py BCHYKH BHIOBE
YyepHUAT Apo6 € OCHOBEH MPHLENEH OPraH, KaTo 4epPHOJAPOOHH Jie3HH Ca. ,ﬂaﬁm,uacnaun cnen
14 guu npH Kydeta ¥ MalimyHu. He ca ycTaHOBEHM HHBA HA CUCTEMHA ef{CHOBHuHH ‘CBBP3aHU
¢ TO3W BHJA TOKCHYHOCT, HO TOKCUYHMTE JO3W OIpEJC/ICHH Ha Gasa mg/kg ca. ro- BHCﬂm OT
[IpernopbYBaHUATE [IPH JICYCHHE HA IALUEHTHUTE, ¥
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HsMa naHHu 3a MyTareHHo neiicTBHe Ha KIApHTPOMHUIIHH 110 BpEME Ha peauua in vivo U in
Vilro TECTOBE,

MscienBaHuATa BBPXY DETIPOAYKTMBHOCTTA NPH IUIBXOBE HE ca MOKA3AMM HANMUMETO Ha
HEXeNaHH edexkTn. M3cneaBaHHATA 3a TEPaTOreHHOCT npyu nAbXoBe Wistar (nepopaiHo) u
sprague-Dawley (nepopallHO W MHTABEHO3HO), NPH Heu HOBO3CHMAHACKH 3alLM U MaliMyHH
OT Buna Cynomolgous, He ca NOKa3alH HUKAKBH JaHHHU 3@ TEPATOrEeHHOCT Ha KJIApUATPOMHUIIHH.
Bbnpekd TOBa, AOMBIHUTENHH CXOAHM TIPOYYBAHHS npyu MIBXOBe Sprague-Dawley ca
NOoKa3ai HUCKa YE€CTOTa HA ChPACYHOCHIOBH aHOMANHH (6%), KOETO Ce NbJDKY Ha CIOHTaHHA
CKCIIpECHs Ha TCHHM MYTAalMH. JIBe MPOYYBAHMA NPH MHUIIKH CA YCTAHOBHIIM HAIHYHUETO Ha
BbJI9a yCTa C NPOMEHIHBA 4eCTOTa (3-30%), a mpu MaiiMyHu e oTOena3ana 3ary6a Ha miona,
HO CaMO MpPH 034 ¢ 0e3CMOpHa TOKCHYHOCT 33 MaliKara.

Hama jpyrd TOKCHKONOrMYHM JNaHHH, CBBP3aHM C IIPEeHOPHYBAHHTE 33 JIeYCHHe Ha
NAlUEHTHTE JO3H.

6. DPAPMAIIEBTHYHU TAHHHA
6.1 ChnHcbK Ha MOMOUHHATE BeNIeCTBA
3axapo3a

Kap6onon 974P

[loengon K90
XuapoKCHIponuiMeTHianenynosa dgranar (HP-55)
PuninHoBO Macio

CunuumneB JHOKCHUI

KcantaHoBa ryma

Kanues copbart

JIMMOHEHa KHUcennHa

Mantoaekcrpun

THTanoB AHOKCHA

Apomar Ha IUI0A0B MyHII

IIpedyncTena Boxa.

6.2 HechLBMeCTHMOCTH
Henpunoxumo.

6.3 Cpok Ha rogHocT
Knaupn 125 mg/5ml rpanynu 3a nepopaida cycneHsus - 3 roauum.
Knauug 250mg/5ml rpanysu 3a nepopaliHa cycrieH3us - 2 roauHH.

Benubx npuroTBeHa, nepopannara cycnensus Klacid moxxe aa ce ynmotpe6asa B paMKUTE Ha
14 pHmn. S

6.4  CnenuajHy ycloBHS Ha ChXpaHEHHE P AN

Ha ce cpxpansea npu Temneparypa nog 25 C.
Jla ce cpxpaHsaBa B OpHTHHAJIHATA OMAKOBKA.

6.5 lanHH 32 onakoBKAaTAa



I'panynu 3a nepopajiHa cycneH3us ca noctasenH B 6yriiaxa or HDPE - 60 mi.
Beaka Oyrunka e mocTaBeHa B KapTOHEHA KYTHs, NPUAPYXEHA C MEPUTENHA THKHYKA H
JIUCTOBKA.

6.6 Coenuanun npeAnasHH MEPKH NPH H3XBLPJIAHe H padora
Henpunoxumo.

7. INIPHTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA
Abbott Laboratories Limited

Queenborough

Kent

MEI11 SEL

B

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEFA
Knanua 125 mg/5ml rpanynu 3a nepopanua cycnensus — 20010617
Knaouna 250mg/5ml rpanynu 3a nepopanna cycnersus - 20050512

9. JATA HA ITbPBO PAZPEIITABAHE/IIONHOBABAHE HA
PASPEIIEHHETO 3A YITIOTPEBA

Knanupg 125 mg/5ml rpanynu 3a nepopanna cycnensus - 15.06.2001

Knauua 250mg/5ml rpanynm 3a nmepopainsa cycnieHsus - 26.10.2005

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
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