KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. UME HA JJEKAPCTBEHHUSA ITIPOOAYKT

Hanauud C 150 mg TBRBpAK Kancyiu ’Z\J 03 oo ’Z %/ }J

Dalacin C 150 mg hard capsules
Arral-3" 1703 0%

Hanauuu C 300 mg TBbpAK Kancynu

Dalacin C 300 mg hard capsules

2, KAYECTBEH U KOJIMUECTBEH ChCTAB

Dalacin C 150 mg TBbpAM KaNcyiu:
Bcesika kancyna ceabpka KIHHAaMHUUMH Xuapoxnopu (clindamycin hydrochloride), ekBuBanenteH Ha
150 mg kIMHAAMHULHH.

Dalacin C 300 mg TBbpAM Kancynu:
Beska kancyna chAbpika KJIMHAAMUUMH Xuapoxiaopua (clindamycin hydrochloride), ekBuBanenten Ha
300 mg KIMHAAMMLHH.

KnuupamuuuH e nonycuHTeTHYeH aHTHOMOTHK, KoiiTo ce nosiyuasa upes 7(S)-xJ10po-3aMecTBaHe Ha
7(R)-xuapokcunHara rpymna Ha H3XOJHOTO CheIHHEHHE THHKOMUIIMH.

[ToMolIIHO BeLIECTBO C U3BECTHO AeiicTBHE: KarcylsinTe CbAbprKaT JIAKTO3a MOHOXHApaT.

3a mbIHUA CMHCHK Ha MOMOLIHHMTE BellecTBa BUXKTe To4Ka 6.1.

3. JIEKAPCTBEHA ®OPMA
Tebpaa karncyna.
Hanaunn C 150 mg: 6sna kancyna, mapkupana c “Pfizer” u “CLIN150".

Hanauun C 300 mg: 6ana kancyna, mapkupana c “Pfizer” u “CLIN300".

4. KIUHHUYHH JAHHH
4.1 TepaneBTHYHH MOKA3ZAHUSA

Hanauuu C e nokasaH 3a jje4eHHe HA CAEAHUTE MHGEKLNH, KOraTo ca MPUYUHEHH OT YYBCTBUTEHH
aHaepoOHH 6axkTepuH, UyBCTBHTENHH 1aMoBe Ha aepobHU ['pamM-nonoxuTeH1 BaKTeprH, KaTo
CTPENTOKOKH, CTA(PMJIOKOKU H THEBMOKOKH, KAKTO U YyBCTBUTENIHH WwamoBe Ha Chlamydia
trachomatis.

a) MHbekuun Ha ropHUTE AUXATeNHH MBTHIIA, BKIFOYBALIN TOH3WIHT, ApUHTUT, CHHY3HT,
BB3NaleHHe HA CPEJHOTO yXO U CKapraTHHA.

6) Mndexunu Ha fonHuTe AUXATENHM MBTULIA, BKIOYBALLY OPOHXHT, MTHEBMOHHSA, EMITHEM H
denonpoben abeuec.

B) KoHM M MEKOTBKAHHHM MH(EKUMH, BKITIOYBALIH akHe, (yPYHKYJIH, LENyJUT, UMIETH
uHpexTupanu pauu. [1pu cneuuduunn nHdeKINN Ha KOXKATa M MEKUTE ThKaHH, Ka
MJIH MaHapHLHYM, ce NpeArnoara, Ye Te3u ChCTOSHUSA Le Ce MOBAMAAT MHOIO /10
¢ KJMHIAMHIHH.




F) I/IHCI)EKL[HH Ha KOCTHUTE U CTaBHTE, BK/IOYBALIH OCTEOMHENUT i CEITHYEH APTPHT.

A) TuHexonoryuHK HHpeKLHH, BKIIOYBAIH €HIOMETPHT, LIEIYHT, KONMHT, TyGooBapHanen abclec,
CA/ITINKTHT H BB3NAJHTEIHH 3a004BaHNA Ha OpratiTe Ha Tala, KOraTo ce npunara B KOMOHHALNA
¢ NORX0A411 aHTHOHOTHK, aKTHBEH No oTHOWEHKE Ha ['paM-oTpuuaresty aepodu. [pu
UEPBHMUMTY, IpUuHHERH oT Chlamydia trachomatis, MOHOTEPANINATA € KIIMHAAMHLHE NOKa1Ba
e(heKTHBHOCT TIPH YHHILOKABAHETO HA MHKPOOPTAHH3MA.,

¢) HuTpaabaoMuHANHE UHPEKLMH, BKTIOYBAIIN TIEPUTOHHT H aBclieck Ha KOPEMHATA KYXMHA, KOTATO
ce IpHnara B KOMOMHAUKA © NOAXOAAL aHTHOHOTHK, AKTHBEH TI0 OTHOLIEHHE Ha I'pam-
OTpHLATERHM aepolu.

*) CelTHUEMHA ¥ HAOKAPAUT — JOKYMEHTHPaHa € eheKTHBHOCTTA HA KITHHAAMHLIKH B JIEYEHHETO HA
OMIpeAenelH Cy4yan Ha eHAOKApANT, KbJETO NIPeABAPHUTEIHO € YCTAHOBEHO, Y& IEKAPCTBOTO
OKa3Ba BakTepUIIMAHO AeHCTBUE CNPAMO IPHUYMHUTENHTE HA HH(EKUUATA upes in vitro
H3cnesane NpH MOAXOAAIIM KOHUEHTPAIIHH Ha MPOAYKTA, KOHTO Ce JIOCTHTAT B CepyMa.

3} OnoHTOreHHH HHOEKIMH, KATO NePUOAOHTANEH abcUec H NePHOJOHTHT.

n)} Tokconnazmoser eHuedanut npu naunesT cbe CITHH. Ipy naunenTy, KOUTO He TONEpUpaT
KOHBEHI[HOHATHOTO NeueHre, eheKTHBHA C& 0Ka3BA KOMOMHAIIHATA KIHHAAMHIIHH H
NMUPHMETAMHH.

ii) TIHeBMOHUA, TPUYHHERA OT Prewumacystis firoveci (M3BecTeH KaTo Prewmaocystis carinii, criopen
no-crapara KiacuguKauus) npu naudeHTH cbe CIIMH. Tlpu naiueHTH, KOHTO He TONEPHPAT MK
He Ce MOB/IMABAT aeKBATHO 0T KOHBEHLIMOHAIHATA TePAIllA, KIMHAAMHLMH MOXe 1a Obae
H3MON3BaH B KOMOMHAUMA ¢ NPHMAKBHH,

In vitro YyBCTBMTENHOCTTA HA KIHHAAMMLUMH € JOKA3aHA MPH CIEAHUTE MHKPOOPraHU3MHU: B,
melaninogenicus, B. disiens, B. bivius, Peptostreptococeus spp., G. vaginalis, M. mulieris,
M. curtisii u Mycoplasma hominis.

4.2 J1o3dpoBKa B HAYMH Ha NPHICKEHHE

Hanaunn C kancyny Tpa0Ba fa ce TPHEMAT €M ¢ MTBIHA Yallla BoJIa M HE MO-Manko oT 30 MUHYTH
(IpeaM 3aeMaHe Ha NErHANO TONOKEHHE, 3a Ja ce W30erHe Bb3MOXKHO ezotareanto ApasHeHe.

Hosuposka npu ev3pacmnu
600-1800 mg gHeBHO, pasnpeneneHy B 2, 3 HiH 4 eIHAKBY JO3H.

Hozuposra npu deya (na gv3pacm naod { mecey)

KnunaaMuiiH TpaGBa na ce Jo3Hpa Bb3 OCHOBA Ha 00IOTO TEAECHO TEINO, HE3aBHCHMO OT
3aTTbCTABAHE.

Janauuu C kancyu Tpafira 1a ce H3ro13Ba CaMo [PH Jela, KOHTO MOTAT Aa MOTTRILAT KANCYIH.

Josu ot § no 25 mg/kg nHeBHO, pasieNeH Ha 3 MK 4 eIHAKBH MpHEMA.

B3M0xkHO e ynoTpefara Ha Kancy/y [1a He € B ChCTOAHME 1a IPe0CTARK TOYHHUTE A03M 8 mg/Kg,
KOMTO C& H3UCKBAT 32 JIEUSHHETO Ha Jlela.

Cmapuecka ew3pacm
Mpu papMakokHHETHYHNTE NPOYUBAHHA ¢ KITHHIAMHMUMH HE €4 YCTAHOBEHM KIIMHHYHO
PA3TUKA MEXAY MJAJINTE H NO-BB3PACTHUTE YHACTHULM ¢ HOpMaNHa yepHopoGHa ¢y,
HOpMaJTHa (KOPHIKRpaHa CnpaMo BB3pacTTa) GbOpedHa dyHKLMA ciel epopaiHo np
Ta3y NPHYKHA HE ¢ HeofXoMMa KOPEKINA Ha 103aTa NpH NauleHTH B CTapvecka Bh




yepHOAPoOHA PYHKIIMA ¥ HOpMaHa (KOpUIUpaHa cIpaMo Bb3pacTra) Os6peuna GyHxuua (Bx.
TouKa 5.2).

Ewlpevno yapeocdane
He e HeoOxoanMa KOpeKI[HA Ha JO3aTa HA KITMHIAMHLMH TIPH TaUMeHTH ¢ 6nOpevHa Heg0CTaTBUHOCT.

Hepadpobro yapescoane
He e HeobxoauMa KOPeKLHA Ha 103aTa Ha KIHHAAMHLMH DK DALHEHTH ¢ 4epHOApoOHa
HEOCTATRYHOCT. -

Hozuposka npu cneyuguynu noxazanus

Jleuenue Ha BeTa-XEMOIHUTHYMHH CTPENTOKOKQBH HHQEKQHH

BuxTe no3uporkara B obumte cayuan no-rope. Jleuenuero Tpabsa Aa npoablxy Hai-manko 10 auu.

Jleyenye Ha [epPBUUHTH, npuyuHeny ot Chiamydia trachomatis:
450-600 mg Janauun C kancynu 4 nuTH AHEBHO NepPOPaTHo B npoidbiukenne va 10-14 guu.

JleucHue Ha TOKCOMIa3Mo3eH eHlledanuT mpu naiueHTH cbe CITHH

[Mpunara ce Janauuu C kancynu B go3a 600-1200 mg nepopanHo Ha BCekH 6 yaca B NPOALIKEHHE
Ha IBe CEIMHLM, CJIeJl KOSTO ce NpoAbmkana ¢ 300-600 mg nepopasHo Ha Beeki 6 uaca. OGMKHOBEHO
TepaneBTHYHUAT Kype ¢ 8-10 ceamuiy. Jlozara nupuMeTtaMud e 25 a¢c 75 mg nepopanso BCekKU AeH B
iipoabxerie Ha 8 1o 10 cenmuu. Tpu npunokeHue Ha M0-BUCOKM 034 MUPHMeTaMHH TpabBa na
ce Ha3Haud (oNMHOBA kKucenuHa B Jo3a 10-20 mg queBHo.

Jleuenye Ha nHEBMOHUS, IPUUMHEHA OT Preumocystis jiroveci npy nauueuty ¢be CTIHH
IMpunara ce Jananuu C kancynu 300-450 mg nepopanHo Ha BcekH 6 yaca B MpogbIKEHHe HA 21 THU

U
npHMakBHH 15-30 mg eAHH BT AHEBHO IEPOPATHO B MPOIBIKEHHE Ha 21 HH.

JleyeHye Ha OCTbP CTPENTOKOKOB TOH3IUAUT/GAPUHIUT
TMepopanno nevenne ¢ Janamus C kancynu 300 mg nBa nbTi AHEBHO B npoAb/ikerne Ha 10 auu.

4.3 TIporuBonmokazaHus

CBpBXYYBCTBHTENMHOCT XbM KIMHAAMHIMH, THHKOMHLIMH HIH KbM HAKOE OT IOMOUIHHKTE BEILECTBE,
n3bpoenHn B Touka 6.1. :

4.4 CrnenManHs npeaynpexicHUs H NPeaNazHH MepKH NpH ynotpeba

CroDIIABAHY ¢a TEXKH PeaKUMM HA CBPBXUYBCTRHTETHOCT MPH TIALIMEHTH, NOJNIOKEHH HA JIEYEHHE C
KIMHAAMHIMH, BKTIOYHTETHO TEXKH KOXHY PeakUH KaTo nexapcTBeH 0OpHE ¢ €03HHOQUIHA 1
cacTeMud cumMnToMu (DRESS), chuapom Ha CTHEBHC-/DKOHCHH, TOKCHYHA elIMASPMAIINA HeKpOoIu3a
¥ OCTpa TeHepani3Hpana eK3aHTEMATO3HA MycTyn03a. [IpH N0ABa Ha CBPBLXYYBCTBUTENIHOCT UITH HA
TEXKKa KOXHa peakUHA NPUIGKEHHETO Ha KNIHHAaMHIHMH Tp)l6Ba Aa ce NpeyCTaHOBH K 1a C€ Ha3zHAYH
ChOTRETHA Tepanud (BK. Toukn 4.3 u 4.8).

McesnomemOpano3ed KOMHT e HalJIIoIaBaH TIPH NOMTH BCHYKK aHTHDAKTEPHANHH AFeHTH,
BKJAFOYHTEIHO KTHHAaMHLUKH. Toft Moxe a Bapupa OT JIeK ZI0 XHBOTO3ACTpaliapall. 3aToBa € BAXKHO
J1a ce HMa MpeIBH] Ta3H AHArHO3a IIPH NALKEHTH ¢ LHAPUA, TOABHIIA Ce CNied TIPHIIOKEHHE Ha
aHTHOAKTEPHATTHY AreHTH.

Clostridioides difficile, e OCHOBHHAT NPH4YNHHTEIN HA CBLP3AHUA C IPHEM Ha AHTUGH(
Tpabea ga 660aT NpeaNpUETH CHOTBETHUTE TEPAMERTHUHH MEPKM CES TIOCTABAHE HY



nceeaoMemMOpaHoseH komuT. Jlekute dopMy Ha ncepaoMeMOpaHO3eH KONUT 0BHKHOBEHO Ce
MOBAHABAT CAMO OT CITMPAHETO Ha NekapcTBOTO. [IpH yMepeHH 0 TeXKH ChCTOAHHA TpAbBa Aa ce HMa
TNpeaBK NeyeHHe ¢ J00aBka HAa TEUHOCTH M €eKTPONHTH, NPOTCHHHE, W NeYeHHe ¢ aHTHOAKTepHAITHO
7eKapcTBO, KOETO € IJIMHUYHO edieKTHBHO CIPAMO KOMUT, IpuunHeH ot Clostridioides difficile.

KnunpamMunuy He TpaGBa na ce Ha3HA4YaBa IPH NeYeHHe HAa MEHHHIHT, ThH KaTO NPOHHUKBA ¢1abo B
LepefpoCIMHATHATA TEYHOCT.

AK0 nedeHHeTo € NPOABLIKUTENHO, TpAOBa fa ce UIBBLPLUBAT H3CIeBAHHA Ha YepHOApobHATA 1 HA
OulpeyHata pyHRUMA.

Paaxo ce cxobuasa 3a ocTpo 650peuso yBpexaane, BKIOYNTENHO ocTpa 0LOpeuHa HeJoCTATRYHOCT.
[TIpH mauKeHTH, KOUTO CTpajgaT oT npeauecTeana Hp0peuna IHCGYHKLNA UK pHEeMaT CHITBTCTBALLD
He()POTOKCHYUHH NeKapcTBa, TpAGsa Aa ce oOMHcaH npocieasBade Ha Gp0peunata dyHKLuUs (BX.
To4Ka 4.8).

Crobuasa ce 3a Clostridioides difficile-cevpzana guapug (CDAD) npu ynotpeba Ha NOUTH BCHUKH
AHTHOAKTePUANTHY CPEACTBE, BRIYUTEIHO KAHHIAMHUME, KOSTO MOXE 1a BApUpa [0 TEXECT OT JieKa
auapus fo dataneH KoauT. JleveHneto ¢ aHTUOAKTEPHAIHM CPEICTBA H3MEHA HOpManHata ¢guopa Ha
nebenoTo yepBo, KoeTe BOAU A0 cBpbXpactex Ha C. difficile.

C. difficile npon3Bexaa TOKCHHA A 1 B, KOMTO 0MpUHACAT 3a pasBuTHeTo HA CDAD.
[Mpom3sBexaauyTe XMNepToKCHH Wamose Ha C. difficile npean3BUKBAT TIOBHIIEHA MOPOHIHOCT H
CMBPTHOCT, THH KaTo Te3d uHderunid Morar Ja Obatr yeToHYHBH HA aHTUMHKPOOHA Tepanus ¥ Morat
na usncksar konexroMuda. CDAD tpa6Ba Ja ce B3eMe npeBU/L [IpH BCHYKY NALUEHTH, KOUTO CTpaiat
oT auapus cneg ynorpeba Ha anTrGuoTHun. HeoOxomuma e waTenya Me U MHCKA aHaMHe3a, Thi
kaTo ce chobmana, e CDAD mMoxe Aa ce MpoABH NOBEYE OT JiBa MECEUa CIIeR NPHIGHKEHHETO HA
aHTHGEKTepHELHHHTE CpEACTRA.

AKO UMa ¢CBMHeHHe WK GhaaT NOTRBPACHU JHAPUA HIH KOJTUT, CBBbP3aHY ¢ ynomeﬁaTa Ha
AHTHOMOTHK, TEYEHHETO C aHTHﬁﬂKTepHaﬂHH CpencTBa, BKIWYHTEIHO KAHHIaMHLHH, TpﬂﬁBa nace
MpEYCTAHOBH H HeaabaBHO Ja CE€ Ha3HavyaT CbOTBETHH TEPANCBTHYHH MCPKH. Yno*rpeﬁa’ra Ha
IEKapCTBa, anuﬁnpaum NEPUCTAUITHRATS, € IMTPOTHBONOKA3AHA B TA3K CUTYyaLNA.

IMopaaw prcka oT e3oaruT M e3odareanHa A2eRa e BAXKHO Ja Ce TapaHTHpa CMa3BaHe Ha YKa3aHHATA 33
npunoxkeHue (Bx. ToukH 4.2 u 4.8).

Hanaurs C kancyau chabpka nakrosza. [lalnenTd ¢ peakH HacTeICTBEHH MTPoHAEME KaTO ranakTo3Ha
HETIOHOCHMOCT, Lapp-nakTaseH fedHIUT MIIH TM0Ko30-ranakTosHa Manabeopbuus He Tpabea a
MpHEMAT TOB& JIEKADCTBO.

4.5 BszaumogeiicTBHe ¢ APYIH JIEKAPCTBEHH NPOAYKTH ¥ APYrH PopMH Ha BIAMMOeiiCTBHE

KnauugamMHIMH [oKa3Ba Haljuue Ha HeBpOMYCKYITHU SHOKHanJ.H CBOHCTBA M MOXE Ja 3aCHIIK
NeHCTBAETO HA APYTH HEBPOMYCKYHH 6noxnpamn areHTH. l'lopa)m TOBA CJIEABA [a C€ U3N0J3BRa
BHHMAaTECITHO MPH HauHEeHTH, TOIyYaBalll TAKHBA CPEACTBA.

Knanunamunud ce metabonusupa npeaumuo or CYP3A4 u B no-manka ctrened o CYP3IAS o
OCHOBHHA MeTaBoMHT KIMHIAMUUNHOB CY/MOKCH ¥ BTOPOCTENEHHU MeTabonuT
N-lle3MeTHAKTMHAAMKLUMH. [1o TasH nprynHa HHXHOMTOpHTe HAa CYP3A4 n CYP3AS morar aa
MOHMIKAT KJIHPBHCA Ha KIMHAAMMLUHH, @ MHAYKTOPHUTE HA Te3H H30€H3MMY MOTAT /A NIOR

uuayxropu Ha CYP3A4, kato pudaMnuLiH.

In vitro opoy4BaHHATA NOKA3BAT, Y€ KIMHAAMHLIME He nHxubupa CYP1A2, CYP2
CYP2E! unn CYP2Dé n camo ymepeno unxufupa CYP3A4. [Topaau Toea ca Mank

4



KMHHAYHO 3HAYMMY B3AUMOACHCTBUA MEXAY KIMHAAMHUKHE [ ¢AHOBPCMEHHO NPUIOKEHH NeKapeTeaa,
KOHTO ce MeTabouaupar ot Te3r CYP ensumu.

AdraroducTy Ha sutamuy K

Crobluapa ce 3a NOBHLIGHH koaryitauudoHHn tectose (PT/INR) n/unu kbpReHe pH nagueHTH,
NIEKYBaHHM ¢ KIMHIAMHUIMH B KOMOHHALKA ¢ aHTArOHKCT HA BUTaMHiH K (Hanp. papdapus,
anleHokyMapon  ¢uyrsanoH). [To Ta3y npHyHHA KoarylaluoHHuTe TecToBe Tpabea aa Gwaat
MPOCIeABAHH 10-YeCTO IIPH NALIHEHTH Ha JIeYCHHe ¢ AHTArOHKUCTH Ha BUTaMHH K,

4.6  PeprHANTET, GPEeMEHHOCT H KbpMEHE

BpeMeHHOCT
[MpoyuBaHHATA 32 PENPOAYKTHBHA TOKCHYHOCT MPH TIEPOPATHO M TIOAKOMHO IPUI0KEHHE TIPH

TLTBXOBE 1 3aiLH He PA3KPHBAT JAHHM 32 HapyIueH GepTUIUTET UK YBPexdaHe Ha dieTyca,
Ab/KallH ¢ HA KIHHAAMHIIMH, OCBEH B O03H, MPHYHHABALIH MaifvHHa TOKCHYHOCT, Hpoy‘lBaHHﬂTa
BBPXY PENpPOAYKIHMATA TIPH XKUBOTHH He BUHATH T1PeBIGKAAT TOYHO PEAKUMATA NPH XOpAaTa.

KiirnaaMuUME npeMHHaBa [pes MnaLeHTara npx xopa. e MEOrOKpPaTHO NPHNOKEHHe
KOHLEHTPAUKATA B AMHHOTHYHATA TEYHOCT € mpubnaintento 30% ot nnasMeHNTe HUBA Ha Mafikara.

[TpH KAHHUYHE HIMUTBAHNA ¢ DpPeMEeHHH XEHU, CHCTEMHOTO MPUIOKEHHS HA KIHHAAMKLIKE npe3
BTOPHS H TPETHA TPUMECTBD Ha 6peMeHHOCTTA He Ce CBhpP3Ba ¢ YBeTMUEHA YSCTOTA HA BPOAeHH
yBpexaaHua. Hama aoctarbudo u fobpe KOHTPONUPaHH MPOYYBAHHA NPH GpeMEeHHH XeHH mpes
IbPBUSE TPUMECTLD Ha BpeMeHHOCTTA.

KanuzgamuurH Tpabea ga ce U2nonsBa npH OpeMeHHOCT, CaMo akKo e afCoOTHO HeoGX01HMO.

Knpuene
C’bOﬁLuaBaHOTG HHUBO HA K1HHAAMHIIHH B Kbpma'ra IlpH xopa €B rpaHuuuTe oT <0,5 a0

3,8 mMukporpama/ml.

KnueaaMuUMH HMa (10TeHUHaNa 1 Ipeid3BUKa Hewelany eekTH BLPXY CTOMaIHo-4peBHara dnopa
[pH KBPMaueTo, KaTo AUAPHA HIH KPBB B HATIp@OKHeHHATa, HAM 00puB. Ao e HeobXoguMo
NepopaiHo NPUNaraHe Ha KMMHAAMULMH MPH KbpMeLla Maiika, TOBa He € [IPUYMHA 32 CIHpaHe Ha
KBbPMEHETO, HO MOXE J]a C& NpeNoteTe ANTepPHATHBHO NeKapcTBo. Tpabea fa ce 0OMMCIAT TION3NTE
OT KLPMEHeTO 32 PA3BHTUETO U 3PABeTO HA KbPMAUeTo, KAKTO B KAMHHYHATA HYH/Aa OT :
KJIMHIAMMIIMH OpH Madikara, CIpAMO BCUYKH TIOTEHIIMATIHH HeXeNlaHH ed)eKTH BbpXY KbpMayeTo oT
KIHHAAMKLMH WK OT NOANexauoTo 3abonsaeare Ha Maiikara.

Depruaurer
[Tpoyupanus BBPXY depTHIHTETA NPH TABXOBE, JIEKYRAHU TEPOPATHO ¢ KTHHIAMHLIMH, He TIOKa3BaT

Bb3/IeHCTBHE BEPXY epTHIHTETa MK cnocoGHOCTTA 3a U TOCRAHE.
4.7 EdexTn BbpXy ciocobHoCcTTa 33 Iodupane B paboTa ¢ MALIMHA

KitunaaMHUKE HAMA WM MMa NpeHeSpekHMOo MaNKo Bb3eHCTBIE BHPXY COCOBHOCTTA 32
wodupade 1 paboTa ¢ MAIIHHH.

4.8 Hexenanu JeKapeTBeHH peaKlHH

B rabnuuara no-1o.y ca 130poeHH HexenanuTe NeKapcTBeHy peakiuy, yeTaHOBeH ) py
H3NUTBAHHE H IpH MOCTMApKeTHHTOROTO HabmofeHue, o MedDRA CHCTEMO-OpTaHEH

<1/10), HevecTd (>1/1 000 po <1/100), penxu (21/10 000 no <1/l 000), MHOTO pe;ucﬂ
HeM3BECTHA YeCTOTa (0T HAJTWYHHTE JAHHH He Modke Ja Gblie HanpageHa oueHka). [1p



IPYMHPAaHE B 3aBHCHMOCT OT YeCTOTaTa HEXMENAHUTE JICKAPCTBeHH DEAKIIHHA C¢ HBGPO}IBET B HHU3XOQA11
pen 1o OTHOLICHHE HA TAXHATA MEIULIMHCKA CEPUO2HOCT. ‘

Cucremo- Yectn Heuectn Pegkn C Hen3BecTHa 4ecTOTA
OpraHeH KJac >1/100 po <1/10 | 21/1 000 go <1/100 | >1/10 000 g0 | (OT HAAHYMHHTE ZAHHM
<1/1 600 He MeXe 33 0Lae
HanpageHa oleHKa)
Hudexunu u IMceeaomembpa- Konnt, npuuunen ot
HHpecTALIHA HO3eH KOIUT* (BK. Clostridioides difficile*,
Touka 4.4) Baruuania uHgekua*
Hapymenus Ha Arpanynouuroza*,
KpBBTA H Jlesxoneuus*,
JAM$HaTa HeyTponenus*,
CHCTEMA TpomboLuTONEHNA*,
EoznaoduINA
HapymureHns Ha AHaPHNAKTHYEH WOKF,
HMYHHATA AHaguIaKTOMAHA
CHCTEMA peakuus*,
Anadunaxkruyna
peaxuns*,
CBpPBXYYBCTBHTENHOCT*
Hapyuienus Ha Hucreysus
HepBHATA
CHCTEMA
CroMaleo- AbnoMHHANHA anene, Ezodareanua s3sa*?,
upeBHH Bornka, IMoBphinaxe Esodarut**
HapyleHHs Juapus
Xenarobuiuap- XKpntenuua*
HH HAPYIIEHNS
HapyiieHus Ha Makynonanynoseu Tokcuuna enuaepmansa
KoxaTa u obpue, Hekponuza®,
NOJIKOKHATA Ypruxapus CuHgpoM Ha CTHRBHC-
THKAH JKOHCBH*,

JlekapcTBer 06pHB C
€O3HHOQUIHA U
CHCTEMHH CHMIOTOMU
(DRESS)*,

OcTpa TeHepanusKpaHa
eK3aHTEMOZHA [TYCTY /034
{AGEP)*,
AHdrnoegem*,
MynTtHdOpMeH epuTeM,
Ekcthonnarueen
IepMaTHT*,

bBynoseH aepmatut®,
KoxeH Backynurt*,
Mopbunudropmen




Cucremo- Yecrn Heuectn Peaxcu C HenspecTHA wecToTa
OpraHeH Kaac 21/100 xo <1/10 | 21/1 000 no <1/100¢ | >1/10 000 g0 | (OT HANTHYHHTE JAHHH
<1/1 000 He Moxe 13 Obae
HanpaBeHa OLIeHKA)

HapyueHnsa Ha Ocrpo 61Opeyno
6n6pennTe 1 yBpexaane”
MHKOYHNTE
ObLTHIIA
Hacnenpanus OTxNOHEHUE B

uepHonpodeH

GyHKIHOHANEH

TECT

*He:xenanu nexapcTBEHH PEaKUUH, YCTAHOBEHH MPH OCTMApKeTHHIoOBaTa yroTpeda

#B1aMO#HA N0ABA HA e30(arkT K e3odarealba 2383, 0COBEHO AKO Ce NPHEMA B NErHATO NOIOAEHUE HHIM ¢ MATIKO
KOMHYECTBC BOOA.

¥ Bok. Touka 4.4

CnobirapaHe Ha MONOSMPAHM HEXETAHN peaKIiy

CrobiapaHeTo HA MOJO3MPAHU HEXENaH! peakiMy clel pazpellaBaHe 3a ynorpeba Ha eKapCTBeHUs
NPOAYKT € BaxkHO. ToBA MO3BONABA Aa IPOABIKH HabMIONEHHETO Ha CHOTHOLUEHHETO TION3a/PHCK 3a
NeKapeTBeHHs NpoaykT. OT MeIHUHHCKHTE CITEUHAITHCTY CE H3HCKEA Ia ChoOIIABAT BCAKA
MOJ03HpaHa Hexenana peakuus upes Msnsnuntenna areuiua 1o Jekapersara, yiL. ,,lamas [pyes”
Ne 8, 1303 Codma, Ten. +359 2 8903 417, yebGealit: www.bda.bg.

4.9 Ilpenozmpane

XemoguanusaTa v NEPUTOHEANMHATA OHAIKM34d HE €a C¢CKTHBHH METOIH 33 OTCTPAaHABAHE Ha
KIIHHIAMHLIKH OT CEPYMa.

5,  G®APMAKOJIOTHYHH CBOMCTBA
5.1 dapMaKoAHHAMNUHH CBOHCTBA
(PapMakoTepanesTHUHa rpyna; strHkosamuan, ATC koa: JO1FF 01

MexaHM3bM Ha AEHCTBHE

KnuujaMHUMH € THHKO3AMUAGH AHTHENOTHE, KoHTO HHXUOHpa CHHTE3a Ha TPOTEHHM Ha §akTepHuTe,
Toii ce cebpp3ga ¢ 508 pubozoMHata cybeMHILA H NOBNHABA KakTO GOpPMHMpaHeTO HA pHOO3OMUTE,
TAKA ¥ TIpoieca Ha TpaHcnauua. Boapexu ye kinHaaMuuuH docdar e HeakTuBe in vitro, npu 6bpsa
XHApoH3a in vivo Tol ce npeofpasysa B aHTHOAKTEPHATHO aKTHBEH KIUHAAMHLKH. [TpH ob6nuaiinn
A03H KAMKOAMHIIHH NpogBsAea GakTepHoCcTaTHYHA aKTHBHOCT iR Vitro.

Bpbika GK-DJI
E¢uracHOCTTa e cBBpP3aHa C BPEMEBHA [1EPHO/, TIpe3 KOHTO HUBOTO Ha Npenapara e Haj
MUHHMATHATa MHXHOKTOpHA KonuenTpauus (MHK) Ha narorena (% T/MIC).

PesucrenTHOCT
PesueTeHTHOCTTA KbM KIMHIAMHIMH Haii-uyecTO ce JBIKH HAa MYTAllMH Ha MACTOTO HA CBBP3BAHE Ha
anTHOHOTHKA KEM pPHK unu Ha MeTHnupanero Ha cnenudmynuTe HykieotHad B 238 PHK na

508 puboaomuara cybeauumua. Tesu IpoMeHH MOTAT [a ONPEALNAT in vitro KPBCTOCaH
PE3UCTEHTHOCT KBM MAKpONHIH M cTpentorpaMubu B (dedotun MLSg). PesucteHT
€& IBIDKM Ha TPOMeHH B pROC30MHUTE NpoTeMHH. Pe3ucTeHTHOCTTA KBM KIIHHAAM

Hugyuupyemata pesucTeHTHOCT MOxe 1a GhIe AEMOHCTPUPAHA Ype3 TeCT C AUCK
& Oy7boH. [To-pPANKO CPEINAHKUTE MEXAHU3MH HA PE3UCTEHTHOCT BKJIIOYBAT MOSH( % :



anTuOHOTHKA ¥ aKTUBHHA eduykc. ChIIeCTBYBA MBIHA KPBCTOCAHA PEIMCTEHTHOCT MEXKIY
KIHHAAMALHE H THHKOMHUKH. KakTo Nnpyu MHOTQ aHTHﬁHOTHuH, HecToTara Ha pe3HCTEHTHOCT Bapipa
npu HakTepHanHUTe BHAOBE M reorpadexara ofnact. HYecToTaTa Ha pe3sHCTEHTHOCT KbM
KIHHAAMHIHH € M0-BHCOKA MPH PEIUCTEHTHUTE KbM METHIIMITUH CT&CI)I/IJ]OKOKDBH H30IaTH H
PE3MCTEHTHHTE KBM IIEHHIMIHH THEBMOKOKOEBH H30MATH, OTKONKOTO NPH MEKPOOpraHH3MHTE,
YYBCTEHTCNIHH KbM TE3M OPEHOApaTH.

Knuninyna edMKacHOCT CPEINY COEUMMHYEN TATOrEHH
In vitro KINHIAMHLKH NOKA3BA AKTHBHOCT CIIPAMO [IOBEYETO W30NIATH HA CEJHHTE MUKPOOPraHH3MH:

AepobHu GakTepHH

I'paM-nonoxnTenHu 6akTepHu

Staphylococcus aureus (AyBCTBHTEIIHH KbM METHLIHINH H30/1aTH)
Koarynaza-ocTpHuaTenHi cTadHIOKOKH (MYBRCTRHTENHH KbM METHLHMIIHH H30JaTH)
Streptococcus preumoniae (1yBCTBHTENHH KBM NEHHLIITHH H30MATH)
Bera-xemonuTHuHM cTadunokoky rpynu A, B, Cu G
CTpenToxoku OT Tpyna BHpHAAHC
Corynebacterium spp.

['pam-oTpuuaTennu GakTepun

Chlamydia trachomatis

AxaepobGHu GaxkTepHu

[pam-nonoxuTenHl OaKTepUn

Actinomyces spp.

Clostridium spp. (c nakmouenne na Closiridioides difficile)
Eggerthella (Eubacterium) spp.

Peptococcus spp.

Peptostreptococcus spp. (Finegoldia magna, Micromonas micros)
Propionibacterium acnes

["pam-oTpuuarenuu bakTepuu

Bacteroides spp.
Fusobacterium spp.
Gardnerella vaginalis
Prevotella spp.

's6H4KH

Preumocystis jirovecii

[TpoTo3oitnu

Toxoplasma gondii
Plasmodium falciparum

rQaHH'-IHH CTOMHOCTH IIPH TECTRAHE 38 YYBCTBHTEJIHOCT

HutepiipeTaTHRHUTE KPHTEPHH MPH TECTRAHE 34 MYBCTRUTENHOCT HA MUHHMATHATA
roHuenTpatusa (MHUK) ca ycranoseny o1 EBponefickis KOMHTET 3a M3NIMTBAHE HA
uyscTRHTeNHOCT (European Committee on Antimicrobial Susceptibility Testing,
KIHHAAMHLMH H Ca [IpeJoCTaBeHn TYK; https://www.ema.europa.eu/documents/o
inhibitory-concentration-mic-breakpoints_en.xlsx




YecToTa Ha HEQQOGHT& PEIMCTEHTHOCT
YecToTaTa Ha NpHA0GHTATA PEIHCTEHTHOCT MOXKE JIa BApHPa CHENACHO reorpadckus paiod u

BpeMeTo 3a H30paHi BUAOBe W & HeolX0oaMMa A0KallHA HHGOPMALMA OTHOCHO PE3UCTEHTHOCTTE,
0co0eHOo NpH JeYEHHeTO Ha TexKH UH(pekLMH. B 3aBucumocT ot HeobGxoauMocTTa, Tpabea aa ce
IIOTHPCH EXCNEPTEH ChBET, KOTaTo IOKAJIHATA PE3HCTEHTHOCT € Takaea, 4e ynotpebara Ha mpenapata
TNIPH MOHE HAKOIKO BUAA HHAEKLUMH € HeHaexaHa, Oco0eHO MPH TeXKH HHOEKUMH MIH HEYCTIEUIHO
NEYEHHE Ce IPENnopbiBa MUKpoOHOIOTHYHO AMATHOCTHUHPAHE € MOTBBKACHHE HA IATOreHA 1
HEroeaTta YyBCTBHTENAHOCT KM KIHHIAMHLHH.

52 MapMaAKOKHHETHYHH CROICTBA

AGcopbuua
[IpoyuBaHuA Ha CepyMHUTE HHBA C ICPOPATHA 1033 KAMHAAMULMH Xnapoxsiopua ot 150 mg npu

24 3gpaBu BB3pacTHY JOOPOBONLH Ca NOKA3ANH, 1€ KIHHIAMUUMH ce abcopbupa O6bpro cnen
nepopanHo npunoxkesune. CpeaHo NHKOBO HHBO B KPBBHUA cepyM ot 2,50 mukporpama/ml ce noctura
B paMKHTE Ha 45 MUHYTH, a Cpe/iHaTa CTOHHOCT 3a cepyMHNTE HMBA € Ouna 1,51 MMkporpama/ml
cnen 3 gaca u 0,70 Mmukporpama/ml cneg 6 daca.

AbcopbuuaTa Ha eaHA IEpPOPaNHa 1034 & NoyTH neiaHa (90%), a e THOBPEMEHHOTO NIPHIOXKEHHE C
XpaHa He NPOMEHS 3HAUMMO CEPYMHHTE KOHLICHTPAIIHH.

CepyMHHTe HUBA ca 61N TOCTOAHHHM W MPEARUAMMY OT YOBEK Ha YOBEK M OT J03a Ha J03a.

Pasnpenenenue
KonuentpauuuTe Ha KNMHIAMULUNH B KPbBHUA CEPYM HapacTBaT JHHEHHO ¢ HAPACTBAHE Ha J03aTa.

CepyMuanre HuBa Haaeumaear MHK (MUHIManHA HEXUGHTOPHA KOHUEHTPAILAS) 38 MOBEYETO
[OKA33HH MUKPOOPraHH3MHU B PAMKHTE Ha Haf-Manxo 6 yaca crnej npunoxeHHe Ha obuvaiinnTe
NpenopbYBaku GO3H.

Knuunamuing ce pasnpenens LIHPOKO B TENECHUTE TEUHOCTH H ThKAHH (BKIIOUHTEIHO KOCTHTE).
He ca NOCTHTHATY 3HAYAMH HUBA HA KIWHJAMULIHR B KepeOPOCITHHAIHATA TEHHOCT, A0PH an
HalH4He Ha Bb3NaNeHU MEHHHTHL.

Buorpaicdopmanns

[n vitro npoyuBaHHMATa Ha MHKPO3OMATTHH MpPENApaTH OT HORELIKH YepeH Apod ¥ TEHKY YepBa
MIOKA3BAT, Ye KIHHIAMHLKH ce OKHCTARa 0cHOBHO upe3 CYP3A4, ¢ manwk nipunoc ot CYP3AS, 3a na
o6pasyBa KIMHIAMHLIMHOB CyN(OKCHI H €AMH BTOPOCTEIEHEH METabOIHT —
N-ae3sMeTHAKIMHIaMHLIHH, ‘

[TpoyusanusTa Ha cepyMHMTE HUBa Cliel MHOTOKPATHO [IPHIOKEHHE Ha KIMHAAMHLINH XHAPOXIOPHT
¢ NPOTBIKATETHOCT 10 14 AHKM He TIOKA3BAT JAHHM 32 KYMYJHpaHe My HiMeHeH MeTabo/N3bM Ha
NIeKapcTBEHOTO BELUECTRO.

Jo3u Jo 2 rpaMa KIMHAAMHLKH AHeBHO 3a 14 A ca 6uan go6pe noHeceHK oT 3ApaBn Jo0poBonuy,
¢ H3K/IHOYEHHE HA TOBA, Y€ YSCTOTATA HA TACTPOHHTECTHHATHUTE HEKETaHH peaklHy € Mo-BHCOKa ¢
NOBHLIARAHE HA JOIMTE.

Enumunupade
Cpeanyar Gnonoruyex nonyxkHeot e 2,4 yaca. CepyMHMAT NONYKHBOT HA KNHHAAMHIHE € NEKO

NOBHILEH NPH MAIUEHTH ¢ oTcTabena Gnbpeuna QyHKuUHS.
DapMaKOKHHESTHYHH NpOoYUBaHHA Np 10CpOBANIIH B cTapyecka Be3pacT (61-79 roauHi) H pH 1o-
Mnaau Be3pacTHH noOpoeomniH (18-39 romgunu) nokassat, 4e BB3pACcTTa, caMma no cebe cu, He M3AMEHA
(papMaKOKHHETHKATA Ha KITMHAAMHLMH (KAHPBHC, MOJIYKHBOT Ha eNMMUHUPaHE, 00eM Ha
pasnpeaeneHue W IUIOLL 0], KPHBATa HA NIA3MEHATA KOHLEHTPAUM) cle]] HHTPABEHO3HO
NpUICKEHHUE Ha KIHHAAMHUKE docdar. Crea nepopanHo NpHICKEHHE Ha KITHHAAMHLHE
XUAPOXIOPHA TTONYKHBOTHT Ha ENHMHHHDPAHE HApacTea 1o npudnusureanoe 4,0 yaca (1
3.4-5,1 yaca) B cTapyYeCKaTa BB3PACT, B cpaBHeHue ¢ 3,2 vaca (Quanasou ot 2,1- 4,2
Maazata Be3pact. KonuuectroTo Ha abcopbumsra, obave, He ce pasnu4aBa B IBET
H He e HeoOX0OHMa KOPEKLUMA Ha J03ATA 32 IALHMEHTH B CTAPUECKA BL3PACT ¢ HOP,
thyHKUMA K HOpManHa (KopHripata cnpsaMo Bo3pacTTa) OplpeuHa PpyHKUMA.




XeMopuanM3ata M HEPHTOHEATHATA AWANU3a He ca eheKTHBHH 3a OTAENAHE HA KIHHIAAMULIME OT
cepyma.

[Mpubnuzutenso 10% or 6MONOrHYHO aKTHBHUSA NPORYKT CE eKCKPETHPA B YPHHATA, a 3,6% BbB -
therieca; OCTATBKBLT Ce EKCKPETHPA KaTO ODHOHEAKTHBHH MeTaOOMHTH.

[TeauaTpuyHi NaUMEHTH Cbe 3ATIBCTABAHE HA BB3PACT OT 2 10 O-MANKO OT 18 roAMHH W BB3PACcTHH

ChC 3aTIBCTABaHE Ha BB3pacT oT 18 no 20 roaHHy

AHamH3LT Ha GapMaKOKHHETHYHHTE DaHHU MPH NEAHATPHYHHN RAUHEHTH CbC 3aTIbCTABAHE HA
BB3PACT OT 2 J0 MO-MANKO 0T 18 roaMHH M BB3pacTHH ChC 3aTALCTABANE Ha Bb3pacT or 18 1o

20 rosuHK IOKa3Ba, Y& KIHPBHCET Ha KIMHIAMHLEH H 06EMBT Ha pasnpejeneHue, HOPMaTH3HPaHU
110 0BL{OTO TENECHD TerO, ¢a CPABHMMH, HE3ABUCHMO OT 3ATIBCTABAHETO.

53 TlpeaxuHHYHN AaHHMA 32 GesonacHoceT

KaplHOreHHOCT
He ca npopexxaaHy NPOIBIXKHTEIHN IPOYUBAHUA [IPH XUBOTHH € KIIMHAAMHLHH 34 OTpefeNaHe Ha
KaplUMHOTEHHUS NOTeHLHAN.

MyTarenHocT
[IposenennTe TecTOBE 33 TeHOTOKCUYHOCT BKAIOYBAT MUKPOHYKIBAPEH TECT IIPH ITBX0BE H Ames

Salmonella reversion test. M npy ABaTa TecTa ca OTHETeHH OTPHUATENHH PE3YNTATH,

YapesxaaHe Ha deprunnTeTa

[TpoyuBatiaTa 3a eeKT BbpXY PepTHARTETA IPH IUTBXOBE, TPETHPAHM C [IEPOPAIHH JO3H A0

300 mg/kg nHeBHO {NpUGIU3MTENHO 0KOJIO 1,1 MHTH Rali-BHCOKATA MpenopbUMTENHA 1032 34
Bb3pacTHM NpH xopa, 6asupasa Ha mg/m?), He ca nokaszanu edexT BbpXy (epTUIHTeTa HIH
cnocobuoctTa 3a undrocBase.

[Tpu npoyuBanuaTa Ha eMOPHOQETATHOTO Pa3BUTHE [IPH NEPOPANHO IPUIIOKEHHE IPY THX0BE H
NOZKOXKHO BPUICKEHHE NMPH MITBX0BE U 3aily He ce HalMoaaBa TOKCHYHOCT 38 Pa3BUTHETO, OCBEH
Py 2034, BOAELIH J0 MaHvHHa TOKCHYHOCT.

6. PAPMAIEBTHYHH JAHHH
6.1 CHHCBK HA NOMOLLIHNTE Bell[ecTRA

Hanauun C 150 mg xancyau
Hanayun C 300 mg xancymu
Marne3ues creapat
[lapeBuyHO HHMILECTE

Tank

JaxToz3a MOHOXUIpAT

Kanauka u Tano:

THTaHOB OHOKCUI
Kenatun

6.2 HecuBMecTHMOCTH
Hama.

6.3 Cpok Ha rogHoCT

5 roannu
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6.4 CnenuanHu ycIoBHA Ha ChLXpaHeHne
Jla ce chxpaHaBa Ipu Temnepatypa nog 25°C.
6.5 Bupg ¥ chbabpxKaHNe HA CMAKOBKATA

Bauctepy ¢ xancynu, oNakoBaHu B KapTOHeHa KyTHs. B ¢/1Ha onakoBKa ce ¢chanpxat 16 unu
100 kancymn,

He Bcruky BHAOBE OnakoBKK Morat 1a ObJaT nycHaTH B poaaxoda,
6.6 CreunajJHH nNpeANazHR MEepKH NPH HIXBLPAAHE & padoTa

Hsma cneurandy M3HCKBaHHA.

7. NIPHTEKATEJI HA PAZPEIIEHHUETO 3A YIIOTPEBA

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles

bBearus

8. HOMEP(A) HA PAPEIUEHHETO 3A ¥YIIOTPEBA

Janaups C 150 mg TRepau kancyau: 20030574
Jamauus C 300 mg tespan xancymu: 20030575

9. JATA HA ITEPBO PAZPEHIABAHE/AIONAHOBABAHE HA PA3JPEINIEHHETO 3A
YIIOTPEBA

Hata Ha nepse pazpearane: (05 asryct 2003 r.
JHara Ha nocnenHo nogHoBseane: 11 mexemspu 2008 r.

10. JATA HA AKTYAJIHIHPAHE HA TEKCTA
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