KPATKA XAPAKTEPUCTHKA HA ITPO/JIYKTA
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1.  MME HA JIEKAPCTBEHHS IPOAYKT | Kom Pez. e .. ,Z OVSox 2/ 2y |

Hanauud C 150 mg TBbpAM Kancyu 6‘ é ;3_5"— é' 0 9 -10- 2024 |
Dalacin C 150 mg hard capsules e I

Jdanauun C 300 mg TBbpAM Kancynu

Dalacin C 300 mg hard capsules

v KAYECTBEH U KOJIMYECTBEH CBHCTAB
Dalacin C 150 mg TBbp/M Kancyu:

Besika karncyna chabpka KIMHAAMHLMH Xuapoxaopua (clindamycin hydrochloride), ekBuBanenten na
150 mg kiMHaaMULIUH.

Dalacin C 300 mg TBbpAM KaICYJIU:

Besika kancysia cbabpxKa KIMHAAMUUKH Xuapoxiaopua (clindamycin hydrochloride), exBuBanenten Ha
300 mg KJIMHAAMHULHH.

KJiMHAGMHLIKH € No/lyCMHTeTHYeH aHTHOMOTHK, KOMTO Ce 1oJyyaBa uypes 7(S)-xn10po-3amMecTBaHe Ha
7(R)-XxuapokcuaHaTa rpymna Ha U3X0AHOTO CheJAMHEHHE JTUHKOMHUILIMH.

[IoMOLLIHO BEUIECTBO C U3BECTHO JAEHCTBUE: KANCYyINTEe ChABPKAT JAKTO3a MOHOXH/PAT.

3a MbJHUSA CIIMCHK HA MOMOIILHMTE BellecTBa BHKTe Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

Tebpaa kancyna.

Hanauun C 150 mg: 6sana kancyna, mapkupana ¢ “Pfizer” u “CLIN150™.

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

4. KIUHHUYHHU JAHHHA

4.1 TepaneBTHYHH NOKAa3aAHUS

Janaumn C e nokasad 3a Jie4eHHe Ha ClleAHUTE HH(DEKLUH, KOraTo ca PUYUHEHHU OT 4yBCTBUTETHH
aHaepoOHM OakTepHH, UyBCTBUTE/IHM 11AMOBE Ha aepoOHHM ['paM-nosioknTeHu GakTepuu, KaTo
CTPENTOKOKH, CTA(PUIIOKOKH U MHEBMOKOKH, KaKTO M YyBCTBUTE/IHU amMoBe Ha Chlamydia
trachomatis.

a) MH@exkuuu Ha rOpHUTE AMXATEIHH MBbTHULLA, BKIKOYBALLM TOH3WINUT, (JAPUHIUT, CUHY3HT,
Bb3MaJleHUe Ha CPEeJJHOTO YXO U CKapJjlaTuHa.

0) MHgexunu Ha JOJHUTE IUXATE/HH TbTHLLA, BKJIIOYBALIM OPOHXHUT, MHEBMOHHS, EMITHEM H
Oenoapoben abeuec. P
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B) KOXHH M MEKOTbKaHHM UH(EKUMH, BKIIFOUBALLM akHe, DYPYHKYIIH, LY IUT, HMI‘IE',I'HFO«, aﬁcugcn
HHpexkTUpanu paHu. [1pu cneunduunu HHGEKLHH HAa KOKATa U MEKUTE ThKaHH, KATo epn;mneﬂ* 3 “
WU TTaHApULMYM, Ce mpeanoJiara, Ye T€3u CbCTOAHUSA LIE C€ MOBJUAST MHOTO /10 e,{:y‘ TEpEHHHTﬂ nEE

C KJIMHAAMHULIMH. "-_‘. = \ b sinds



F} MHexunn Ha KOCTUTE W CTABUTE, BRIIOYBAUIH OCTEOMUESINT U CENTHYEH APTPHT.

A) 'nHeKoNnornyHK HHGpeKUHH, BKIIOYBALIN EHAOMETPHT, LIETYIUT, KOJIIHT, TybooBapuanen abcuec,
CANIMHIUT U BLINANUTENHY 3200/19BaHUS Ha OPraHUTE Ha Ta3a, KOraTo Ce npu/iara B KoMOMHaL M
C MOAXOAAL] AaHTHOHOTHK, AKTHBEH 10 OTHOIIEHNKE Ha I pam-oTpuuaTenuu aepobu. [Tpn
USPBULHTH, npuurHeHu ot Chlamydia trachomatis, MOHOTEpanusaTa ¢ KJIMHIAMULKH 110Ka3Ba
e(EeKTHBHOCT NMPH YHULLOKABAHETO HA MUKPOOPTaHH3IMA.

¢) MnTpaabaomuHanum ubddexuny, BKIIOUBALIH NEPUTOHMT U a6CLIECH HA KOPEMHATA KYXHHA, KOraTo
C¢ Mmpunara 8 KoMOHHAUMA ¢ NOAXOAAL AHTHOHOTHK, aKTHBEH 110 OTHOUIEHHE Ha ['paM-
OTpUHATENHH aepobu.

XK) CenTHUEMHS H EHJOKAPAMT — AOKYMEHTHPaHA ¢ e(eKTHBHOCTTA Ha KIMHAAMHLMH B JIeYeHUETO Ha
OnpeneneHy Ciyuan Ha CHOOKAPAUT, KbAETO NPEABAPUTE/IHO € YCTAHOBEHO, Ye NeKAPCTBOTO
Oka3Ba OaKTepULHaHO AeicTBHE CRPAMO MPUYHHUTENNTE HA MHGEKUUATA UPES in Vilro
U3CMCABAHE NTPU MOAXOAALLM KOHUEHTPALMY HA MPOAYKTA, KOUTO C& JOCTHIAT B CEpYyMa.

3) ONOHTOreHHY HH(QEKLHH, KaTO NEPHOJOHTAIEH afcliec ¥ NEPUOROHTHT.

1) Tokconnasmosed entedanut npu naunentu cb¢ CITHH. [Mpy naumnenTy, KOUTO He TonepUpar
KOHBCHLIHOHAIHOTO JIeYEHHE, e(PeKTURBHA Ce OKa3Ba KOMOMHAUMATA KITHHIAMHULNH ¢
[THPHMETAMHUH.

W) IITHeBMOHKA, NPUUHHEHA 0T Preumocystis jiroveci (W3BecTeR Kato Prneumocystis carinii, cnopes
no-crapara knacuukauus) npu naunentu cbe CITUH. Tlpu nauuent, KOUTO He TONEPUPAT HIH
HE CC NOBINABAT aICKBATHO OT KOHBEHUIHOHAIHATA Tepanus, KIKHAAMHLUKXH MOXe Aa 6bae
U3M013BaH B KOMOMHALIMA C NPHMAKBUH, '

In vitro YyBCTBHTENHOCTTA HA KIMHAAMHUMH € KoKa3aHa NpH CieAHUTE MUKPOOPraHu3Mu: B.
melaninogenicus, B. disiens, B. bivius, Peptostreptococcus spp., G. vaginalis, M. mulieris,
M. curtisii » Mycoplasma hominis. |

4.2 /Io3HpOBKA H HAMHH HA NPHAOKEHRE

Hanaumnx C kancynu tpsOea Aa ce npyHeMart L€/ ¢ TbJIHA Yalla BoAa U He Mo-Manko o1 30 MUHYTH
npeay 3aeMaHe Ha JlerHano nonoxeH e, 3a Aa ce uiberHe Bb3MOXHO e30¢areaTHo Apa3sHeHe.

Ho3upoexa npu ev3pacmuu
600-1800 mg nneBHo, pasnpeneneuy B 2, 3 UNM 4 eAHAKBH A03H.

Ho3uposka npu oeya (na evipacm Hao | mecey)

KIHHIaMHLHH Tpa0Ba Ja ce A03Hpa Bb3 OCHOBA Ha 00LIOTO TENECHO TErI0, HE3aBUCHMO OT
3aTTLCTABAHE,

JanauuH C xancynu TpAOBa aa ce n3non3sa camo NpH Aelia, KOUTO MOTAT Aa NOrNbLIAT Kancy/Iu.

Ho3su ot 8 no 25 mg/kg aueBHo, pazaeneHy Ha 3 UK 4 eNHAKBH fipHEMA.

Bb3M0xHO € ynoTpebaTa Ha Karcyd Ja HE € B ChCTOSHUE [a NpeJOCTaBl TOYHMTE 1034 B mg/kg,
KOMTO C€ U3UCKBAT 32 IeUeHHETO Ha Jelia.

Cmapuecka 8v3pacm
[Tpy PpapMakOKYHETHUHUTE NPOYUBAHHA ¢ KIHHIAMHLMH HE Ca4 YCTAHOBEHH KJIMHUYHO
Pa3HKH MEXIY MiaANTe U NMO-BB3PACTHUTE YUaCTHULM ¢ HOpMAalTHa YepHoapobHa ¢
HOpMaTHa (KOpMrupaHa cnpaMo Bb3pacTTa) Ob6pedna GyHKUKMA cliea mepopanHo n
Ta3zy NPHYNHA He € HeODXOAMMA KOPEeKLMA Ha 03aTa NpU NMallMeHTH B CTapyYeCcKa B



YepHOAPoOHA GyHKLMA N HOpManHaA (KOPUIrHpaHa CIIPAMO Bb3PAcTTa) ObOpeyvHa ¢pyukuus (BXK.
TOYKa 3.2).

bvbpeuno yapexcoane
He e #Heobxoanma xopexuus Ha 403aTa Ha KIHHAAMHIKH TTPH MALUEHTH C O6pbOpeuta HEDOCTATHLYHOCT.

Heproopobuo yepexcoane

He e HeoDxoQMMa kopexLHs Ha A03aTa HA KIWHIAMHLIMH [PH MalHeHTH ¢ yepHoapoOHa
HeQOCTATHYHOCT.

Hosuposxa npu cneyuguunu noxazauua

Jleuenne Ha GeTa-XeMOMTUTUYHH CTPENTOKOKOBY MHbeKuMH
Bmxre nosuposkara B obiyuTe cyyau no-rope. Jledennero tpabea aa npoabkK Hali-Manko 10 nHu.

Jleyenue Ha (epBUUNTY, npHYUHEeRM OT Chlamydia trachomatis:
450-600 mg Nanauun C kancyin 4 nbTH AHEBHO NEPOPATHO B NPOABLIKEHHE HA 10-14 quu.

JleyeHre Ha TOKCOMIaiMo3eH eHllepanut npu naumertu ¢b¢ CIIMH

INpunara ce [lanauns C xancynu B no3a 600—1200 mg nepopanHo Ha BCeku 6 4aca B MPOAbIKEHUE
Ha B¢ CCAMMLHY, Cle] KOeTo ce nmpoabmkana ¢ 300-600 mg nepopanHo Ha Bcekd 6 vaca. OBMKHOBEHO
TEPaneBTHYHUAT KypcC € 8-10 cenMuum. Jlo3ara nupyMeTamuH e 25 10 75 mg nepopanHo BCekH JeH B
npoaAnkeHue Ha 8 fo 10 cegmuuu. [1pu npunoxeHue Ha Mo-BUCOKH 103U MHPUMETaAMHH Tpﬂﬁﬂa Ja
Ce HasHa4H JOAMHOBA KUcenxHa B go3a 10-20 mg AHeBHO. | '

Jleyenue Ha NHEBMOHUA, IPUMKHHEHA OT Preumocystis jiroveci npu nayuvesTy cuse CIIUH

Hpunara ce Janauun C kancynu 300-450 mg nepopanso Ha BCeKH 6 4aca B npoAabmkeHne Ha 21 AHM
» ‘ _ - O G
NPUMaKBRKH 13-30 mg eauH 0BT AHEBHO NEPOPATTHO B NPOABIXKEHHUe HA 21 AHH.

JleyeHHe Ha OCThP CTPENTOKOKOB TOHIMAUT/GAPHUHIUT
[Nepopanuo neuenne ¢ Janauun C xancynu 300 mg ABa ITbTH JHEBHO B NPOAbMKeHHe Ha 10 fuu.

4.3 IIpoTHRONOKA3AHHSA

CBpPBX4YBCTBHTETHOCT KM KJIMHAAMHULMH, THHKOMHMLUMH HJIH KbM HAKOE OT MOMOILHHTE BELLECTBA,
130poeHu B Touka 6.1.

4.4 CneunalHH NpegynpexAcHHNA N MPEANAZHH MEPKK NMpH ynorpebda

CboOLiaBaHH ca TEXKH pPeaKLM{ Ha CBPRXUYBCTBUTENHOCT NPH NMALHEHTH, MOAN0KEHH HA IeYeHUE C
KNUHKAMHUKH, BKIIIOMHUTENIHO TEXKH KOXHH peaklluyt KaTo JeKapcTBeH o0puB ¢ e03nHODUINA y
cucteMH® cHMNTOMH (DRESS), cunapoM Ha CTueBHC-)KOHCBH, TOKCHYHA eNUASpMaTHa HEKPOIH3a
¥ OCTpa rCHEpANH3HpaHa €K3aHTEMaTo3Ha NycTyno3a. [Ipu rnosea Ha CBPbXUYBCTBUTENIHOCT HIIH Ha
TEXKa KOXXHa peaKkLMA NPUIOXKEHUETO HA KTHHAAMULIMH TpaOBa na ce NpeyCcTaHOBH U Ja C€ HA3HAYH
CLOTBETHA Teparnua (BX. Toukd 4.3 u 4.8).

I[TceBnoMeMOpaHoO3eH KONUT € HabnoaBaH Npy NOYTH BCHYKU aHTUOAKTEpUANHY areHTH,

BIJTIOYHTEHO KIHHAAMULMH. Toll MOXKe fa Bapupa OT JieK A0 XHBOTO3aCTpallaBaill. 3aTOBa € BAXKHO

1a Ce MMa MpeABUA Tasy QUarHo3a Nnpu NalKMeHTy C AMapua, NOABKIIA Ce Clel NPHI0XKEHHE Ha
aHTUOaKTepHaIHH areHTH. /— . -:_\

JleueHueTo ¢ aHTHOAKTEPHATHH areHTH IPpOMeRs HopMaiHaTta ¢opa Ha aebenoTo ye

[103BOJIM CBPBXpacTex Ha clostridia. [IpoyuBaHuaTa MOKA3BAT, Y€ TOKCHH, IPOU3BE a‘yj \ _f‘% \
Clostridioides difficile, e OCHOBHHAT IPUYMHHMTEN HA CBbP3aHHUA C IPHEM Ha aHTHOM l{un xonu-r N ‘1 bis
B
TpsabBa na OBIOAT NPEANPUETH CHOTBETHHUTE TEPANIEBTHYMHHN MEPKH Cjle]] NOCTaBsIHE Hﬂ .ﬁH&FHDBHTﬂ St P
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ncesnomMeMOparo3eH konut. Jlekure GopMu Ha nceBaOMeMOpaso3er KONHT OBGHKHOBEHO ce
MIOBJIMABAT CaMO OT CITUPAHETO Ha NeKapcTBOTO. [1pU yMEpeHH 0 TeXKH ChCTOAHUA TpAGBA Aa Ce UMa
npeaBU] NeveHue ¢ 100aBKa Ha TEHHOCTH M €IEKTPOSHTH, IPOTEHHH, U JICUEHHUE C aHTHOakTepHamTHo
JIEKAPCTBO, KOETO € KITMHUYHO e(reKTUBHO CTIPAMO KONUT, npuunien ot Clostridioides difficile.

Knnnaamyuus ve Tpsbpa Aa ce Ha3Hauapa Npu NeYeHHe Ha MEHUHIUT, Thil KaTO NpoHHAKBAa cnabo B
LiepebpoCnUHANHATA TEYHOCT. e

AKO JIeYEHHETO € MPOABLIKHTENHO, TpGaa Ja ce N3IBLPILBAT W3CIEAPaHMA Ha yepHoapodHara- w Ha
6u0peyHaTa pyHKLHA.

Paaxo ce ¢cbobuuasa 3a octpo 6b0peuHo yBpexaaHe, BKIIOYUTENHO ocTpa 6b0peyHa HeJOCTATBYHOCT.
[Tpu nauueHTH, KOUTO CTPANAT OT NpemIecTBalla 6p6peuHa IUchyHKLNHA UK IpHEeMaT ChITHTCTBALLO
He(POTOKCHUHH JlexapcTBa, TpabBa Aa ce 06MHUCHN npocneasBaHe Ha GuGpeuHaTa GyHKUNA (BXK.
Touka 4.8). -

Cnobiasa ce 3a Clostridioides difficile-cebp3ana quapus (CDAD) npu ynortpe6a Ha NOYTH BCHYKY
aHTHOAKTEPHAIHH CPEACTBA, BKIIOYHTENHO KTHHAAMHBLIMH, KOSTO MOXE a BAPUPA MO TEXECT OT NeKa
anapus ao Gatanen xonut. JleyeHHeTo ¢ aHTHOAKTEPHATHY CPEACTBA HIMEHS HOpMaJiHaTa ¢iopa Ha
AebenoTo YyepBo, KOETO BoAM 10 cBpbXxpactex Ha C. difficile.

C. difficile npousexaa Tokcuuu A u B, Konto gonprHHacsT 3a passutreto Ha CDAD.
[Tpon3ssexcaamure XHNepTOKCHH wamobe Ha C. difficile npeaM3BUKBaT NOBULIEHa MOPOUIHOCT U
CMBPTHOCT, ThH KaTO Te3X UHGEKU U MoraT jia 6bAaT ycTOHYMBY Ha aHTHMUKpOGHA Tepanua U Morar
na n3nckeat xonekromusa. CDAD tpabsa na ce B3eMe npeaBuA npy BCHUKH MaLMEHTH, KOUTO CTpafat
0T Auapus ciea ynotpeba Ha aHTuOHoTULIM. HeobXonMma e 1arenHa MeAULMHCKa aHaMHe3a, Thil
kaTo ce cbobinasa, ye CDAD Moxe Ja ce npofABH NOBEYE OT ABA Meceua cnen npunnmenuem Ha
aHTuﬁamepHaﬂHHTe CpeacTha. SR

AKO HMa CbMHEHHE UK ObIaT NOTBBbPAEHH AHAPUS WY KOJTHT, CBbp3aHy ¢ ynoTtpebara Ha
aHTHOHOTYK, TEYEHHETO ¢ aHTHOAKTEPHANHN CPEACTBA, BKIIOUHTENHO KIHHAAMHLYH, Tp#6Ba a ce
MpeycTaHoBM U He3abaBHO Jla ce HA3HAYAT CHOTBETHHU TepaneBTHUHM MEpPKH. Yno*rpeﬁaz*a Ha
AeKapCcTBa, HHXMOKPALIY NEPUCTANTHKATA, € IPOTHBONOKA3aHA B Ta3H CUTYaLA.

[lopanu pucka OT e30¢aruT U e3ogareanHa A38a € BaXHO Ja Ce rapaHTHpa Cria3BaHe Ha YKazaHUATa 3a
npunoxerue (Bx. To4k# 4.2 1 4.8).

Hanaunu C kancynu ¢babpxa nakrosa. [Tanyenty ¢ penky HacneacTBeHH NpobieMU KaTo ranakTo3Ha
HeMOHOCUMOCT, Lapp-nakTaseH AeDHULMT HIKN TIIOKO30-ranakTo3Ha Manabcopbums He TpabBa na
MPHEMAT TOBA JIEKapCTRO.

4.5 BiaumoaeicTBHE ¢ APYIH JEKaPCTBEHN NPOAYKTH K APYrH GOopMH Ha BlaumMoeicTBHe

KinHJaMULKH N0Ka3Ba HaJIMUKME HAa HEBPOMYCKYMHM GnoKHpali CBOHRCTBA H MOXeE J1a 3aCUNH
AefCTBHETO Ha APYTY HEBPOMYCKYAHY Gnokupaium areHTH. [Topaayn ToBa cneasa Aa ce v3nosissa
BHUMATEJHO NpH NAUNEHTH, TONY4aBallll TAKKBA CPEACTBA.

KnusaaMulmi ce Metabonusnpa npeauMHo oT CYP3A4 u B no-Manka ctenes or CYP3AS no
OCHOBHHUA MeTabOUT KIIMHAAMULHMHOB CYJIPOKCUA U BTOPOCTENEHHNUA MeTaboIHuT
N-pesametunkusaaMuuus. [lo tasu npuunna unxuburopure Ha CYP3A4 v CYP3AS morar aa_
NOHMKAT KAUPBHCA HA KIKHAAMULIMH, 8 MHAYKTOPHTE HA TE3H W30€H3IUMH MOraT aa nogudiar Mﬂ;‘:\
KNMpBHCA Ha KNIHHAaGMHLKH. a ce npocneassa 3a nuiica Ha €peKTUBHOCT B NIPUCHCT em“ﬂ} Ff_'ft? N

uHAyKkTOpHu Ha CYP3 A4, kaTo pudaMnuumH.

3
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In vitro npoy4BaHHaTa NOKa3Bar, Ye KIMUHAAMULUHH He uuxubupa CYP1A2, CYP2
CYP2EL unu CYP2D6 n camo ymepeHo nHxubupa CYP3A4. [Topanu ToBa ca man ﬁeposlmﬂ SR
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KINHUYHO 3HAYHMH B3IAHMOAEHCTBUS MEXAY KIMHAAMULHH H €AHOBPEMEHKO NPUA0XKEHHU HEKHPCTEE
konTO ce Metabonusupat ot Te3n CYP eH3uMH.

AHTaroHUCTH Ha BUTAMUH K
CpoOriana ce 3a noBuileHH KoarynauuonHu tectoBe (PT/INR) w/unn kspaeHe [Py TAUMEHTH,
JieKyBaHu ¢ KTMHAAMMLKH B KOMOUHMAUMA ¢ aHTATGHUCT Ha BUTamuH K (nanp. Bapdapun,

aUeHOKyMaposl H gnyuHauoH). TTo Task NpHYMHA KOArylauMOHHUTE TECTOBE TPAOBA N4 6baaT
MPOCNEAABAHH NMO-YECTO MPH MallMEHTH Ha JIeYeHHe ¢ AaHTArOHUCTH Ha BUTaMuH K.

4.6 @epruanreT, HpeMEHHOCT H KBPMEHe

bpeMeHHOCT

[TpoyusanuATa 32 penpoOAYKTHBHA TOKCHYHOCT MPH NEPOPATTHO # MOAKOKHO MPUIOKEHHE NIPH
[LIbXOBE W 3aHLHM HE PA3KPUBAT N2HHH 32 HapyilleH QEPTHINTET UIH yBpexkaaHe Ha deTyca,
AbRKALLH €€ HAa KIHHAAMHULIMH, OCBEH B 03K, IPHYHMHABALUM MaituHa TokcHuHocT. [TpoyyBaHngTa
BLPXY PENPORYKLMATA NPH KUBOTHH He BAHATH MPEABMKAAT TOYHO PEAKLUMATA NP XOpaTa,

KnvHpaMuLnH npeMUHaBa npes nialeHTaTa npy xopa. Clell MHOTOKPaTHO MPHAOKEHHE
KOHUEHTpALUATA B aMHHOTHYHATE TEYHOCT € NMpUbnusuTenHo 30% oT mIasMesuTe HUBA HA MalikaTa.

I1py KIHHHYHY H3MUTBAHUS C GPEMEHHH KEHY, CHCTEMHOTO NPHIOKEHHE HA KNMHIAMHUIIMH Npe3
BTOPHUS M TPETUA TPUMECTLP HA OPEMEHHOCTTA He Ce CBBLP3Ba C yBE/H4YEHA 4€CTOTa HA BPOAEHH
yBpekanus. Hama noctaTbiHo ¥ 106pe KOHTPONMpaHH NPOY4BaHUS NPH GpeMeHHN XKEHH Npe3
NBPBUA TPHMECTBP Ha OpeMEHHOCTTA.

KnuHaaMHUKH TpaOBa fa ce n3non3sa npu 6peMEHHOCT, CaMo ako e aBCcoMiOTHO HeOBXOIUMO.

KspMmene
Cpo011aBaHOTO HMBO Ha KIMHAAMMLIMH B KEPMATa MPK Xopa e B rpanuuuTe oT <0,5 ao-

3,8 Mukporpama/mil.

KnuHaaMMLIMH HMa NOTEHLHANA [a NPEN3BUKA HeXeNaHH e(EKTH BbpXY CTOMALIHO-YpeBHAaTa (ropa
IpU KbpPMaueTO, KaTo AHAPHUA KM KPBB B H3MPAXKHEHUATA, WM 00pUB. AKO € HeoOX0AuMOo
TEpOpanHO NpHiaraHe Ha KTMHAaAMUUMH NPH KbpMellla MaiKa, ToBa HE € MPUYHHA 33 CIUpaHe Ha
KBbPMEHETO, HO MOXKE 11a Ce MPEANOYeTe aNTePHAaTHBHO IeKapcTBO. Tpabsa na ce obMucnaT nonsure
0T KbPMEHETO 38 PA3BUTHETO U 3[IpABETO HA KbPMAUETO, KAXTO ¥ KIHMHUYHATA HYXKJA OT
KTHHAAMHIKH NIpY MalikaTta, CripgMo BCHYKH NOTERLUHATHYA HEXENAHH edeKTH B'hpxy KbPMaveTo OT
KAUHAAMHLUWH WK OT NMOANIEXALLOTO 3a00onaBaHe Ha Malikara. |

QepTHIMTET
[IpoyuBanus BbpXy QepTHNUTETA NIPH [IBXOBE, IEKYBaHH NEepOpPaIHO ¢ KMMHAAMHLUKH, HE NOKa3BaT

Bb3JICHCTBHE BLPXY QepTHANTETA MTH CIOCOBHOCTTA 3a YHTOCRAKE.
4.7 EdexrTn BLpxy cnocobHocTTa 32 WodupaHe H paboTa ¢ MAUIHHH

KnsHIaMuLKH HAIMA UK HMa NTpeHeOpexuMo Manko Be3AeicTBHE BBPXY cnocobHoOCTTA 32
wropupare U paborta ¢ MalUHMU.

4.8 Hexenann JeKapcTBEHM peaKLHi

B Tabsiuiiata mo-nosmy ca H30pOeHH HexXeNaHUTe JIeKapcTBeHM Peakluy, YCTAHOBEHH NIPH
H3NUTBAHHA U NIPY NOCTMAPKETHHIOBOTO HabmoneHue, no MedDRA cucremo-opraneH
YyecToTa. ['pynuTe Mo HeCcTOTa ca NpeacTaBeHH, KakTo cieaBa: MHoro uectd (>1/10), 4
<1/10), newectu (=1/1 000 no <1/100), peaxu (>1/10 000 go <1/1 000), MHOTO peAKH

L )H‘c :é




FpynupaHe B 3aBUCHMOCT OT Y€CTOTATA HEXKEIAHUTE JICKAPCTBEHH peakiuy ce U3GposBaT B HU3XOANLL
pel MO OTHOLUEHHE HA TAXHATA MEAMLIUHCKA CEPHO3HOCT.

Cucremo- YecTu HeuectTH Peakn C HeM3BeCTHA YeCcTOTA
OpraHen Kiaac 21/100 po <1/10 | >1/1 000 no <1/100 | >1/10 000 xo | (0T HAAKYMHMTE ZAHHH
<1/1 000 He Moxke aa 6bae
. HANPABEHA OLIEHKA)
Huadexunu u IIceBnomembpa- Ko/uT, NnpuYKMHEH OT
HHpecTalHH HO3€H KOMUT* (BX. Clostridioides difficile*,
To4Ka 4.4) BarnMHanHa uHpexuus*
HapyimeHus Ha ArpaHynouuTosa®,
KPbBTA W JleBkoneHKA*,
aumMdbpHaTa HeyTtponeuns*,
CHCTEMA TpombouyTOneHns*,
| . Eo3nHoGu s
Hapymienus Ha AHadunakTHYeH IIOK™*,
HMYHHATA AHapunakTOUIHA
CHCTEeMA | peakuusa*,
AHadunakTHyHa
peaxkuua*,
CBpbXxuyscTBUTEIHOCTY
Hapymenus Ha Aucreysus
HEePBHATA
CHCTEMA
CroMalHo- AbpoMHHAIHA anene, E3ogareanna a3pa*?,
YpeBHH bornka, IoBpbiuaHe Esodarut**
HAPYUIEHHA Jnapus i
XenaTobuanap- XKounrenuua* -
HH HAPYLIECHHSA ~ ) e
Hapywmenus Ha Makyionanynozex TokcnyHa enuaepManua
KOXKATA U obpuB, HEKponunia*, |
NOAKOXKHATA Yprukapus Cunapom Ha CTHBBHC-
ThKaH JOKOHCBHY,
JlekapcTBer 00puB ¢
CO3UHODHUNUA U
CUCTEMHH CHMITTOMHM
(DRESS)*,
Octpa renepanuszupaHa
eK3aHTEMO3HA NyCTYyJ103a
(AGEP)*,
AHruoenem*,
MynTugopMeH epuTeM,
ExcdonuaTnpeH
AepMaTHUT*,
bynosen gepmatut*,
Mopbunudopmen
oOpuB*,
[IpypuTyc
HapymeHust Ha Octpo 616peuno
6u6peumTe H prem,uay:f.,-__—.-.— R
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Cucremo- YecTHt Heuectnt Peaxn C HeH3BeCTHA YecTOoTA
opraHeH KJjaac 21/100 no <1/10 | 21/1 000 no <1/100 | >1/10 000 xo | (OT HAAMYHHTE AHHH

<1/1 000 He MoXke aa 6nae
HaNpaBeHa OLleHKa)

Hicaeapauus OTKJIIOHEHHE B
YyepHoApoOeH
& YHKLHOHaNEH
TecT

*Hexenanu NeKapCTBEHN peaxuun, YCTAHOBEHH NPH MOCTMapPKETHHIOBATA YNOTpeba

*Bb3MOXKHA OABA HA €30aruT U ezodareanHa 238a, 0COBEHO aKko ce IpHEMa B JIETHANO MONOMEHUE W/HIU ¢ MANTKO
KOAHYECTBO BOJA.

*Bx. Touka 4.4

Crobiiapate Ha MOJO3UPAHY HEXENaHH peaKuM

CbobiiaBaHeTo Ha ROQO3MPAHH HEXEIIAHH PEaKLUK ClIed paspeliaBaHe 3a ynorpeba ua NIEKapCTBEHUA
NPOAYKT € BaxkHO. ToBa NO3BONABA A2 IPOAB/KH HaBNIONERHETO HA CHOTHOLLIEHHETO M0/13a/pHUCK 3a
NIeKapcTBeHUA NPOAYKT. OT MEAHLIMHCKUTE CIELHAINCTH €& UIUCKBA Ja ChOOIABAT BCAKA
MOJ03MpaHA HEXENaHa peakuud upe3 M3nbIHUTENHA areHUyA no NexapcTeara, yi. ,, Jamau Mpyes”

Ne 8, 1303 Codus, Ten. +359 2 8903 417, yebeaiiT: www.bda.bg,
4.9 IIpeno3upane

XeMOIHaNu3aTa U NEPUTOHEANHATA AHAIN3A HE ca eeKTUBHY METO/M 32 OTCTPaHABaHe Ha
KIHHAAMHULIHH OT CEpyMa.

5. ®APMAKOJOI'NYHHU CBOMCTBA
5.1 dapmakoaAHHAMHYHH ¢BOHCTBA

GapmakorepaneBTHYHA rpyna: THHKo3amuau, ATC koa: JO1FF 01

MexaHnn3ibM Ha aeficTBUE
KIHHAAMUUHKH € THHKO3aMNIEH aHTUOHOTHK, KOHTO HHXHOHMpa CHHTe3a Ha NPOTEUHU HA OaKTEPHHUTE.

Toii ce cebp3ra ¢ S0S pubozomHara cybeanHuLa U NOBIMABA KaKTO GOpMUPaHETO Ha pubo3oMuTe,
TdKa U npoleca Ha TpaHCHauua. Bunpeky ue KnMHAaMUUKH $octaT e HeakTHBEH in vitro, Nnpu 6bp3a
XUApOSNH3a in vivo Tol ce npeodbpalyBa B aHTHOAKTepHATHO aKTHBEH KINHAAMULUMKH. [Tpy obuuaiuu
0031 KJIMKAAMHULMH TPosABsBa DaKTepHOCTATHYHHA aKTUBHOCT in vitro.

Bpnika OK-PJ1

EduxacHocTTa € CBBbp3aHa ¢ BpeMeBUs riepHo, npes KOWTO HUBOTO HA MIPenapara e Haj
MUHUManHaTa HHxubuTopHa koHueHTpauus (MYIK) Ha narorena (% T/MIC).

Pe3UCTeHTHOCT
Pe3nCTEeHTHOCTTA KbM KIHHAAMHMUMH Hal-4eCTO Ce AB/KH Ha MYTaLMM HAa MACTOTO HA CBBP3RaHE Ha
aHTHOHOTHKA KbM pPHK unn Ha MeTunnpaneTe Ha cneurduyunte nykneorunu 8 23S PHK Ha

508 pubozomuara cybeamuuna. Tesn mpoMeHd MOTaT Aa ONPEAENAT in Vilro KPbCTOCAHA
PE3UCTEHTHOCT KbBM MaKpOJIHAH M cTpenTtorpamunu B (penotun MLSg). PearicTeHTHOCTTA NOHAKOra
Ce Ab/IXKH Ha IPOMEHH B PUOO3OMHHUTE NPOTEHHH. PE3UCTEHTHOCTTA KbM KAHHAAMMIIMH MOXE [a
Obae MHAYUMpaHa OT MaKpOJIHAM B PE3UCTEHTHH KbM MaKpOMHAH OaKTEpHAIHH H30NaTH.
Munynnpyemara pe3suCTEHTHOCT MOXe 13 Obae AeMOHCTPHPaHa upe3 TecT ¢ Auck (D-30H

Te%:l‘)l

B OynboH. [1o-panko cpeuianuTe MeXaHH3MH Ha PE3UCTEHTHOCT BKJIIOYBAT MOAHPHKa / -~ g;,.;_ N
i
aHTHOMOTHKA U akTUBHHA ednykc. ChlIeCTBYRA NbJIHA KPBCTOCAHA PEIUCTEHTHOCT M oy f'-c o \:F‘E:\

KAWHAAMHULMH U THHKOMHLIMH. KaxTo npu MHOro aHTUOMOTHLM, YECTOTATA HA PE3UC &nfaqraaphﬁa 2
npu daxrepuanHuTe BUIOBE U reorpadcekara obnacT, HectroTaTa Ha pe3HCTEHTHOCT £
KIIMHAAMHUKH € TO-BUCOKA NPH PE3UCTEHTHUTE KbM METHLMIHH CTAQHIIOKOKOBH U30)




PE3UCTCHTHHTE KbM HCHHUITUITHNH NMHEBMOKOKOBY HM30.J1aTH, OTKONKOTO [iPH MHKPOOPraHU3IMHTE,
HYYBCTBHUTC/IHU KBM TE3U Npernapartu.

KIMHHYHA €PUKACHOCT cpely cneln¢HYHHY NaTOTeHH
In vifro KIMHAAMHIMH NOKa3Ba aKTUBHOCT CIIPSAMO IOBEYETO U3ONATH Ha CIEAHUTE MUKDPOOPIaHKIMH:

AepoOHH BakTepuy

['pamM-nonoxurentu 6akrepuu

o  Staphylococcus aureus (MyBCTBUTENHH KbM METHLIHIMH H3071aTH)

o Koarynaza-oTpuuarenHu cTapUIOKOKH (YyBCTBUTETHH KbM METHULIMAHH H30/1aTH)
* Streptococcus pneumoniae (YyBCTBUTENIHH KbM NEHUUUIHH H30IaTH)

¢ bera-xemonutHunn cradpunoxoku rpynu A, B,Cu G

¢ CTpPEenToKOKH OT rpyna BHPHAAHC

o Corynebacterium spp.

I'pamM-oTpuuatenHny 6akTepuu
o  Chlamydia trachomatis

AHaepobHu faxTepuu

['paM-nofIoxuTeNHU HakTepuu

Actinomyces spp.

Clostridium spp. (¢ uaxmouenue Ha Clostridioides difficile)
Eggerthella (Eubacterium) spp.

Pepfococcus spp.

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

I'pam-oTpuuarennn OakTepun
s Bacteroides spp.

o Fusobacterium spp.

» Gardnerella vaginalis

¢ Prevotella spp.

['OMuky
o  Preumocystis jirovecil
[IpoTo30iiHn

o Toxoplasma gondii
o Plasmodium falciparum

I'paHMyHY CTOHHOCTH NPH TECTIBAHE 38 YYBCTBUTEIHOCT
MHTepnpeTaTUBHUTE KPUTEPHH NPH TECTBAaHE 332 YYBCTBUTEITHOCT HA MUHUMAJIHATA UHXHOUTOPHA

koHueHTpauuda (MHK) ca yctaHoBeHH OT EBponeiickus XOMUTET 3a H3NHTBaHe HA aHTHMHKpoOHaTa
yyscTBHTENHOCT (European Committee on Antimicrobial Susceptibility Testing, EUCAST) 3a
KNTUHIAMULIMH U Ca NpeX0CTaBeHu TyK: https://www.ema.europa.ew/documents/other/minimu

] ] ] ] [ [ ] Hh"’h.

inhibitory-concentration-mic-breakpoints_en.xlsx At iy o
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YecToTa Ha IpUAOOMTA PEIUCTEHTHOCT
YecroTaTta Ha npuaoOUTaTa pe3UCTEHTHOCT MOXE Aa BapHpa CbriacHO reorpadckus

BpEMeTO 3a #3Gpann BunoBe U e HeobGxoauMa JIOKATHA HHGOPMALIUA OTHOCHO PE3UCTeHTROCTTE, & & 0%
. el N L TRLIS " _';"l' o
0co6eHO NPH NIEYEHHETO Ha TeXKK HHdexuuy. B 3aBHCUMOCT OT HeoBX0ARMOCTTA, TPAGEA.1a C& '+ - 7 &
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NOTHPCH EKCNEPTEH CHBET, KOraTo JIOKATHATA PE3UCTEHTHOCT € Takasa, ye ynoTpefara Ha npenapara
fIpY MTOHE HAKOJKO BKJA HH@EKUHH e HeHaaexaHa. OcobeHo npu TeXKH HHPEKUMUK HIH HEeYCMeLIHO

JIEYEHHE Ce NpenopbiBa MUKPOOHONOrHHHO AHArHOCTHLIMPAHE C MOTBBLPXKAECHHE HA NATOreHa U
HeroBaTa YyBCTBHTENTHOCT KbM KIIMHAAMHLIMH.

3.2 DapMaKOKHHETHYHH CBOHCTBA

Abcopbrius
[IpoyuBanud Ha CEpyMHUTE HUBA C MIEPOPATHA 038 KIMHRAMULKH XUAPOXIOPHA OT 150 mg npwu

24 3npaBy BB3PACTHY R0GPOBONLM Ca MOKa3any, Ye KIMHIaAMULKH ce abcopbupa 6Bp30 cren
MepopaHO pUNoXeHHe. CpelHO MHKOBO HUBO B KpBBHUA cepyMm oT 2,50 Muxporpama/ml ce goctura
B paMKHTe Ha 45 MUHYTH, a CpeHaTa CTOMHOCT 3a cepyMHHUTe HuBa ¢ 6una 1,51 mukporpama/ml
cnen 3 daca u 0,70 Mmukporpama/ml cnen 6 uaca.

AbcopbuusTa Ha eZHa nepopanHa A03a e nouty nbaHa (90%), a eJHOBPEMEHHOTO NMPHIIOKEHHE <
XpaHa He NPOMEHSA 3HAYMMO CEPYMHUTE KOHUSHTPALIHH.

CepyMHHUTe HHBaA ca OUIIM MOCTOSHHYU U MPeABUIMMH OT YOBEK Ha YOBEK K OT A03a Ha /1034,

Pasnpeznenesue
KOHUEHTpaUUUTE HA KIMHIAMHUMWH B KpbBHHUA CEPYM HApacTBaT JIMHEHHO ¢ HApacTBaHe HA Ho3aTa.

CepymunTe HrBa HaapuwasaT MUK (MuH#ManHa MHXuOHTOPHA KOHLIEHTPALIKA) 32 MOBEYETO
MOKa3aHU MUKPOOPTaHH3IMHU B paAMKHUTE Ha Hal-MaKo 6 Yaca cie MpunoxeHwe Ha oOuyaiHuTe
NpenopbyYBaHMU A03H.

KnuszaMuuuH ce pasnpeens WHPOKO B TENECHAUTE TEUHOCTH M ThKaHH (BKJTIOUYKHTETHO KOCTHTE).
He ca gocTurHati 3Ha4ydMU HUBA HA KITHHAAMHUMH B LUepebpocnuHaliHaTa TEYHOCT, JOPH NPH
HaKYHUe Ha BB3NaleHd MEHUHTH,

buoTpancthopmanus

In vitro Npoy4YBaHUATA HA MHKPO3OMANHM NMPENApaTH OT YOBELLKY YepeH Apo6 M ThHKM YepBa
OKa3Bar, 4e KNHHAAMHLNH ¢ OKHCAsABa oCHOBHO upe3 CYP3A4, ¢ Mansk nprHOC OT CYP3A5 3a Ja
obpa3syBa KIHHAAMULIMHOB CYI(OKCHA M €AHH BTOpPOCTENEHEH METABONNT —
N-1e3MeTHAKIUHAAMH LK H.

[TpoyuBaHHATa HA CEpyMHHTE HUBA CJ1e/l MHOPOKPATHO NPHIOKEHHE Ha KTMHAAMHUKH XHAPOXIOPKA
C MPORBIXUTENHOCT A0 14 OHK He NMOKa3BaT JaHHM 34 KyMYIKpaHe UK HIMeHeH MeTaboaH3IbM Ha
JIeKAPCTBEHOTO BELIECTRO.

Jlo3u o 2 rpama KWIMHAAMMLUHH OHEeBHO 3a 14 guu ca 6uiiu gobpe noHeceHH OT 3ApaBH AoGposonuy,
C M3KJIIOYEHHE Ha TOBA, Y€ YECTOTATa HA FACTPOUHTECTHHAIHUTE HEXeNlaHU peakL UM € MO-BHCOKA C
NOBHLIABaHE Ha JO3UTE. |

EnMUHUpaHe
Cpeanuar OMOSOrUUeH NONYXHBOT € 2,4 yaca. CepyMHHUAT NOJYXHBOT HA KITWHAAMHLIMH € JIEKO

NOBHULIEH NPH MAUKEHTH ¢ oTcnabeHa 6bOpeuHa PyHKUHUA.
PapMakOKHHETHYHH NPOYUBAHHA NpH AOOPOBOILM B CTapyecka Bb3pacT (61-79 roaMHK) K Opu no-
MJaaH Bb3pacTau Aobposonun (18-39 roannu) nokasear, ye Bu3pacTra, cama no cebe cH, He HIMeHs
dapMakoOXNHeTHKATa Ha KTHHAAMULUKH (KIUPBHC, MONYXHUBOT Ha eNHMUHKpade, o6eM Ha
pasfnpeeneHue ¥ Mol NOA KpUBAaTa Ha Nila3MeHaTa KOHUEHTPALKA) clell MHTPABEHO3HO
PUIOKEHHE Ha KTHHAAMHLIME pochaT. Cnen nepopantHo NpHIOKEHHE Ha KNTHHAAMHLHWH
XUAPOXJIOPHA NONYXKHBOTHLT Ha €TMMHHHpaHe HapacTsa a0 npubnusnrenHo 4,0 yaca (nMana3oH ot
3,4-3,1 yaca) B cTapyeckaTa Bh3pacT, B CpaBHEHHE ¢ 3,2 yaca (anana3oH ot 2,1- 4,2 yaca) 3a no-
Mnajara ppapacT. Konnuectsoro Ha abcopbuunara, obade, He ce pa3nn4aBa B JBETE Bb3PACTOBH IPyIH
H He € HeoOX0AMMa KOpeKiiHA Ha A03aTa 3a NailMeHTH B cTapuecka Bb3pacT ¢ HOpMailHa qepH
(YHKIHA 4 HOpMATTHA {KOpHIrHpaHa CpaMo Bb3pacTTa) Ou0peuna ¢hyHKuus. '
XeMoaMainizaTa 4 nepuTOHeanHaTa AManu3a He ca epeKXTUBHH 3a OTAeNAHe Ha KIIHH
cepyma.

(erieca; OCTATbKBT €€ EKCKpETHpa kaTo OMOHEeaKTMBHU MeTaboNHTH.




[lefHaTpUYHY NALMEHTH CBC 3ATNLCTABAHE Ha Bb3PacT OT 2 10 NMO-Manko oT 18 roauHu u Bb3PACTHHU

ChC 3ATIHCTABaHE Ha Bb3pacT oT 18 a0 20 roauuu

AHaNHIBT HAa PAPMAKOKHHETHYHUTE JAAHHH [IPY MEMATPHYHH NAaUHEHTH ChC 3aTTbCTIRANE HA
BB3PACT OT 2 10 NO-MANIKO OT 18 roOAWHH U BL3PACTHH CBC 3aTALCTABAHE HA BH3PACT OT 18 10

20 roauMHM Moka3sa, 4e KIMPBHCHT HA KITHHAAMKLUMH ¥ 00eMbT Ha pasnpeaeneHne, HOpManu3UpaHu
o o6110TO TeNecHO Terno, ca CpaBHUMH, HE3ABUCHMO OT 3aTTLCTABAHETO. |

3.3 IlpeanxknuHuuHH NJaHHH 32 6ezonacHoCT

KaplLHHOre HHOCT
He ca npoBexJaHHd NpOABIKHTEIHN NPOY4YBaHUA NPU KHBOTHH ¢ KNHHAAMMILHH 33 ONpeJeisHE Ha

KapUHHOIECHHHS NOTEHIIKMAM.

MyTaresHocT

ITpoBeaeHHTE TECTOBE 32 FeHOTOKCHYHOCT BKIIIOYBAT MUKDPOHYKJIEAPEH TECT [PH MITbXOBE U Ames
Salmonella reversion test. M npu nBata TecTa ca oTHETERH OTPHLATENHU PE3YNTATH.

YpexaHne Ha GepTHIMUTETA

[TpoyuBaHuATa 32 epekT BbPXY (PEepTHRHTETA PU IITBXOBE, TPETUPAHH C NEPOPATHHI O3 40

300 mg/kg nueBHo (npubnusurento oxono 1,1 mpru Hall-BHCOKATA [IPEMOPbYNTENHA 1032 34
BB3PacTHU NpH X0pa, GazupaHa Ha mg/m?), He ca nokasanu edeKT BEPXY depTHIHTETA WK
cnocofHOCTTA 32 YUPTOCBAHE,

[pyr npoyusaHuaTa Ha eMOpHOGDETANTHOTO Pa3BUTHE NIPH NEPOPAITHO MPHUIOKEHHE NMpH MIBXO0BE U
NOAKOXHO MPHIOXKEHHE NPH MNIBXOBE ¥ 3alLiM He ce HabJiloaaBa TOKCHYHOCT 3a PAa3BUTHETO, OCBEH
npx 1034, BOACIIH OO MAHYHHA TOKCHYHOCT.

6. DPAPMAIHEBTHYHH NAHHH
6.] Cnucrk Ha NOMOIHMTE BelllecTRA

Hanayun C 150 mg xancynu
Hanayun C 300 mg xancyau

Marnesues creapar
[lapeBHyHO HUlLECTE
Tank

JlakTo3a MoOHOXUApAaT

Kanayuka u t4510;

THTaHOB DUOKCHA
XenatuH

6.2 HechLBMeCcTHMOCTH
Hsama.

6.3 Cpox na rogsocr
5 roaMHU

6.4 Crneuna/iHH yCIO0BHA HA CbXPaHEeHHe

Jla ce cbhXpaHsaBa Ipy TeMneparypa nog 25°C.
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6.5 BuaHcLabLpAKAHHE HA ONTAKOBKATA

bnucTepu ¢ Kancyny, ONakoBaHyX B KapTOHeHa KyTHA. B eaHa onakoska ce chabpxar 16 win
100 karncynu.

He BcH4KH BUIOBE ONAKOBKH Morat na 6bAaT nycHaTH 8 nponak6a.

6.6 CreunanHu npeanazHu MepKH NPH U3XBBLPJARHe H paboTa

Hsama cnieliHaHY H3IUCKBaHHA.

7.  INIPUTEXATEJI HA PAPEIHEHHETO 3A YIIOTPEBA

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles

benrus

8. HOMEP(A) HA PAZPEHIEHHETO 3A YIIOTPEEBA

Hananuy C 150 mg TBbpau kancynu: 20030574
Hanauun C 300 mg Tbpayu kancynu: 20030575

9. JATA HA ITBPBO PA3PEIIABAHE/TIOJHOBABAHE HA PABPEILIEHHUETO 3A
YIIOTPEBA

Jlata Ha mbpBo paspemasane: 05 asrycr 2003 r.
JlaTta Ha nocnaeaHO noaHoBaBaHe: 11 gexemspn 2008 r.

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

1




