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. MDR Gram(-) bakteri enfeksiyonlarinda eski antibiotiklerin yeni

uygulamalari

. MDR Gram(+) bakteri enfeksiyonlarinda eski antibiotiklerin yeni

uygulamalari

. MDR TBC enfeksiyonlarinda eski antibiotiklerin yeni

uygulamalari
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Antimikrobiyal direng,
dunya genelinde insan
saghgi icin en buyuk
tehtidlerden biridir
Ulkemizde de 6nemli bir

halk sagligi sorunudur
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ANTIBIOTIC RESISTANCE TIIBEAI’S

in the United States, 2013
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Ulkemizde Tedavi Gruplarina Gore llag Tuketimi
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2011 yilinda Dogu Avrupa Ulkelerinde
Antibiyotik Tuketim Miktarlari

DDD/1000 inhabitants per day

Bl Other antibacterials (J01X)

1 Antibacterial combinations (JO1R)

3 Aminoglycosides (J01G)

Bl Amphenicols (JO1B)

Bl Sulfonamides and trimethoprim (JO1E)

Tetracyclines (JO1A)

[ Quinolones (JO1M)

Ml Macrolides, lincosamides, and streptogramins (JO1F)
[l Other -lactam antibacterials, cephalosporins (JO1D)
Bl B-lactam antibacterials, penicillins (J01C)

Source: The Lancet Infectious Diseases(DOI:10.1016/S1473-3099(14)70071-4



YENI ANTIBIOTIK URETIMINDE AZALMA VAR

ANTIBIOTIC
DEVELOPMENT
- 2008-2012 IS DWINDLING




Antimikrobiyal dirence karsi yeni antibiotikler

gelistirilmistir.

Bunlara karsi da bakteriler kisa surede direng

gelistirmiglerdir.

Long,K.S.,andVester,B.(2012).Resistance to linezolid caused by modifications at its binding site on the ribosome.

Antimicrob.AgentsChemother. 56, 603—612.doi: 10.1128/AAC.05702-11
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Bu yuzden antimikrobiyal diren¢g sorununa c¢ok yonlu
yaklagsmak gerekir.

Bu yaklasimlardan biri de MDR(multi-drug resistant)
bakterilere karsi onceden aktif olarak kullanilan

antibiotiklerin yeniden kullanimidir.




MDR Gram negatif bakteriler igcin eski
antibiotiklerin yeni uygulamalari

« MDR Gram-negatif bakterilerin neden oldugu enfeksiyonlarin sikhgi,

son on yilda dunya ¢apinda artmistir.

Avrupa Antimikrobiyal Diren¢g Surveyans sonuglarina gore, bunlarin

cogunlugunu E. coli, Klebsiella pneumoniae, bakterileri olusturmaktadir.

Izolatlarda 3.kusak sefalosporinler, kinolonlar ve aminoglikozidlere

kombine diren¢ bulunmaktadir.

Antimicrobial resistance
surveillamnce in Europpe
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Polimiksinler

* 1962 yilinda gram-negatif

balirmiksinler bakterilerin etken oldugu

Polipeptid anfibivofiklerden
Bes farkh kimyasal bilesik (A.B.C.0.E)
« 1947 'de Ingiliz ve Amerikal bilim adamlannca
tarmimiand

infeksiyonlarin tedavisinde

parenteral olarak kullaniimaya

« Uk Bocilus oorosporus- gerosponin |poliméE&sin A ba§|anm|§t| r.

= LSA B Dolymyad= polirmiksin [polimssin )

«Socifiuy pofmmypxd suspeces colisfinus: Polimiksin ) Kolestin ° 1 980'“ y|”arda Clddl
S B nefrotoksisiteleri nedeniyle
Cibiges M, Exoferi & T
SR A (87 parenteral kullanimi terk

edilmistir.



Etki Mekanizmasi
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phospholipid

lipid A

membrane

cytoplasmic
membrane

Bakterinin sitoplazmik

membraninda lipopolisakkarit
ve fosfolipidlere baglanarak
“sitoplazmik membran”
gecirgenligini degistirir,
Hucresel igerigin bogalmasina

ve bakterinin olumune yol agar



Klinik uygulamada polimiksin B ve polimiksin E (kolistin)

kullaniimaktadir.

Kolistin MDR Gram-negatif organizmalarin neden oldugu ventilator
iliskili pndmoni (VIP) tedavisinde bir tedavi secenegi olarak

Amerikan Toraks Dernegi Yonergeleri tarafindan tavsiye edilmigtir.

AmericanThoracicSociety,andInfectiousDiseasesSocietyofAmerica.(2005).Guidelinesforthemanagementofadultswithhospital-
acquired,ventilator-associated,andhealthcare-associatedpneumonia. Am.J.Respir.Crit.CareMed.171, 388-416.d0i:10.1164/rccm.
200405-644ST




Molecule Pathogens Sites of infection References
Colistin MDR A. baumanni VAP Jiménez-Mejias et al., 200Z; Garnacho-Montero et al,, 2003;
(V) MDR P seruginosa HA-pneurnonia Linden et al., 2003; Markou et al, 2003; Fulnecky st al, 2005;
MDR K. preumonia LTI Kasiskou et al,, 2005a,b; Falagas et al., 2006a.b; Motacuakkil
MDR 5. maltophiia LA et al., 2006; Tascini et al,, 2006; Kallel et al, 2007; Koomanacha
BJi et al., 2007; Rios et al., 2007; Bassett et al., 2008; Betrosian
Bacteremia et al., 2008; Mastoraki et &l., 2008; Song et al., 2008; Tasbakan
Wound infection et al., 2009; Koftendis et al., 2010
Meningitis
PJ

Diabetic foot infection

Frontiers in Microbiology | Antmicrobeals, Resstance and Chemotherapy

October 2014 | Volume 5 | Articie 551 |2




Kolistin Direnci

Karbapenemaz (KPC) ureten Klebsiella pneumoniae’da kolistin

direnci bazi ulkelerde % 20’e ¢cikmaktadir.

Kontopidou,F.,Giamarellou,H.,Katerelos,P.,Maragos,A.,Kioumis,|., TrikkaGraphakos,E.,etal.(2014).Infections caused by carbapenem-
resistant Klebsiella pneumoniae among patients in intensive care units in Greece: a multi- centre study on clinical out come and
therapeutic options. Clin.Microbiol.Infect. 20, 0117—-0123.d0i:10.1111/1469-0691.12341

Acinetobacter baumannii ile ilgili olarak, kolistin direnci tum dunyada
ortaya cikmistir.

Bu direnc¢ bozulmus virulansla iligkili olmakla birlikte, bu durumda en
lyi stratejik yontem kombinasyon tedavisidir.

Cai, Y.,Chai,D.,Wang,R.,Liang,B.,andBai,N.(2012).Colistin resistance of Acinetobacter baumannii: clinical reports,mechanisms and
antimicrobial strategies. J. Antimicrob.Chemother. 67, 1607—1615.d0i:10.1093/jac/dks084




FOSFOMISIN

Ik kez 1969 yilinda Ispanya’da Streptomyces kultiirlerinden elde

edilmigtir.

Gram(+) ve Gram(-) bakterilere karsi hizli bakterisidal etki gosteren

genis spektruma sahiptir.

Bakteri hucre duvar sentezinin ilk basamaginda rol alan sitoplazmik

bir enzim olan piruvil transferazi inhibe ederek gostermektedir

: ¥ or . . ) I 09).Fosfomycin for the treatment of infections caused by multidrug-resistant
non-fermenting Gram-negative bacilli:a systematic review of microbiological, animalandclinicalstudies. Int.J.Antimicrob.Agents 34, 111-120.doi:10.1016/

j.ijantimicag.2009.03.009
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Fosfomycin
(V)

ESBLE. col

ESBL

K. pneumomia/Enterobacter
sp.faemata sp.

MR P seruginosa
(XA-48 K. pneumonia and
E. oof

KPC K. pneumonia
Carbapenem-resiatant P
gefuginosa

MOR &. entenca serofype
Typhimurium

VAP
HA-pnaumonia
Tl

Al

BJI

Bacteremia
Wound mfection
Meningrtis
Brain abscess
Lung abscess
Cystic fibrosis {pulmanary
exacerbation

Mirakhur et al,, 2003; Nakaya et al, 2003; Michalopoulos et al,,
2010; Apisamthanarak and Mundy, 2012; Dinh et al., 2012;
Karageorgopoulos et al, 2012; Navarro-5an Francisco &t al,
2013; Pontikis gt al,, 2014

Frontiers in Microbiology | Antimicrobeals, Resistance and Chemotherapy

October 2074 | Volume 5 | Articie 551 |2




FOSFOMISIN ORAL FORMU

Fasfomycin ESBLE. cof and Lower UT] Pullukeu 2t al, 2007: Senal st al, 2010; Neuner &t &l, 2012
POl K. preumoniae

KPC K. preumoniae

MDA P aenuginosa

Frontiers in Microbiology | Antimicrobsals, Resistance and Chemotherapy October 2014 | Volume 5 | Articie 551 | 2



FOSFOMISIN DIRENCI

Plazmid aracili fosfomisin direnci
Escherichia coli

Enterobacter cloacae

Klebsiella pneumoniae
Staphylococcus spp

Enterococcus faecium

Lee etal.,2012. J. Microbiol.Immunol.Infect. doi: 0.1016/j.jmii.2013.09.002.[Epubaheadofprint) Xu etal., 2011.
Lett. Appl.Microbiol. 52, 427-429.doi:10.1111/j.1472- 765X.2011.03016.x Lee etal.,2013 J. Microbiol.Immunol.Infect. doi:
10.1016/.jmii.2013.09.002.[Epubaheadofprint].




Pivmesilinam/Mesilinam

Pivmesilinam, mesilinamin bir
on ilacidir

Penisilin baglayan protein 2’'ye
karsi yuksek duzeyde
spesifitesi olan bir B-laktamdir

B-laktamaz direng¢li gram
negatif Enterobacteriaceae
etkilidir

| Amidinopenicillins. Part 2 |
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= Highly concentrated in the urine
= Well tolerated, can be given in impaired rersal function
* [A=Loctamase stobility—particularly CTX=M=type ESBLs,
which are increasingly prevalent community urinory pothogens

= Low risk of widespread clinical resistonce developing

* Minimal effect on gut and wvaginal flora

Figure 1. Oinicol advaritages of oral piermecillinarm.

Dewar,S.,Reed,L.C.,andKoerner,R.J.(2014).Emerging clinical role of pivmecillinamin the treatment of urinary tract infection in the context
of multidrug-resistant bacteria. J. Antimicrob.Chemother. 69, 303—-308.doi: 10.1093/jac/dkt368



Gram pozitif bakterilerde ve Pseudomonas aeruginosa’da

kullanimi sinirhdir

Ik kez 1970 yilinda bulundu.

Komplike olmayan IYE’da iyi bir klinik etkinlige sahip oldugu
bildirilmigtir

Iskandinav Ulkelerinde uzun stireli klinik deneyime sahiptir

Scottish Intercollegiate Guidelines Network. Management of Suspected Bacterial Urinary Tract Infection in Adults. NHS

Quality Improvement Scotland. 2012.http://www.sign.ac.uk/guidelines/fulltext/88/index.html (11 June 2013, date last
accessed




Mesilinam Direnci %6.7

Table 1. Prevalence of resistance in ESBL-producing and non-ESBL-producing E. colli.

Resistance to

Ampicillin
Meclilinam

Trimethoprim
Trimethoprim-sulfamethosazole
Nitrafurantain

Ciproflexacin

Gentamicin

Cefuraxime

Cafotasime

dok10.1371/joumnal pore DDBSBET 1001

FLOS ONE | www.plosone.org

ESBL-producing £ cofl (n=81)

100%:
6.2%
Tkt
s )
1.2%
53%
35
9B
9B

Non-ESBL-producing £ colf (n=262) p-value
A% <0001
0.4% 0.007
%% <0001
™% <0.001
0.0% 0.24
7.7% <0.001
5.2% <0001
2:4% <0001
0% <0001

January 2014 | Volume 9 | Issue 1 | eB5889




A 2010 update by the Infectious Diseases Society of America and the European Society for

Microbiology and Infectious Diseases. Clin. Infect.Dis. 52, e103—e120.doi: 10.1093/cid/ciq257
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Fivmecillinam ESBL E. colf and Lower LTI Micolle and Mulvey, 2007; Titelman et al., 2012; Jansaker et al.,
Mecillinam K. preumonia Relapsing pyelonephntis 7014; Seraas et al., 2014
(POl CTX-M/ESBL E. coli Complicated LTI

ESBL Enterobactenaceas

Frontiers in Microbiology | Antimicrobials, Resistance and Chemotherapy October 2014 | Volume 5 | Article 551 | 2



TEMOSILIN

Ik olarak 1980 yilinda Ingiltere’de gelistirildi ve piyasaya
suruldu.

Beta-laktam bir antibiotiktir
Tikarsilinin 6-a-metoksi turevidir

Gram pozitif bakterilere, anaeroblara ve Pseudomonas
aeruginosa karsi etkisi yoktur

ANTIMICROBLAL AGENTS AND CHEMOTHERAFY. July 1981, p. 3846 Vol 20, Mo, 1
S A B S E D AT O O 2 OO

BRL 17421, a Novel g-Laactam Antibiotic, Highly Resistant to
B-Lactamases, Giving High and Prolonged Serum Levels in
Humans

BRIAN SLOCOMEBE." MICHAEL J. BASKER, PETER H. BENTLEY, J. PETER CLAYTOM,
MARTIN OOLE, KEITH R. COMBER, RONALD A DIXON, ROBERT A EDRDMONDSON, DERRICK
JACKS0ON, AVID J. MERRIKIN, anp ROBERT SUTHERLADNMD

Heecham Pharmacewticals Research Nvision, Chemotherapeulic Research Centre, Brockham Park,
Betchworth, Surrey RHS TAJ, Erngland

Received 26 February 1981 Accepted 1 April 1981




Genis spektrumlu beta-laktamazlarin coguna ( TEM, SHYV,
CTX-M, AmpC vb.)

Karbapenemazlara direnclidir
Temosilin agirlikli bobreklerden atilir

Bobrek yetmezligi olan hastalarda doz ayarlamasi gerekir

Frontiers in Microbiology | Antimicrobsals, Resistance and Chemotherapy October 20%4 | Volume 5 | Articie 551 | 2




Temocillin nispeten dar spektrumludur.
ESBL pozitif E.coli Uriner sistem enfeksiyonlarinda kullantlir.
Bu durumda karbapenemlere alternatif olarak kullanilabilir

Livermore,D.M.,andTulkens,P.M.(2009).Temocillin revived. J. Antimicrob. Chemother. 63, 243-245.doi:10.1093/jac/dkn511

Ciddi VIP enfeksiyonlarinda eger mikrobiyal etken in vitro
duyarli ise etkili olabilecegi gosterilmistir

De Jongh et al (2008). Continuous versus intermittent in fusion of temocillin,a directed spec- Trum penicillin fori ntensive care patients
with nosocomial pneumonia:stability, compatibility,populationpharmacokineticstudiesandbreakpointselection. J. Antimicrob.Chemother.
61, 382-388.d0i:10.1093/jac/dkm467




NITROFURANTOIN

Sentetik bir antimikrobiyal ajandir

1952 yilinda mikrokristal formu klinik kullanima girmistir

TABLE Antibiotic Activities Against Selocted Gram-Negative and

Gram-Positive Uropathogens®
Uropathogen TMP-SMX Ciprofloxacin Levofloxacin Nitrofurantoin
Klehsiella peeumoniae® 3 2 2 2
Enterobacter spocies™ 2 2 2 2
Escherichia col® 1 1 1 1
Protews specics 1 1 1 0
Serrana marcescens 2 2 2 2
Psewndomonas aeruginosa 1 2 1 0
VSE (4] 3 2 ]
VRE o0 0 0 1

“ 0 = lmtlc/no activity. 3 = some activity; 2 = good activay; | = high activity, TMP-SMX =
tnmethopnm-sulfamethoxazole: VRE = vancomycin-resistant enterococci: VSE = vancomycin-
SCASItIVE CRICTOCOCCE

* Including multidrug-resistant strains.

Adapted from Cunha BA. Annibionic Essentials. 10th od. Sudbury, MA: Jones & Bartlett; 2011

© 2011 Mave Foundation for Medical Education and Research

Mayo Clin Proc. « December 201186 12): 1243-1248 + wwwmavociinicproceedings_ com




Nirofuranton ~ ESBLE. col Lower T] Tashakan et al, 2012
1PO)

ESBL pozitif E.coli suslarinda diren¢ orani %23.2

Frontiers in Microbiology | Antmicrobials, Resistance and Chemotherapy October 2014 | Volume 5 | Articke 551 | 2



Komplike olmayan IYE enfeksiyonlarinin ilk basamak
tedavisinde onerilmektedir

Woman wih acute ancomplicated cystibs

% Consider allernate diagnosis (such
s Absence of fever, fank pain, or other 2 pyclonephritis ar complicsted
suspacion for pyelonephritis

LT} & tread acconfingly
& Ahle o take ord medicabion [xee teat)

Fluoroquinoiones
{resistance prevalence hagh in

Can one of he recommended antimicrobials®
below be used considering:

¢

LNEIE e
Availabality
Allergy history OR
Tolerance

) i |'-J:u1:rm:
Nitrofuranioin ::m:m_h_a.-?:- imcrocrystals 100 {avoid ampicillin or amoxicillm
myg bid X 5 days alone; hvwer efficacy than ather
(avenl if early pyelanephmbis suspected ) nvailable agenis: requires close

o Iolkyva=up)

Trmethoprimssui famethosaeole 1600 mg
{one DS tablet) bid X 3 days
{avoid of resistance prevalence is knoen o
exceed 20%% or if used for UTI in previous 3
mwonibs )

OR
Fosfomycin trometamol 3 gm single dose

{lower efficacy than some other recommerded
agents; avoid if early pyrelomephntis suspected)

*The choice between these agents should be

OR imdividualired and based om patient allergy and
campliance history, local practsce patberns, bocal

T - = | i lence, avaikshilaty, cost, and

Pivmecilliom 4 mg bid x 5 days ‘““‘.‘"“""L? rcm:l_.u'u: o (e g ;

(o P Wk i ot e el patient and provider threshold For filure (see Table 41

agents: avoid if early pyelonephntis suspecied)

Clinkcal Practice Guidelines » CID 20011:52 (1 March) = el03
Prescribe o reconmeensled anlimicrolsisl




MDR Gram Pozitif Bakteriler i¢cin Eski Antibiotiklerin Yeni

Uygulamalari

« S. aureus ve Enterokok spp. Hastane enfeksiyonlarina

yol acan en yaygin iki mikroorganizmadir.

* Yuksek mortalite iligkilidir.

Pea,F.,andViale,P.(2007).Pharmacodynamics of antibiotics to treat multidrug- resistant Gram-positive hospital infections.

ExpertRev.Antilnfect. Ther. 5, 255-270. doi:10.1586/14787210.5.2.255




Metisilin ve vankomisin direnci de armaktadir

Linezolid gibi yeni antibiotiklere bile duyarlilik

azalmaktadir

Patel,S.N.,Memari,N.,Shahinas,D.,Toye,B.,Jamieson,F.B.,and Farrell,D.J.(2013).Linezolid resistancein Enterococcus faecium isolated in
Ontario,Canada. Diagn. Microbiol.Infect. Dis. 77, 350-353.doi: 10.1016/j.diagmicrobio.2013.08.012

Bu nedenle bu patojenlerde eski antibiotiklerin

kullanimlari gundeme gelmistir.

FORGOTTEN ANTIBIOTICS FOR MULTIDRUG-RESISTANT
GRAM-POSITIVE BACTERIA




TRIMETHOPRIM-SULFAMETHOXAZOLE(TMP/SMX)

Komplike olmayan IYE

Deri ve yumusak doku
enfeksiyonlarinda

Toplumdan edinilmis MRSA
enfeksiyonlarda ilk basamak

da onerimektedir.

Gupta,K.et al. al.(2011).International clinical practice guidelines for the
treatment of Acute uncomplicated cystitis and pyelonephritis in women:A
2010update By the Infectious Diseases Society of America and the
EuropeanSocietyfor
MicrobiologyandInfectiousDiseases. Clin. Infect.Dis. 52, e103-e120.doi:
10.1093/cid/ciq257

Stevens,D et al. etal.(2014).Practice guidelines for the diagnosis and
management of skin and soft tissue infections:2014update by the
InfectiousDiseasesSocietyofAmerica. Clin. Infect.Dis. 59, 147-159.doi:
10.1093/cid/ciu296

1970 yillarin baginda
trimethoprim/sulfamethoxazole
kombinasyonu seklinde genis
spektrumlu bakterisid ilag

olarak kullanima sunuldu




MRSA enfeksiyonlarinda linezolid veya daptomisin yerine TMP/SMX
kullanimi antibiotik maliyetini onemli oranda azaltabilir

Vankomisin MIC degeri 2 ug/mL oldugunda tedavide TMP/SMX

dusunulebilir.

Infectious Diseases

Treatment of Methicillin-Resistant Staphylococcus aureus Infections
with a Minimal Inhibitory Concentration of 2 pg/mL to Vancomycin:
Old (Trimethoprim/Sulfamethoxazole) versus New (Daptomycin
or Linezolid) Agents

Michelle L Campbell, Dror Marchaim, Jason M Pogue, Bharath Sunkara, Suchitha Bheemreddy,
Pradeep Bathina, Harish Pulluru, Neelu Chugh, Melanie N Wilson, Judy Moshos, Kimberley Ku,
Kayoko Hayakawa, Emily T Martin, Paul R Lephart, Michae!l J Rybak, and Keith S Kaye




Toplumdan edinilmis MRSA enfeksiyonlarinda TMP/SMX
kullanimi artmig olmasina ragmen klinik izolatlarda duyarlilik

oranlarinda bir degisiklik olmamistir

.
v

Has the Emergence of Community-Associated Methicillin-Resistant
Staphylococcus aureus Increased Trimethoprim-Sulfamethoxazole Use

and Resistance?: a 10-Year Time Series Analysis

Jameson B. Wood " Donald B. Smith " Ervol . Baker™ Stephen M. Brecher ™ and Kalpana Gupte™

Cievarment of Prismay’anct Medicing, VA Boston Hiwih Care System, v Bosdon Tivesy Scnooi of Medkcine” Bosion, Massamusetts, L5A




TETRASIKLINLER

1953 yilinda Streptomyces
aureofaciens (mantar benzeri bir

toprak bakterisi) elde edilmigtir.

1960 yilin sonlarinda uzun etkili
bilesikler doksisiklin ve minosiklin

ticari olarak elde edildi.

Nelson,M.L.,andLevy,S.B.(2011).The history of the
tetracyclines. Ann.N.Y.Acad.Sci. 1241, 17-32.d0i:10.1111/j.
1749-6632.2011.06354.

Gram negatif ve Gram pozitif
bakteriler yanisira intraselller
organizmalara kargi da etkili genis
spektrumlu bakteriyostatik

antibiotiklerdir.

Dusuk maliyet ve yan etki profiline
sahiptir




Doksisiklin VRE dahil enterokoklara karsi intrinsik aktiveteye sahiptir.

VRE kaynakli sistitin tedavisinde oral bir tedavi se¢cenegi olarak ifade

edilmigtir.

Heintz,B.H.,Halilovic,J.,and Christensen,C.L.(2010).Vancomycin-resistant enterococcal urinaryt ractinfections. Pharmacotherapy 30, 1136-1149.doi: 10.1592/phco.
30.11.1136

MRSA’larin neden oldugu deri ve yumusak doku enfeksiyonlarinda,
etkili bir oral tedavi secenegi olarak degerlendirilmistir

Ruhe,J.J.,andMenon,A.(2007).Tetracyclines as an oral treatment option for patients with community onset skin and soft tissue infections caused by methicillin-resistant
Staphylococcus aureus. Antimicrob.AgentsChemother. 51,

3298-3303. doi:10.1128/AAC.00262-07




KLORAMFENIKOL

Streptomyces venezuelae’den

elde edilmigtir.
lyi bir oral bioyararlanima ve doku

penetrasyonuna sahiptir

Kolaylikla temin edilebilen, ucuz
ve kaynaklari sinirh Ulkelerde

tercih edilebilen bir ilagtir

Etki spektrumu genistir

ABD’de 1949 yilinda piyasaya
ciktiktiktan kisa bir sure sonra
potansiyel lethal hemotolojik yan
etkilerinden dolayi kullanimi

sinirlandiriimigti




Vankomisine direncli Enterococcus faecium’a kargi bakteriyostatik

etkisi bulunmaktadir

Norris,A.H et al. G.(1995). Chloramphenicol for the treatment of vancomycin-resistant enterococcal infections. Clin. Infect.Dis. 20, 1137—-
1144.doi:10.1093/clinids/20.5.1137

Bir retrospektif analizde vankomisine direngli Enterococcus

faecium’un neden oldugu bakteriyemili alti hastada etkili bulundu.

Ricaurte,J.C. et al.(2001).Chloramphenicol treatment for vancomycin- resistant Enterococcus faecium bacteremia. Clin. Microbiol.Infect.
7, 17—21.doi: 10.1046/j.1469-0691.2001.00189




COGTeT g

Cloramphenical —~ VRE Menngits Norris et &l 1995; Lautenbach et al, 1998; Pérez Mato et al, 1989
() VREf Venincults Mehta &t al, 2000; Ricaurte et al, 2001 Scapelato 2t al, 2005
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KLINDAMISIN

Streptomyces lincolnensis’den 1962 yilinda izole edilen,

linkomisinin kimyasal modifikasyonu ile elde edilmistir

Clostridium difficile’nin neden oldugu kolit endisesi
nedeniye kullanimi sinirli olmasina ragmen, ciddi
anaerobik enfeksiyonlarin tedavisinde onemi devam

etmektedir




Klindamisin toplum kokenli MRSA neden oldugu deri ve yumusak doku

enfeksiyonlarin tedavisinde tedavi rehberlerinde dnerilmektedir.

Stevens,D.L.,Bisno,A.L.,Chambers,H.F.,Dellinger,E.P.,Goldstein,E.J.C.,Gorbach,S.L.,etal.(2014).Practice guidelines for the diagnosis and
management of skin and soft tissue infections: 2014 update by the Infectious Diseases SocietyofAmerica. Clin. Infect.Dis. 59, 147-159.doi:
10.1093/cid/ciu296

Ayaktan takip edilen; deri ve yumusak doku enfeksiyonu olan
hastalardan izole edilen 320 MRSA izolatinin degerlendirildigi bir
calismada klindamisine duyarlilik %95’idi.

Moran,G.J.,Krishnadasan,A.,Gorwitz,R.J.,Fosheim,G.E.,McDougal,L.K.,Carey,R.B.,etal.(2006).Methicillin-resistant S.aureus
infections among patients intheemergencydepartment. N. Engl.J.Med. 355, 666—674.doi: 10.1056/NEJM0a055356




MRSA suslarinda klindamisin direncinin incelendigi bir calismada direng orani %
96 bulundu

Changchien et al. BMC Infectious Diseases 2011, 11:297
httpe/ f'www biomedcentral.com/1471-2334/11/297

BMC

Infectious Disec
RESEARCH ARTICLE Open ﬁcc

Retrospective study of necrotizing fasciitis and
characterization of its associated Methicillin-
resistant Staphylococcus aureus in Taiwan
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kullaniimalidir.

Katopodis et al. BMC Infectious Diseases 2010, 10:351

hittpe/fwoerev biomedcentral.comy/1471-2334/10/351




PRISTINAMISIN

Elli yil dnce bulunmustur

MRSA ve VRE'nin de dahil olmak Uzere Gram pozitif bakterilerin
etken oldugu kemik ve eklem enfeksiyonlarinda iyi tolere edilebilen,

etkili ve alternative bir tedavidir

Reid,A.B.,Daffy,J.R.,Stanley,P.,andBuising,K.L.(2010).Use of pristinamycin for infections by gram-positive bacteria:clinical
experience at an Australian hospital. Antimicrob.Agents Chemother. 54, 3949-3952.doi:10.1128/AAC. 00212-10

Ruparelia,N.,Atkins,B.L.,Hemingway,dJ.,Berendt,A.R.,andByren,|.
(2008).PristinamycinasadjunctivetherapyinthemanagementofGram-positive multi-drug resistant organism(MDRO)

osteoarticular infection. J. Infect. 57, 191-197. doi:10.1016/}.jinf.2008.07.002




Pristinarnycin MRSA Preumania Dancer et al., 2003; Ng and Gosbell, 2005; Ruparelia et al., 2008; Reid

(PO VRE SSTl st al, 2010
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Kemik ve eklem enfeksiyonlari ve diger enfeksiyonlar igin
pristinamisinin uzun sureli kullanimi i¢cin daha fazla
degerlendirme yapmak gerekir.




RIFAMPISIN

1967 yilinda antituberkuloz tedavisinin bir pargasi olarak
kullaniimaya baslandi

lyi bir doku penetrasyonuna sahiptir.

Protez yuzeyinde bulunan biyofilm Uzerinde cogalan bakterilere de
etkinlik gostermektedir

Hizli direng gelismesi en onemli dezavantajidir

Bu yUzden rifampisin diger antibiotiklerle kombine kullaniimalidir.




MDR Acinetobacter baumanii enfeksiyonlarinda guvenli ve

etkili kombinasyon goruntyor

Journal of Infection (2006) 53, 274278

a BRITISH
INFECTIOM

g SOCIETY

www.elsevierhealth.com/s journalss finf

Colistin and rifampicin in the treatment of
nosocomial infections from multiresistant
Acinetobacter baumannii

Said Motaouakkil **, Boubaker Charra®, Abdelhamid Hachimi 2,

Hicham Nejmi?, Abdellatif Benslama?, Naima Elmdaghri ®,
Llakhib=a DAl abboe b Ak e A ﬂnnh&rhirb




MRSA’'nin neden oldugu erken donem protez eklem enfeksiyonlarinda
cerrahi debridmanla birlikte Rifampisin ve fusidik asit etkili bir

kombinasyon tedavisi goziikiiyor

RIGINAL ARTICLE 10.1111/}.1469-0691.2007.01691.x

Treatment of staphylococcal prosthetic joint infections with debridement,
prosthesis retention and oral rifampicin and fusidic acid

C. A. Aboltins’, M. A, Pngr?, K. L. Em'siug]. A W] jemrry?, [. R D.r:i'_‘ﬁ,r?, P.F. M. Chmngz and
P. A Smuhyr

IDEFamﬂ.Ent of Infectious Diseases and 1I:ih:fI:Jarl:ﬂ'u:-nt of Orthopaedic Surgery, 5t Vincent's Huspital,
Melbourne, Victoria, Australia

Clin Microkiol Infect 2007; 13: 586-591

Ancak ciddi MRSA enfeksiyonlarinda rifampisin ile kombinasyon tedavisi icin daha fazla calismalara

intiyag bulunmaktadir.




FUSIDIK ASIT

1962 yilinda klinik uygulamaya sunulan steroid yapida bir
antibiotiktir
Cok iyi bir oral biyoyararlanima sahiptir.

Gram pozitif bakterilere karsi esas olarak bakteriyostatiktir
Yuksek konsantrasyonda bakterisidal aktiviteye sahiptir.

Streptokoklar ve enterokoklara karsi sinirl etkiye sahiptir.




Yumusak doku, kemik ve eklem sivisindaki konsantrasyonu
yuksektir

Randomize kontrolli calisma olmamasina ragmen, bircok olgu
serisinde MRSA'larin etken oldugu kemik ve yumusak doku
enfeksiyonlarinda, cogunlukla diger oral antibiotiklerle

kombinasyonda etkili oldugu bildirilmigtir

Aboltins,C.A., F.M.,etal.(2007).Treatment of staphylococcal prosthetic joint infections with debridement, prosthesis retention
and oral rifampicin and fusidic acid. Clin.Microbiol. Infect. 13, 586-591.d0i:10.1111/j.1469-0691.2007.01691.x

Ferry, T.,Uckay,l.,Vaudaux,P.,Francois,P.,Schrenzel,J.,Harbarth,S.,etal.(2010).Risk factors for treatment failure in orthopedic
device-related methicillin-resistant Staphylococcusaureus infection. Eur.J.Clin.Microbiol.Infect.Dis. 29,

171-180. doi:10.1007/s10096-009-0837-y




Fusidik asit direnci koagulaz negative stafilokoklarda(KNS), S.aureusa

gore daha yuksektir

Short communication

Evaluation of the activity of fusidic acid tested against contemporary
Gram-positive clinical 1solates from the USA and Canada

Michael A. Pfaller?, Mariana Castanheira®*, Helio 5. Sader®, Ronald N. Jones®

* Universtty of fowa Collge of Medictne, lowa Clry, 4, USA
® 1Vl Laboratores, North iberty, 14 52317, US4
“ Tufts University School of Medicing, Boston, M4, LS4

International jowrnal of Anrimicrobeal Agents 35 (2010) 282-287



Joumal of Microbiology and Infectious Diseases /
InALLY

ORIGINAL ARTICLE

2011, 1 (1) 22 25
dor 105 /9% /ahin)s.02 201 1010006

Evaluation of resistance to fusidic acid in Staphylococci isolates

Ozcan Deveci?, Dilek Kili¢?, Sedat Kaygusuz®, Nihal Duruyiirek?, Cigdem Karabicak?, Canan Agalar?,
Alicem Tekin®

Table 1. This is distribution of Staphylococcus strains fusidic acid resistance rates.

Bacteria n (%)

Fusidic acid resistant strains n (%)

MS-CNS 57 (74)

CNS (n=77)
MR-CNS 20 (26)

MSSA 30 (81)
S.aureus (n=37)
MRSA 7(19)

14 (24)
8 (40)
4 (13)

1(14)




Bircok ulkede S.aureus direnci %10’dan az olmasina ragmen
asirt kullanimi ile iligkili olarak FA direncinde bir artis

gorulmektedir

Bu yuzden fusidik aside karsi diren¢ gelisimini onlemek igin,
rifampin veya diger antibiotiklerle birlikte kombine

kullaniimalhdir.
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MDR TB’da Eski Antibiotiklerin Yeni Uygulamalari

Resistant to
Isoniazid + Rifampicin

MDR-TB
4

= Resistant to
4 Best 2" line Drugs

MDR ve XDR tuberkuloz(tbc)
enfeksiyonlarinin genellikle
yuksek olum oranlarina sahip

oldugu dusunulmektedir

Ikinci basamak tedavilerin
yuksek toksisitesinden dolayi

tedavi secimi zordur



Son yapilan ¢alismalarda XDR tbc tedavilerinde %58 oraninda yan
etki saptanmistir.

Bunlarin %9 6limle sonucglanmig ve hastalarin %28’i tedaviyi
sonlandirmisti

OPEN aACCESS Freely available online @PLOS | ONE

Drug-Associated Adverse Events and Their Relationship
with Outcomes in Patients Receiving Treatment for
Extensively Drug-Resistant Tuberculosis in South Africa

May 2013 | Volume 8 | Issue 5 | e63057




KLOFAZIMIN

WHO tedavi rehberindedir

Ik olarak 1954 yilinda Bery ve arkadaslari tarafindan

antituberkuloz ilag olarak kullaniimaya baslandi

1970’li yillarin basinda sulfonlara direncli m.lepraya karsi

yaygin klinik kullanimi ile bilinir




Bu calismada kur orani %84.2’idi

« MDR tbc tedavisinde klofazimin igeren tedavi rejiminin ytksek bir

etkinlige sahip oldugu yapilan ¢alismalarda gosterilmistir

Short, Highly Effective, and Inexpensive Standardized
Treatment of Multidrug-resistant Tuberculosis

Armand Van Deun'”, Aung Kya Jai Maug®, Md Abdul Hamid Salim®, Pankaj Kumar Das®, Mihir Ranjan Sarker?,
Paul Daru®, and Hans L. Rieder!.#

lInternational Union Against Tuberculosis and Lung Disease, Paris, France; *Mycobacterology Unit, Institute of Trapical Medicine, Antwerp,
Belgium; *Damien Foundation Bangladesh, Dhaka, Bangladesh; and *Institute of Social and Preventive Medicine, University of Zurich, Switzerland

AMERICAM JOURNAL OF RESPIRATORY AND CRITICAL CARE MEDICINE WOL 182 2010



« Kore'de yapilan bir calismada 32 MDR tbc hastasi ile, 11
XDR tbc hastasi degerlendiriimigtir.

« Bunlarda klofazimin igeren tedavi rejimlerinde kur orani
%48.4 idi.

Yoo,J.-W,,Lyu,J.,.Lee,S.D.,Kim,W.S.,Kim,D.S.,and Shim,T.S. (2013). Clinicalexperienceofusingclofaziminetotreatmultidrug-resistant
tuberculosis[Correspondence]. Int.J.Tuberc.LungDis. 17, 1243-1244 .doi: 10.5588/ijtld.13.0312

« Klofazimin yaygin kullaniimamasina ragmen en onemili

avantajl maliyetinin dusuk olmasidir

Caminero,J.A.,Sotgiu,G.,Zumla,A.,andMigliori,G.B.(2010).Best drug treatment for multi drug-resistant and extensively drug-
resistant tuberculosis. Lancet Infect.Dis. 10, 621-629.d0i:10.1016/S1473-3099(10)70139-0




AMOKSISILIN-KLAVULONAT

« MDR Tbc hastalarinda diger ikinci segcenek ilaglarla kombine

kullaniimaktadir.

« Dinya saglik Orgiti de bu ilaci iyi tolerabite, diisik maliyet, ve
toksisitesinin dusuklugt nedeni ile MDR tbc tedavisinde

onermektedir

Mitnick,C.D.,Shin,S.S.,Seung,K.J.,Rich,M.L.,Atwood,S.S.,Furin,J.J.,etal. (2008). Comprehensive treatment of extensively drug-resistant
tuberculosis.N.Engl.J.Med. 359, 563-574.doi:10.1056/NEJM0a0800106

Nadler,J.P.,Berger,J.,Nord,J.A.,Cofsky,R.,and Saxena,M.(1991).Amoxicillin-clavulanic acid for treating drug-resistant Mycobacterium tuberculosis. Chest
99,1025-1026. doi:10.1378/chest.99.4.1025




SONUC

Eski antibiotikler MDR bakteriyel enfeksiyonlarin tedavisinde

basarihdir

Antimikrobiyal direngle mucadele i¢cin umut verici

gozukmektedir
Ancak bazi noktalarda daha fazla degerlendirme yapmak

gerekKir.




Klinik, guvenlik ve maliyet etkinligini karsilastiran klinik

calismalarin yapilmasi gerekir

Eski antibiotiklerin recetelenmesinde ve direncin
takibinde antibiotik yonetiminin olusturacagi rehberlere

ihtiyag bulunmaktadir




Artik Eskilerin -

Yasanmasi!

Eskiler ozlenir
Gerekiyor ama tekrar
yasanmaz.
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