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1. HME HA JIEKAPCTBEHUS NPOAYKT

Hedypoxon 250 mg dpruiMupann Tabnerky AT m{:.ﬁ!-lﬁ P.!’EHUMH nn nEKAPcTBATA |

[edyporon 500 mg punmupanu rabnerku

E npmrm xapaxmepucmu«a Ha npagyﬁma npunomeuue 1

/6 A S/ 33

nl-ll---r-l'-u-d-iul-ltll'Il--rrrl--rtr-t-rntltn'.-p---a-ni p."..p.-;c..,-

Cefurocon 250 mg film-coated tablets Kom Paz. Ne

Cefurocon 500 mg film-coated tablets

! maqpeweﬁue Ne'.

2.  KAYECTBEH H KOJMYECTBEH CHCTAB | .
 tgobperue M ,f

Hedypoxon 250 mg dbunmupany TabneTku:
Beaxa Tabnerka ceabpxa 250 mg uedypokcuM (cefuroxime), xaro neQypoKCHM aKCeTHI (ceﬂroxzme
axetii).

Lledypokon 500 mg dhrnmMupanu TabneTku: -
Beaka TaGnerka chaspika 500 mg nedypoxcuM (cefuroxime), kato HeypoKCHM aKCeTH (ceﬁlmxrme

3995 J’f 9 -09- zms

axetil).

33 WRJIHUAT CIIUCHK MOMOLIHMH BEIeCTBa, BHKTE To4UKa 6.1

3. JIEKAPCTBEHA ®OPMA

TR

Qunmupana Tabiaerka

Lledypokor 250 mg ca 6emv K0 NOYTH Genyt NPOXBITOBATH QHIMHApaHK TaGNeTKH, C O3HAYEHHE »A 337 o1
eIHaTa CTpaHa, rajKu OT Zpyrarta # pasmeps 16,1 mm x 6,6 mm.

Ledypoxon 500 mg ca 6enn no no4TH SelH NPOABITOBATH PHUIMMUpaHH TabNeTKH, ¢ O3HayeHHue ,,A 34” ot

€IHATa CTpaHa, IMajgku OT Apyrara v pa3Mepd 20,1 mm x 8,6 mm. - S T -

4. KJHAHHUYHH JAHHH
4.1 TepaneBTH4YHY MOKAZAHHA

- Hegypoxon ¢ noxaszaH 3a JICUSHHE HA CPERHN 10 TEKKM MH(EKUMH NPY BE3PACTHH H ACLA, MPUYHHEHHA OT
YYBCTBUTEIHH KBM ACHCTBHETO Ha 1edypOKCHM MHKPOOPraHM3MH (BXK, ToUKH 4.4 1 5.1):

Ocrbp HakTEpHANeH CHHYUT,;

OCTBp OTHT Ha CPEAHOTO YXO;

OcTpy ex3allepOaumy Ha XpoHHYeH OpoHXHT;

L{pcTHT; |

[Tuenonedpur;

Heycnoxneru HRGeKIHY Ha KOXKATA U MEKHTE ThKaHHK;
JleueHne Ha paHHH npodaBH Ha JlaiimMcka Gomnect.

Tpa6sa na ce B3eMaT npeApra OOUIHATHITE HACOKH 3a MpaBHIHAaTa ynoTpefa Ha aHTHOAKTEPAATHE o
CpencTBa,

OCTEpP CTPENTOKOKOB TOHSHIHT U GapHHIHT; . | R



4.2 Jo3upoBKA H HAYHH HA NPHJIGKEHAE

Io3MpOoRKa

OGHuAHHAAT KypC HA NeUeHHE & CefieM JTHH (MOXKe [ BAPUDA OT NIET A0 AECET MIHH).

Tabruya 1. Bvapacmuu u deya (> 40 kg)

Tloxazanue Jo3HpoBKA
OcThp TOM3WIAT H GaphHTHT, OCTHP 250 mg apa METH JHEBHO
HaKTepHATCH CHHYHT
OCThp OTHT Ha CPEAHOTO YXO 500 mg ABa I'BTH AHEBHO
Octph ex3alepGalny Ha XPOHKHICH GPOHXHT 500 mg npa IETY AHEBHO .

[luctut -

250 mg Apa I'BTH JHEBHO

[TuenoHeGput

250 mg apa TTH AHCBHO

HeycnokHeH: MHOEKIMH Ha KOXKaTa M MCKUTE
TBKaHU -

250 mg aBa THTH JHEBHO

NatiMcka 6onecT

500 mg ABa IHTH AHEBHO 3a 14 mru (Mexay 1 Om
21 nHu) R

Tabauya 2. Jeya (< 40 kg)

Hoxgazanue

Yonlie—

JlosnpoBxa

OcCTbp TOH3UNKT H (PapHHTHUT, OCTED

10 mg/Kg ABA THTH AHEBHO, A0 MaKCHMaIIHAa 11038
0T 125 mg ABa MBTH JHEBHO |

GaxrepHancH CHHYHT

Jlenia Ha BB3IPACT [Be WK NOBEYE TOANHA C OTHT
HA CPEAHOTO YXO IWIH, KOTATO € TIPHIOKHMO, C
IO-TEKKH HHQEKIHH

15 mg/kg ABa MBTH AHEBHO, O MAKCHMANHA N034
ot 250 mg ABa IBTH JTHEBHO o

HHCTHT

15 mg/kg JBA ITbTH AHEBHO, A0 MaKCHMAJIHA 5032
ot 250 mg 1183 WBTH AHEBHO -

[Tuenoredpur

15 mg/kg ABa ITBTH AHEBHO, A0 MAKCHMATHA 034
oT 250 mg ABa HBTH AHEBHO 32 10 10 14 v

HeycnoxkHeHH HHGEKUMH Ha KOXKaTa 1 MCKHTE
TBKAHH

15 mg/kg nBa ITTH IHEBHO, 10 MAKCHMAIIHA 1033
oT 250 mg ABa MBTH JHEBHO -

JlatiMcka 6osecT

15 mg/kg ABa ITETH JAHEBHO, O MAKCHMAIHA 71033
oT 250 mg ABa bTH AHeBHO 3a 14 nuv (10 go
21 mHH) o

LlehypokoH TaGneTky He ¢a NOIXOAALIM 3a ACHA MOX S rORMIHA Bp3PACT. 32 HALUCHTH B TasH BL3PACTOBA.

rpyna ce npenops4sa ynorpedara Ha nepopasita CyCreH3uA.
Hsama 01T ¢ IPHIOKEHHS Ha HeQYPOKCHUM aKCeTWI NpH ACIA Ha BB3PACT MOA 3 Meceua.

Bufipeuno yspescoane

BezonacHocTTa ¥ epHKaCHOCTTa Ha 1edypoKCHM aKCeTHA NPH NANUCHTH © 6p0peuHa HeAOCTaTHIROCT HE

ca ycraHopeHH. [ledypokcuM ce eKCKpeTHpa ITABHO Hpe3 6nOpeuuTe.

IMpK TAIMEHTH CHC 3HATHTETHO

napyieHa 6s6pedHa’ QyHKIHA ce NPeroppYyBa 034Ta Ha nedypokcuM Aa C¢ HaMally, 3a Aa Ce KOMIICHCHpA
sabapenara exckpetys. LiedypokcHM ce eTMMUHAPa ¢(PEKTHBHO ¢ AHATH3.

Tabruya 5. lpenopvuumentu dosu Llehypowon npu 6vopenno yepegicoare

KpeaTHHHHOB KAUPBHC Tin penopbYHuTENHA 1032
| L (uacose) o
> 30 ml/min/1,73 m* 14-2,4 | He € HeoBXoAHMMA KOPEKIMA Ha 103aTa (CTAHAAPTHA |
nosa oT 125 mg no 500 mg nBa MHTH IHEBHO)
10-29 ml/min/1,73 m’ 4,6 CTAHOAPTHA MHAMBHAYANHA 038, iABAHA HA BOCKH
24 vaca |
<10 ml/min/1,73 m® 16,8 CTaHIapTHA MHAHBHAYAIHA 1034, [aBAHA HA BCEKH |
48 yaca | __ '_*:
| # - '-r:tt?’:
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[TanueHTH Ha XeMOJHATH3A 2-4 NONBIHATEIHA CTAHIAPTHA MHIMBHIYATHA 1032
TpsOBa Ja ce 1aBa B Kpad Ha BCAKA AHANH3A

Yeprodpobro yapesicoane -

HsiMa HANHYHY N2HHK 3a TAUKEHTH ¢ YepHoapoluo yepexaane. Toil kaTo LedypoKCHM CE €KCKpeTHPA
INIaBHO upes OROpeuHTe, HE Ce 0YaKBa HATUIHETO HA HApYLIEHa yepHOAPoOHA PYHKIMS N3 HMA edeRT
BEPXY HaApMaKOKMHETHKATA Ha ey POKCHM, | - "

Havune Ha npunoxeHue

34 [IepopATHO NPHWIKEHHE.
Uedypokon TabneTku TpsadBa aa ¢e NpUEMAaT CIEA XPAHEHE 33 ONTHMANTHR aOcopbuus.

Tabnerkure LledypokoH He Tpa6Ba Ja ce Pa3TPOLIABAT K NO TA3¥ NPHYMHA HE CA NOAXO/AMIM 33 NCICHHE Ha

MAUMEHTH, KOMTO HE MOTaT Aa MOTIBIIAT TabneTKu.

" 43 TpornBonoxa3aHHs

CBPEXYYBCTBUTEIHOCT KBM aKTHBHOTO BEIIECTBO HJIM KBM HAKOC OT TIOMOIIHHTE BEIICCTRA, H30pOeHH B

TouKa 6.1.

[NaLeHTH ¢ H3IBECTHA CBPHXIYBCTBUTENTHOCT KBM Le(anocTIopHHOBH AHTHOHOTHIN.

AHAaMHECTHYHM JAHHH 3a TEXKA peakuMs Ha CBPBXUYBCTBUTENHOCT (HAMp. aHAQAIAKTHIHA PEAKIAL) KBM

APYT THIT GeTa~-TaKTaMHH aHTHOAKTEPHATHN CPeNCTBa (IEHULMIMHA, MOHOOAKTaMH A KapbaneHeMn).

4.4 CreunaJHn NPeAYNPAACHNUA H NPeINa3HH MEPKH NpPH YnoTpeda

PeakiliH Ha CBPBXYYBCTBUTENHOCT ' .

Crienpanio BHHMAHHE ¢ HEOOXOAMMO [PH TAUMEHTH ¢ aHAMHE3a 33 aJlepTuiHa peaxiyd KbM NEHALTHRH
Wil apyrd Gera-NakTaMAM aHTHOMOTHIM TOpafy PUCK OT KPBCTOCAHA HyBCTBUTEIHOCT. [TonofHO HA
BCHYKH GeTa-JaKTaMHH AHTUOAKTEPHATHH CPENCTBa MMa CHOOIIEHHA 3a CEPUO3HH M MOHAKOTE ¢Qarandn
peaKiHH Ha CBPBXIYBCTBHTENHOCT. B ciryuali Ha pasBHTHME HA TEXKAa PEAKIWA HA CBPBXTYBCTBHTEIHOCT
nedenuero ¢ nedypokcuM TpaOBa Za ce MpeyCTaHORH He3albasHO H ja ce MpearnpHeMar NnoaxXoAdIin MEPKH
3a CIIENIHO MEYEHHE, | e

peny 3anoyeaHe Ha JeueHHe TpsA6Ba 1a C¢ yCTAHOBH JANM NAUMEHTHT HMA aHAMHC3& 38 TEMKH peaKiyy Ha.
CBPBXYYBCTBMTENIHOCT KbM ULedypokcuM, KbM ApYrH uedanocnopHHy HAH KbM APYrd THIIOBG Oera-
naxTamMHu cpeacTsa. LiedypokcuM TpsabBa a oe NpHNara ¢ MOBUIISHO BHHMAHHE MPY MALHEHTH ¢ aHAMHE3a

33 HETEXKKH PEAKLMH HA CBPBXYYBCTBHTEIHOCT KbM ApYrn DeTa-nakTaMHH CPEACTBA.

Peakia ua Jarisch-Herxheimer

Peaxipaa Ha Jarisch-Herxheimer ¢ nabnionasana cnen nevenre Ha Jlafimcka Gonect ¢ UeypOKCHM aKCETHL.
Ta3u peaklMa € NpsK Pe3yiTar OT GakTepHIMAHOTO feicTBHe HA LEQYPOKCHM AKCETHI BBPXY IIPATHHATSNS |

ga JaiimMcka Gomecr, cninpoxerata Borrelia burgdorferi. IaumenTute TpsOBa fa Ce NPEAYNPEIAT, 1€ TOBA © .
qecTa U OGMKHOBEHO CaMOOTrpaHMYaBailia c€ peakilks BCICACTBHE HA AaHTHOHOTHYHO JICUeHHE HA Jlaﬁmcxa?.i '

Gonect (Bx. Touka 4.8}

CBDBEXPACTEH HA HEYYRCTBUTENIHY MAKDOOPraHN3IMK
KaKTo [pu APyTH aHTHOHOTHIM, IPUIOKEHHETO HA 11eypPOKCHM aKCeTIIT MOXE ia A0BE/IC 10 CBPBXPAcTCX

Ha Candida. TIPOABMKUTSIHOTO NPHIOKESHHE MOXKE ChHIIO Aa AoBeAe A0 CBPBXPACTeXK . HA APyTH .
HEYYBCTBHTEIIHA MUKPOOPraHH3MH (HAMp. CHTEPOKOKH H Clostridium difficile), xoeT0 MOXe Aa HAI0XKH

criMpase Ha JiedeHneTo (BK. Touka 4.8).
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TlcesnoMeMOpAHO3EH KOJHT, CBBP3aH € NpHeM Ha aHTHOAKTSPHATHH CPCACTBA, CC chofliasa ¢ MOYTH "~ .

BCHYKH aHTHOAKTEpHAIHH CPEICTBA, BIJIIYHTEIHO U IEPYPOKCHM, KaTO 10 TEAKECT MOKE Aa BapHUpa OT-TeK~

vy )

3

i

mo xusoTo3acrpamasan. Tasy guarxos3a Tpabsa A2 ce uMa NpeABUN DPH NAIMEHTH C OMapys o BpEME Ha. -\ -

u'h

. (g

[
.!-
-8
.
i
I
!
i
i



FUTH CHIEN TIPHAOKEHHETo Ha uedypokcHM (B, Touka 4.8). B Tean cirydau TpabBa Ja c¢ 0OMHCIH CrvpaHe

Ha JIe4EHMETO ¢ LeyPOKCHM K NpHnoxenue Ha cnienmduuna Tepamus 3a Clostridium difficile. He Tpa®sa a. .

ce Tipuiarat NEKAPCTBERM IPOAYKTH, KOUTO HHXHOHpAT NEPACTAITHKATA (BK. To4uka 4.8).

IToBnusBaHE HA PEIVITATHTE OT AHATHOCTHYHHH TCCTOBE

PaipuTHETO Ha NONOKUTENSH TecT Ha Coomb’s, ¢BBp3aHO ¢ NMPHICKEHHe Ha LEHYPOKCHM, MOXe Jia

MOBJIHAE Ha KPheTocaHaTa npoba 3a CEBMECTHMOCT MpPH KpBBONpETHBaHe (BXK. Touka 4.8).

Twii ka0 MpH MpOBEXAAHE Ha QepALYAHHACH TECT MOTAT Aa Ce MoNydaT QallMBO HEraTHBHH peaymam,fg
33 M3CJENBAHE HAa HHBATA HA IIOKO3a B KPBBTA/IUIasMara MpH IAUHEHTH Ha Hed@ypOKCHM aKC'BTHJI ce

Iperopbisa ynotpefara WM Ha [IFOKO300KCHAA3HHUA, HIH Ha XeKCOKHHA3HHA METO/I,

4.5 BiaumoaelcTBHE ¢ APYIrH JeKapCTBeHH MPOIYKTH H ApYrH GopMH Ha B3aHMOAecTBHE

JlekapcTBa, KOMTO BOAST A0 IMOHWXKEHa KHCENHMHHOCT B CToMaxa, mMorar na AOB€Iar A0 TO-HHUCKa
6HOHAAUYHOCT HA UE)YPOKCHM AKCETHII, B CpaBHEHHE ¢ GHOHANHYHOCTTA, NOCTHIaHA MPH NPHEM HA NIATHO, -

H CBILO TaKa, Ja eTuMUHNpar edpexTa Ha noaodpaRane Ha abcopOLaTa NPH NpHEM CISH XPaHEeHe.

Iledypokcum akceTHn Moe A2 MOBIHsE CTOMAmHO-4peBHara (uiopa, KoeTo da AOBexe A0 TI0-HHCKS

peabcopbLps Ha eCTPOreHH M HaMaleHa eHKACHOCT Ha KOMOMHHpPaHHTE NIEPOPATIHN KOHTPAUESITHBH.

Hedypokcum ce exckperupa upes raomepyiaHa dmirpaius W TyOynHa cekpems. ‘He ce mpenopbusa '-
EIHOBPEMEHHO NPUIIOXKEHHEe ¢ MpobeHeinn. ENHOBpeMEHHOTO NpHIOKEHHMe ¢ NPOOCHELM 3HAYHTENHRO
MOBHIIABa TIHKOBAaTA KOHLEHTpaliMd, MJIOIUTa T[IOA KpHBara CEepyMHa Komemaunﬂnpeme H

ENYMHMHALMOHHUA TOAYXHBOT Ha LIEPYPOKCHM.

ERHOBPEMEHHOTO MPHOKEHHE C IEDOPATTHY aHTHKOArYIAaHTH MOXKe 1a J0Bee 10 MOBHUILABAHE Ha
MEXAYHAPONHOTO HOpMaHHSHpaHG cpoTHOmEHUE (INR).

4.6 meprmnre'r,ﬁpemennoc:'r H KbpMeHe

bpeMmeHHoOCT

Mma orpanuyeny naHHM ot yroTpedara Ha uedypokcum npH OpemeHHH skeHE. [IpoyiBaHHATa IIPH KHBOTHH
HE MOKA3BAT BPeAHH eeKTH BEPXY OpeMEHHOCTTA, eMOPHOHANHOTO ¥ QETANHOTO PasBHTHE, pamuaﬂero M

MOCTHATATHOTO PA3BHTHE.
[ledypokon TpabBa Aa ce npeAnucBa Ha OpeMEHHH KEeHH CaMO aKo IOJI3HTE HAABHIIABAT pncrconere

KppMeHe

IedypokcuM ce OTAeNA B KbpMara B MalIKd kommyecTBa. He ce odakpar HEKeNaHw peaxmm TIIpH -
TepaneBTHYHH NO3H, BHIPEKH Y€ He MOKE A3 ce M3KMIOUH PHCK OT PasBHTHE HA AHapus W T'HOMYHA
HHOPEKIMA HA TUTraBUUATE. Pa3BUTHETO HA TE3W PeaKldd MOXe 0a HAJIOXKH CNIHPaHe H& KEPMEHETO. Tpabea
© Jla ¢& UMa MpeXBU BB3IMOXKHOCTTA 33 CEHCHOHAY3BaLya. |
I{edypokon TpaOBa Oa ce TIpUNAra rpd KbPMAaykd, CaMO ClI€O OLEHKA Ha OTHOUWECHHETO nomaa’pncx oT

JIeKyBallus JeKap.

QepryinTeT

Hsava naHsH 3a e@emme HAa LePypOKCHM aKkceTwn BbPXY (epTHIHTETa IIpH XOpa. Pel'[po,uf,fl(THBI-l]fl:

NPOYYBAHKA IIPH KUBOTHHA HE ca NOKa3any ehekTH BPLPXY GepTnuTeTa.

4.7 E(llEKTH BBLPXY cnocoOHOCTTA 32 MOopHpaHe ¥ padoTa ¢ MALITHHH .

He ca Hpoaemaﬂn Ipoy4BaHus 32 eeKTHTe Ha HedyPOKCHM BEPXY CIOCOGHOCTTA 3a IOgHpaHe 1 paGota
¢ MammAR. Bee mak; Thil Karo JIEKapCTBOTO MOXE A [MPHYMHK 3aMasHOCT, NALHEHTHTE Tpaﬁna na 6naar-

npeaynpeaeHy Aa 6paT NpeanaszIued Mpyu modupane H paboTa ¢ MANIMHH.

4.8 HexenaHn ieKapcTBeHH PeakIHn

Haii-yecTHTe HEXENAHM PEaKUMH ca capbxpacrex Ha Candida, eosnHodumns, raasobonve, 3amaanocr, N

raCTPO-MHTECTHHATHM HapyIIEHHS H MPEXOAHO NOBUIIABAHE HA YEPHOAPOOHHTE SHIUMH.

CoEME o n s opnops i e
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KaTeropu3upaneTro no YecToTa Ha HeXEJIaHHTE JIEKAPCTBEHH PeakLiy no-1ony € npnﬁnnamenno, THit KaTO

33 TIOBEYETO peakii He ¢a HATHYHH MOAXOMIIM JAHHY 32 M3SHC/ISBAHEe HA YeCTOTaTa (HANPHMED, TakHBa,
OT IUIaLeO-KOHTPOIMPAHH KIHHHYHK TPOyIBaHus). B HOIBIHEHYE YeCTOTATa HA HOKCITAHUTE nexapcmenn

peaKLH, GB’LpBaHH ¢ uedypOKCUM aKCETHII, MOXe A2 Bapypa B 3aBHCHMOCT OT Hnnnxalmra

Hauuy oT OOMMPHY KITHHWYHM MPOYYBAHUA €A M3NOA3BAHM 33 ONpPEAENAHE HA 9YECTOTATa Ha Hemenaﬂme
JIEKAPCTBEHH Peaki¥ B KaTEropyuTe OT MHOTO 4eCTH N0 peAKH. YecTOTUTE HA BCHUKH APYTH HEXKENAHH
NEKapcTBeHK peakuuu (T.€. Tesm ¢ uectota < 1/10 000} ca yCTaHOBCHHM TIWaBHO B3 OCHOBa Ha

[OCTMAPKETUHIOBH NAHHH M YECTOTATa HM 3aBHCH OT HECTOTATAa HAa CHOOILABAHC HA HEKETAHH PCaKIH, a’

He OT peanHara udecrora. Hama pansu oT mnauebo KOHTPOJHpaHH MpPOYqBAHHA. Koraro 4ecTroTara Ha.
HEXEJTAHNTE PEaKIHA C¢ M3UHCHABA OT JaHHH OT KJIMHHMYHH IPOYYBAHMA, TOBA CC OCHOBABA HA CBBp3aHH C-
JIeKapCTBOTO JAaHHH (IO TpENSHKa Ha H3cieaorarens). IIpy BcAko rpynHpaHe B 3aBUCHMOCT OT qecro*rara,
HEeNaHHTe ﬂelcapCTBeHH peakiiy ca H30POSHH B HM3XOAALN Pell MO OTHOLICHHE Ha TAXHATA cepuoanocr

CB'pr&HHTe C NICYCHMETO HEXENAHH JICKApCTBEHH DPEAKLUHH, BCUMKM CTCMCHH, 04 HzﬁpOCHH uo-,uony,
~ cprmacEo. MedDRA, 10 CHCTeMO-OpTaHeH KJAC, YecToTa W CTefeH Ha Texecr. M3noaspaHa € CIIeHHATa
knacH(UKalA Ha YECTOTATA HA HEXKCJIAHWUTE IEKAPCTBCHH PEAKUMK: MHOTO YECTH >1/10; wectr 21/100 no

<1/10; meuectn >1/1 000 g0 <1/100; penxu >1/10000 o <1/1000; muoro pexn < 1/10000 1 ¢ HEM3BECTHA

yecToTa (OT HAIMYHHTE AaHHK He MOXKeE Aa OBblic HaNpaBeHa OLEHKA).

CucTeMo-0pranes YecTh Heuectn C Heﬂanecma} YecToT
KAAC '
Hubexnyn u CBpBXpacTeX Ha CBpPBXpACTeX Ha .
HEQECTAIY Candida Clostridium difficile
HapyuieHnus Ha €O3MHOQHNHS MIO3HUTHBEH TECT Ha XEeMONUTHYIHA aHeMHA
KPbBTA U | Coomb’s, |
nuM@HaTa CHCTEMA TpOMOOLHTONEHHA,
JIEBKONICHUA
(ITOHAKOTA TEXKKA)
Hapymienus Ha NIEKapCTBeHA TpecKa,
AMYHHATa CHCTEMA cepyMHa |
- fonecr, anadmnaxcna,_
peakims Ha Jarisch-
Herxheimer
HapynieHus Ha | rapoboiue, 3aMaAHoCT
HEPBHATA CHCTEMA
CToMallIHO-YPEBHH IHapHs, TaJieHe, MOBPBIIAHS ncepaoMeMOpaHo3eH
HAPYIICHHS | KOpeMHa DOIKa KOJIHT -
XenarobunpapHu TIPEX0JHO K BITEHAA (TPSORMHO
HapPYIIEHUA NOBKINABAHE HA HUBATA XOJIECTATHIHA), XENaTAT
HA YepHOAPOOHHTE |
EH3UMH
Hapymenus ya KOXHH 06pUBH YPTHKapH4, |
KOXKaTa cbpOeK, epuTeMa
NOAKOXKHATA ThKaH mynTudopMe,
CHHIPOM Ha
Stevens-Johnson,
TOKCHYHA
eNHUACPMATHA
Hexponu3a
(ex3aHTEMHA
HEKPOIH3a) (m: -
Hapywenun Ha. |
UMYHHAGMA
cucmema), -
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AHIMOHEBPOTHYICH
eneM |

Onucanue na u3dbpanu Hexceaany peakyuu |
L{edanocnopHHNTE KaTo K1ac HMaT CBOHCTBOTO A3 ¢€ a1COpOHPAT BEPXY TOBBPXHOCTTA Ha MEMOPAHHTE
Ha YepBEHHTE KPLBHH KIETKH M fla PEarupar ¢ aHTHTea HaCOUeHH Cpellly IekapCTBoTo, B pe3yNITaT Ha
KOeTO [a MOSHTHBHpAT TecTa Ha Coombs (KOSTo MOkKe Aa IOBIHAE HA KPECTOCAHATA npoba 3a
CHBMECTHMOCT [IPH KPHBOMPEIHBAHE) i MHOIO PATKO A3 MPHIMHAT XeMONHTHIHA ZHCMILL.
HabniofapaHo € NpeXons0 NOBHIIABaHE Ha CEPYMHHUTE HIBA Ha yepHOAPOOHATE EH3UMH, KOETO
o6HKHOBEHO € 00paThMo., | ?

Heduampuuna nonynayus
TpodwrtT Ha Ge30TIACHOT Ha LiedyPOKCHM AKCETHN MPH /ella ¢ B ChOTBETCTBHE € npodnnia IpH
BB3PACTHH.

Crobuapane Ha IONO3UPAHY HEKEIAHH PDEAKIIHH ;

Cpobiapanero HA NMOZO3MPaHM HEXEaHH PEaKklUuy Clej) paspeliaBaHe 3a ynorpeba Ha JeKapCTBEHMA
IPOAYKT € BaXHO. TOBa MO3BOASBA 3 NMPOXBINKH HAOMIOZEHHETO HA CHOTHOMICHHMETO NOJ3a/pHCK 33

NEKApCTBEHHA MPOAYKT. OT MEAMUMHCKHTE CIENUATHCTH ¢ W3NCKBa ja ChoOIIaBaT BCAKA NOXO3Apana -

HekellaHa peakiys 9pe3 HalHOHaIHATa CUCTEMA 3 crobImapane:

HanenauTeAHa areHuMs no aeKkapersara
yi. ,.Jdamas I'pyen” Ne 8

1303 Codun

Ten.: +359 2 8903417

yebcabiT: www.bda.bg

4.9 IIpenosupane

IMpeno3upaHeTo MOXe Aa J0BENE A0 HEBPOIOrHYHH OCAEACTBHS, BKIIOIWTEIHO eHUedanonaTHA,
rppuoBe ¥ koMa. CUMITOMH Ha MpeIo3MpaHe MOTAT 12 CC MOABST, aKO 03aTa HE €T HAMAJIsBA
MPABHIHO NPH NALHEHTH ¢ OBOPEUHO YBPEKAHE (BX. TOUKH 4.2 1 4.4).

CepymuuTe HIBA H2 1lePpyPOKCHM MOFarT Aa GLAaT NOHWXKEHH Ype3 XeMOAHANIH3a WY [IEPUTOHCATHA
nHann3ia. ' :

5, @OAPMAKOJIOTHYHH CBOUCTBA

5.1 @apMaKOAHHAMHYHH CBOHCTBA

DapMaKOTEpAEBTHYRE TPYNA: aHTHOAKTEPHANHH CPEJCTBA 33 CHCTEMHO NPHIOKEHHE, BTOpa reHepaLHs

nedanocnopuan, ATC xox: J01DCO2

MexaHu3bM Ha JIEHCTBHE | | |
LehypoKcHM aKCETHI C¢ XHAPONHU3HPA HPe3 ecTepasHil CHIHMH 10 aKTHBHMSA AHTHOHOTHK LehYPOKCHM.

. LiedypoxcuM uuxubupa cuHTe3a Ha OakrephanHara KI€TBUHa CTCHA Hpe3 CEBp3BAHE C TNEHHIIHH-
cepp3paum npotewHn (PBPs). Tosu BoaM 70 NpEKBCBAHE HA fHOCHHTE3aTa Ha KICTHIHATa CTeHA
(NeNTHACTIMKAHN) W cJIel TOBa KO IHTONHN3a B CMBPT Ha KileTKaTa. -

Mexayu3sM Ha PE3NCTEHTHOCT

BakTepHATHATA PE3UCTEHTHOCT KbM LEedypoKcHM Moke [a Ce NB/KH HA GIUE MM MOBEHC O CHCOHHATE

MEXaHH3MH.

. XHAPOJIH3a upes GeTa-NaKTaMasH; BKIOYHTENHO (HO HE OTPaHHICHO o) Gera-naxTamasit ¢ pasii

cnéktsp (ESBLs), kakto H AmpC eH3UMH, KOMTO MoraT za C¢ UHAYLHPaT HJIHTMﬁH{{ ,uaca
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AKTMBHPAT OT IOTHCHATO CHCTOAHWE NPU ONpeneNeHH aepobum I'paM-OTpHUATENHH GaxTepHaNHK
BHJIOBE; : |
HaMaJieH aMHUTET Ha CHHLUANH-CRBP3BALINTE TIPOTEHHH KM Le(yPOKCHM;
’ HEMPOMYCKIMBOCT HA BHHILHATA MeMOpaHd, KOSTO OrpaHMyaBa AOCTBNA HA uedypokcHM a0
MeHUIILTHH-CBBP3BAILHTE TIPOTENHH IipH | paM-oTpHIATENHA DaKTEpUH; o
. GaxTepuanHy eQIyKCHH IIOMITH.

3a MHKPOOPraHH3IMUTE C TIPHAOOHTA PE3UCTEHTHOCT KBM APYTH HHXCKLMOHHH uedanoCNOpHHH CE 0YaKBa -

[a Ca Pe3HCTEHTHH H KbM UePYPOKCHM.
B 3aBHCHMOCT OT MEXaHM3Ma Ha DPE3UCTEHTHOCT, MHKPOOPTAHHU3MHTE C npunoOHTa PE3SNCTEHTHOCT KBM;,
MeHNIWIVHA MOTAT /1a POABABAT HAMATIEHA YyBCTBUTEITHOCT HIH PE3NCTEHTHOCT KbM e ypOKCHM. |

[paHH4YHH CTORHOCTH 32 UeHYPOKCHM AKCETH - ;
- I'paEMuHMTE CTOWHOCTH HA MEHHMAIIHATa HHXUOHpalla KOHIICHTPALHA (MIC), onpenenern oT EsponeAckus
KOMHTET 32 M3CNCABAHE Ha aHTHMHKpPOGHa vyBcrsurenHoct (European Commitice on Antimicrobial
Susceptibility Testing) (EUCAST), ca kakTo cneasa: - | :

MuKpOOPTraHA3bM Cpann4nu croiinocTn (mg/l) L IZ:
Enterobacteriaceae * <8 > 31 '
Staphylococcus spp Jabenexka. 3abenexKka
‘Streptococcus A, B,Cu G JabenekKa 3abenenka
Streptococcus pneumoniae <0,25 > 0,3
Moraxella catarrhalis <0,125 >4
Haemophilus influenzae <0,125 > 1
['paHH4YHUTE CTOMHOCTH, IE IE’ s
KOMTO HE Ca CBHP3aHH C BHJA I

' I'pasuuHHUTE CTOHHOCTH Ha Lie(aOCNOPUHATE 32 Enterobacteriaceqe yCTaHOBABAT BCUUKH
KIMHAYHO 3HAYMMH MEXaHH3MM Ha pesucrentHocT (BimounrenHo ESBL W mnasmup- Meauupasa
AmpC). Haxou mamose, KOUTO mpoaynypar Gera-naKkTaMasH, Ca 1yBCTBUTEAHH KK HHTCPMETMEPEH '
KBM 3-TO H 4-T0 HOKOJNEHHE LedaToCHopyHy NO Te3M rPpaHIMHHM CTOMHOCTH 1 TPAOBa 1a ce CpOOIIABAT
Karo OTKPWTH, T.€ HAIHYMETo WM nuncara Ha ESBL camu 1o cefe CH HE NOBIHABAT
KATErOpH3HPAHETO N0 YYBCTBHUTENHOCT. B MHOTO 00nacTH OTKPUBAHETO H KATerOpH3HpAHeTO Ha
ESBL € npenophuUTenHO HWIH 380 BIDKATENHO 38 ICTHTE HA KOHTPON HA HHpEKIHHTE. ;
2CaMo HeyCIoXKHEHH HHMEKIHMY HA IIMKOYHHMTE TBTHIIA (umeTHT) (BoK. TOUKa 4.1).

> YypcreurenHocTTa HA CTAdHIOKOKMTE KBM LedaloCOpHHM Ce H3BEKIA OT METHLHIHHOBATA
YyBCTBUTEAHOCT, C M3KNIOYEHHE HA e TasSHAHM, UeDHKCHM H uedTrOyTeH, KOUTO HAMAT IPaHATHH
CTOMHOCTH U He TpsOBa Aa Ce IPHIAraT 3a JICYCHHE Ha cTapHNOKOKOBY MHDEKUMH. |

4 UyBCTBHTENHOCTTA Ha 6eTa-XeMOIMTUYHATE CTPEITTOKOKH OT IDyITH A, B, C u G k1M beTa-
MAaKTAMHTE C€ H3BEXIA OT YYBCTBHTENHOCTTA KbM TICHHITWIHH. |

> HemoCTarsyHO AOKA3aTENCTBA, Y€ BBOPOCHUAT BMI € AOOBp Taprer 3a JICHCHHE C
nekapcrsoto. Mowe ga ce cpoburasa MIC ¢ KOMEHTap, HO Ge3 npuOpyXKasama , -
KaTeropnzanms kato S wid R.

S = yyBcTBHTENEH, R = PE3UCTEHTEH

MHUKpOOHONOrHYHa 4YBCTBUTEIHOCT ; _'
Pa3snpocTpaHeHHETO Ha MPHAOGHTATA PE3UCTEHTHOCT MOXKE Ja BapHpa B PasiIMiHATE reorpadcki 00NIacTH H

¢ BpeMeTo 3a H3GpaHH BHIOBE, H 3aT0OBa ¢ HeoGXoAMMa MECTHA HHpopMaIua 32 PE3UCTEHTHOCTTa, OCOOEHO
npH 1e4eHne Ha TexkH HHdexuuu. IIpH HeobxoauMocT, Tpa6Ba Ja ce THPCH CHBET OT CNICIHAIUCTH, KOTaTo.
JIOKANHATA YECTOTa Ha PE3UCTEHTHOCT € Takasa, e MM0CTaBd MOA BEIPOC NPHIOKAMOCTTA Ha nebypoKcHM

AKCETHJI TIOHE NIPH HAKOU THIIOBE NH(EKIHH. P

—

L{edypokcHM 06HaMHO € aKTHBEH CPEILy CTISIHHTE MUKPOOPraHiIMHE in Vilro: Co e
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MHKPOOPraHH3MH, KOHTO 0GHKHOBEHO €A HYBCTBHTECIHA .

I"paM-NQIQKATENHY acpodu:
Staphylococcus aureus ( METHIIMIHH-1YBCTBHTEIICH ) *

Streptococcus pyogenes
Streptococcus agalactiae

["pamM-oTpHUATENHH aepodu:

| Haemophilus influenzae

Haemophilus parainfluenzae
Moraxella catarrhalis

‘*" .' u,- rxg_l' B

CHHpoxerH:
Borrelia burgdorferi

MHUKPOOPTaHH3MH, IPH KOHTO NPH/10GHTATA PEINCTEHTHOCT MO2Ke 13 ¢ Mpodaem

["paM-IonoKUTENHN aepodu:
Streptocaccus preumoniae

['paM-oTpumaTENHH aepOOH:
Citrobacter freundii

Enterobacter aerogenes

Enterobacter cloacae

Escherichia coli

Klebsiella pneumoniae

Proteus mirabilis =

Proteus spp. (Ipyra ocBen P. vulgaris)
Providencia spp.

I"'paM-noJoxHTeIHY aHaepobu:

| Peptostreptococcus spp.

Propionibacterium spp.

["paM-OTpHLIATEIHH dHaepobu:
Fusobacterium spp.
Bacteroides spp.

HacaeacTBeHO PE3HCTEHTHH MHKPOOPraHuIMH

paM-nonoXUTEIHE acpobu:
Enterococcus faecalis

Enterococcus jfaecium

| ['paM-oTpanaTe sy agpobu:
Acinetobacter spp.
Campylobacter spp.

Morganella morganii
Proteus vulgaris
Pseudomonas aeruginosa
Serratia marcescens

["paM-OTpUIIATEIHH aHaepoOH.
Bacteroides fragilis _

HOpyru;
Chlamydia spp.
Mycoplasma spp.
Legionelia spp.

* BCHYKH METHLIMH-DE3HCTEHTHH S. qureus ¢a Pe3UCTEHTHY HA LEQYPOKCHM.

5.2 @apMaKOKHHETHYHH CBOHCTEA

Aﬁmgﬁgﬂ - f'_',::“.‘-.'.t"\ - .
Cnen mepopaned npueM LedypokcuM akceTwi ce abcopOupa B racTpo-MHTECTHHATHHA TPAKkT _g;:ﬁ?g;ggpﬁﬁ
XHApOAM3MPA B YpEBHaTa MYKO3a H KpBBTA, Karo MNo TO3H HatHH LeypokcHM Hbc’l‘ijﬂB&““Ba
kpbBOOGpaimenueTo. OnTHManHa aGcopGiusA ce NOCTHra MpU NPHEM BEAHATA CHEJ XPaHCHe. . - NP
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- pocrHrar npubnuanTenHo 2,4 4aca cliel NPUIOKEHHe, KOTaTo e pueMa ¢ XpaHa, CTENeHTa Ha aGcopOmua

Cnez npunoxenve Ha edypoxcHM akcernn TabneTKH MMKOBYU CepyYMHH KOHLICHPAlliH (2,9 pg/ml 3a no3a crr -
125 mg, 4,4 ug/ml 3a nosa ot 250 mg, 7,7 pg/mi 3a no3a ot 500 mg u 13,6 pg/ml 3a nosa ot 1 000 mg), ce::

NP

Ha uedyPOKCHM, IPUeT KaTo CYCNEeH3Nd, ¢ I10-HMCKa, B CpaBHEHHE ¢ TaONeTKHTE, KaTo TOBa BOAK A0 IO~
§aBHO JOCTHraHe W IIO-HHCKY CTOMHOCTH HA NMHKOBH CEpyMHHM KOHLEHTpPAallld H HAMaNeHa CHCTCMHA
GroHATMYHOCT (1o-HHCKH ¢ 4 mo 17 %). LledypoKCHM axceTwn nepopaiHa CYCTCH3UA H nedpypoKcHM
aKCeTUN TabaeTky He ca GHOEKBUBANEHTHH IIPH U3CIEIBaHHA NIPU 34PABH BB3PAacTHA H CICAOBATEIHO HE Ca
B3aHMO3aMeHseMy Ha 0a3a MIUIMIpaM 3a MUIKMIpaM (BX. TOHKA 4.2). apmakoxuHeTHKaTa Ha LePYPOKCHM €&
NHHeltHa MpH nepopalin no3i ot 125 po 1 000 mg. He ¢ Habmonasano HaTpynpaHe Ha e yPOKCHM CIeH,
NPOATKHUTENCH IIpUeM Ha nepopatHy KoM ot 250 zo 500 mg. :
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Pasnpenenenye | |
B 3aBHCHMOCT OT METONA Ha M3CMEIBAHE Ce YCTAHOBABA CBLP3BAHE ¢ IUIA3MEHHTE MPOTCHHH MEXAY 33 H 50

%. Cnen mpWIOXKeHHe HA €IHOKpaTHa no3a uedypokcum akcerwi 500 mg tabnerka npu 12 3mpas .
noGpoBonuy, NpUBMAHMA ofem Ha pasmpenencame e 6mn 50 1 (CV % = 28 %). KoHuentpanyy Ha
uedypoKCHM HAJ MUHHMAIHHTE HHXMOMTOPHH HKMBA 32 YECTO CPEIAHHTE NaToreHH Morar 4a ¢& [OoCTHIHAT:
B C/IMBMLYTE, CHHYCHTE, ODOHXMaJHATA NHMTABHIA, KOCTMTE, [UIEBPANHATA TEMHOCT, CTABHATA TEHHOCT,:
CUHOBHAIHATA TEYHOCT, WHTEPCTHUHAIHHTE TEYHOCTH, MUIbYKara, XPauKHTe H BBTPCOUHATA TEYHOCT. .
[{edypokcum NMpeMHUHABA KPBBHO-MO3buHaTa Oapuepa npu BE3NANCHHE HA MEHUHIHTE. B

L T Y TRLUE P |
R ' )

- BHD'Q&H@OQMQ;E;[ | | . I o i,,
LlebypokcuM He ce MeTaboIM3Hpa. - | o
EnnMuHHpaHe = :
CepyMHHAT BONYXHBOT € Mexay | 1 1,5 yaca. Lledypokcum ce eKCkpeTypa 4pes rngmepyma $urrpamus E -

TYGyIiHa ceKpeuns. BEOpeqnnsIT KNUpEHC € B rparui of 125 1o 148 mi/min/1,73 m . S '
Creyuatny HORYRAYWY NAYUCHINY | o i L e
| S

- Ilon

He ca Habni0AaBaHH Pa3IMKH BBB PAPMAKOKMHETHKATA Ha LedyPOKCHM MEKIY MBXE H XKEHH,

Crap4ecka BB3pacT

He ca HeoOXOMMMH CIELMANHM Npedlla3HH MCEPKH MPH NAlMEHTH B CTapuecka Bb3pacT ¢ HOpMalHa

656peuna QyHKUMA NpH A03H 0 oDMHalHATA MAKCMMAamHa 1033 OT 1 g nHeBHO. [lalineHTHTE B CTap9IECKa

BBIPACT € MO-BEPOATHO Aa MMar HamaieHa GbOpeuna ¢yHkuMa ¥ 3aTOBA NpH TAX A03aTa TpadBa Ia ce -
KOPHTHpa B 3aBHCMMOCT 0T GB6pedHara GyHKums (Bx. Touka 4.2). | . R 1

- IlenuaTpryvHa NOMyIALHA

I1pu xepMayeTa Ha BBE3PACT > 3 MeCcelia ¥ NpH Aela GapMakOKHHETHKATA Ha e ypoKCHM € CXOAHA C TasH,
HaOMI0NABaHA IPH BB3PACTHH. L . o
HsimMa HATMYHH DAHHH OT KIHHHYHA M3IHTBAHKA 33 IPHI0KEHUE Ha 1IepypOKCHM aKCETIWI OpH @ Ha B .
BB3pacT Mok 3 Mecena. S

BrOpetHo yBpekaHe | |
Be3omacHOCTTa H ehHKacROCTTa Ha LSQYPOKCHM aKCETH)I NIPH MALHEHTH € 6p0peyHa HEAOCTATHIHOCT HE C8

YCTaHOBCHH. o
LlebypokcM ce excperHpa OCHOBHO upe3 Gpbpemure. Ilopamu ToBa, KakTo MNP BCHIKM TaKkHBa
AHTHOHOTHLM, MIPH TALMEHTH ChC 3HAYMTENHO HapymeHa 6p0peuna GyHKIMA (T.€. KpeaTHHHHOB. KJIMPBHC <
30 ml/MUHYTa) c€ MpenopbuBa A03ara Ha LegypoKcHM aa ce HaMan, 3a jja ¢e KOMICHCHpa 3abaBeHaTa
exckpenms (Bx. Touka 4.2). Liedypokcum ce enMMHHUAPa ePeKTHBHO Upe3 AHANHA3A. - | -

e Thmap o= o "L
. [ .

YepHoapoOHO YBpEKAAHE -
HsaMa HaJMYHM DAHHM 3a [aOHeHTH ¢ 4epHoapobHO yBpexnaHe. TeH Karo nedypOKCHUM Ce ENHMHAMPA..

rapHo uype3 OBOpeumTe, HE C€ OYaKBa HANHIHMETO HA yepHOAPOOHA HHCHYHKUHA 12 HMa @EKTRBF'K)’
(hapMaKoKMHETHKATA Ha LedyPOKCHM. T N
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Bpb3ka dapMakokpHeTHKY/ QapMaKoAHHAMHKA

3a nedanocnopuHUTe ¢ YCTAHOBEHO, Y€ Hal-BAKHMAT (apMaKOKMHETHYCH/(apMaKONMHAMHYCH HHOEKC,
Kopenupall| ¢ etlmlcacnoc'rra in vivo, e Tasn 4acT OT A030BKA “HTepBad (% T), koraro KOHUECHTpaLUMATa Ha

cBOOOIHOTO BEIECTBO OCTaBa HAjJ MHHHMAJHATAa MHEXMOMpala KOHUCHTpALHi (MIC) Ha ue@ypoxcm 38

OTAEJHNTE TAPTeTHHA BUAI0BE (t.e. % T > MIC). | g

53 llpenlmnunqnn JaHHH 33 GesonacHocT

HexnuHUYHUTE DaHHW HE TOKA3BaT OCOGEH PHCK 3a Xopa Ha OasaTa Ha (hapMakoJOTHHHH IIPOYYBAHMA 38

0e30macHoCT, POYYBAHAA 34 TOKCHMYHOCT PH MHOTOKPATHO NMPHIaraHe, reHOTOKCHYHOCT, PeIPOAYKTHBHA

TOKCHYHOCT ¥ TOKCHYHOCT 32 pa3BuTHeTo. He ca nmpoBeiiaHy mpoyyBaHWs 3a KapLMHOTEHHOCT. BBHpeKd:

TOBA, HIMa AaHHH, KOHTO J1a IpeanoJiaraT KapuuHOTCHEH I[MOTCHLHA.

[aMa rIyTaMwil TpaHCIENTHAA3HATA AKTHBHOCT B YPHHATA Ha IUThXOBE ce HHXHWOHpa or PAVTHIHH.
unedarocnopHHy, obaue HUBOTO Ha HHXHOHpaHe ¢ 1edyPOKCHM € HO-HACKO. ToBa MOXE Ja € OT Sﬂattenne 38
TMOBNHUABAHE HA KIMHHUHHATES NaboparOopHU TECTORE IPH XO0pa. | ok

6. ®APMAIIEBTHYHH JAHHM
6.1 CnoucbhbK Ha MOMOILIHNTE BelleCTHBA

HAapo na rabierkara

MuUKpoKpUCTANTHA BeNyno3a
Kpockapmenosa HaTpuii

Harpues naypuin cyndar

- CunuiHeB ZHOKCHI, KonouaeH 0e3poneH
XHAPOreHHPAHO PACTHTSITHO MacIo
OUIMOBO TOKPUTHE

XumpoMmenosa (5¢P)

Turanos muokcun (E171)

Maxkporon 400 |

6.2 HecnbBMeCTHMOCTH
Henpunoxumo.
6.3 Cpok na roanocr

3 rogunm.

6.4 Chnenuajanu y¢J0BHS HA ChXpaHeHHE
To31 JIeKapCTBEH MPOMYKT Ha H3UCKBA ClielHaNHY YCIOBHA Ha CbXpaHCHHE.
6.5 BuaH cpabpRanue HA ONMAKOBKATA

Iedypokon 250 mg v 500 mg ¢prunmupann TabneTku ca orakoBaHy B OfiHCTepH Al/Al, TOCTaBCHH B
KaproHeHa Kytua ¢ 10 Tabnerxu.

6.6 Creumamnu ApeINa3HH MepKH NPH H3XBbPJsiHE H paGoTa

HaMa creLHaiHy H3UCKBAHHA. SR
7.  TIPUTEXATEJ HA PASPEINEHUETO 3A YIIOTPEBA

P
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GAPMAKOHC AL

oyn. ,,Ilefio K. fiBopoB” Ne 44 et.1
Cotna 1164 |

Brirapus R . i

8. HOMEP(A) HA PAZPEIIEHUETO 3A YIIOTPEBA

9. IATA HA ITbPBO PA3PENIABAHE/TONHOBSBAHE HA PASPENIEHHETO 3A
YIIOTPEBA

10. JIATA HA AKTYAJA3HPAHE HA TEKCTA | SR
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