1 Antibiyotik Duyarlilik Testlerinde
Standardizasyon: Turkiye'de
EUCAST mi? CLSI mi?

Deniz Gur




Soru

1 Antibiyotik duyarlilik testlerine iligskin bir
bildirim/makalede nelere dikkat edersiniz?

1 Her sonuca inanirmisiniz?
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[3-hemolitik streptokoklarda penisiline
direnc (!)

Y-\ Direng Yontem Kaynak

100 60 Disk Mikrobiyol Bult 1989; 23:163-173
diffUzyon

400 %3 B lak(+) Belirtimemis ANKEM Derg 7.ANKEM kongresi
ozel sayis1 1992; 6(2):153.




Gram pozitif bakterilerde vankomisin direnci

Bakteri S\ R Yontem Kaynak
(%)

S.aureus 178 Tup ANKEM Derg (3. ANKEM
dilusyon kongresi 0zel sayi) 1988;
2(2):108.

S.aureus 393 Disk Mikrobiyol Bult 1989; 23:246-250
difflzyon




1 S.pneumoniae Penisilin direnci % 40 ?
1 H.influenzae  Sefotaksim direnci % 20 ?

1 E.coli Imipenem direnci % 10 ?



Dirence iligkin sonugclar yorumlanirken
nelere dikkat edilir?

1 O bakteri icin kullanilan test yontemi
1 Disk diffiizyon , MIK vs

1 Testi yapan laboratuvarin yeterliligi
1 Referans lab
1 Kiclk bir ozel lab.

1 Kullanilan Yorumlama Kriterleri
1 CLSI, EUCAST, BSAC, DIN, vs.



CLSI

11969 NCCLS

12001 CLSI



CLSI ‘nin Misyonu

1 “Endustri, hukumet ve saglik hizmetlerinin
goruslerini birlestiren bir uzlasma sureci
sonunda klinik ve laboratuvar testlerinde
en Iyl uygulamalari gelistirmek ve dunya

capinda kullanimlarini desteklemek.”



CLSI Uzlasma Islemi

Industry

s

Government Professions




CLSI

1 Uyelerin %30'u Kuzey Amerika disindan
1 >2,000 uye kurulus ve > 2,000 gonullu

1 Oncelikli olarak klinik laboratuvar alanlarinda

>200 gonullu uzlasma standardi

1 Her yil > 75,000 dokuman dagitimi



CLSI urunleri: Ana dile cevrilenler

— Japonca

— Portekizce

— Rusca

— |spanyolca

— TUrkge. ....TMC ADTS grubu tarafindan (Telif +basim Ucreti)

— Almanca



CLSI ‘da Sinir degerlerin (Breakpoint)
gelistiriimesi:

1 Tur veya gruplarda MIK populasyon dagilimlari
Staphylococci
Enterobacteriaceae
Non-fermenterler
Gug Ureyenler

1 PK/PD verileri
ABD'de onaylanmig dozlara gore

1 Klinik veriler
Klinik caligsmalar



EUCAST

1 European Committee on Antimicrobial
Susceptibility Testing

1 1997°de olusturuldu, bugunku halini 2002'de
aldi.



EUCAST

1 European Society for Clinical Microbiology and
Infectious Diseases (ESCMID) ve Avrupa’daki
Ulusal Sinir deger komiteleri tarafindan
olusturulur.

j Fransa, CA-SFM;
== Germany, DIN
== Hollanda, CRG;
= Norvec, NWGA
4= Isveg, SRGA

2= Ingiltere, BSAC
2= A.B.D., CLSI



EUROPEAN COMMITTEE
ON ANTIMICROBIAL
SUSCEPTIBILITY TESTING

European Society of Clinical Microbiology and Infectious Diseases

EURDPEAN SOCIETY ; .
ES[: M ‘ D I (LML National Breakpoint
NI INFECTIDUS DISEASES -
Committees

D, F, N, NL, S, UK,

EUCAST General Committee
All European Countries + ISC/FESCI European Medicines Agency

EUCAST Steering Committee EINESLN
Subcommittees _

Antifungals
Anaerobes




EUCAST-Avrupa’da sinir degerlerin
belirlenmesi

1 |lag firmasi onay icin EMEA’ya yeni ilaci sunar

1 Dosyanin ilgili bolumleri EUCAST “yonetim
komitesine” (steering committee) gonderilir

1 EMEA hedef alinan bakteri, dozlar(min ve maks.),
verilis yollarini ( IV, infuzyon vs.)
onaylar/onaylamaz.

1 EUCAST, EMEA'nIn onayladigi bakterilerde sinir
degerleri saptar.

1 EMEA, EUCAST ve llac firmasi arasindaki iliskileri
SOP (standard operating procedure) duzenler.



Nicin Avrupa’'da yeni sinir degerler?

1 Avrupa’daki standart ve maksimum dozlar

1 EMEA onayli endikasyonlar, PK/PD, MIK
dagilimlari, sinir degerlerin belirlenmesinde
modern prensipler

1 Avrupa resmi makamlarinca taninma

1 Kararlar arkasindaki gerekceler seffaf ve
yayinlanmis

1 Belirli araliklarla yeniden goden gecirme
1 Ticari kuruluslardan bagimsiz
1 Halka acik ve ucretsiz



EUCAST ta bulunan antibiyotikler

1 Aminoglikozidler

1 Florokinolonlar

1 Glikopeptidler

1 Karbapenemler ve aztreonam
1 Makrolid ve linkozamidler

1 Penisilinler

1 Sefalosporinler IV

1 Tetrasiklinler

1 Karisik

1 Antifungal ilaclar (flukonazol ve vorikonazol)



Daha ender kullanilan antibiyotikler ve
topikal kullanilanlar

1 Mupirosin (Topikal)
1 Polimiksin B (Topikal)
1 Basitrasin (Topikal)
1 Streptomisin (Enterokoklar icin H)
1 Neomisin (Topikal),

1 Nalidiksik asit (tarama) vs.




Sinir deger belirlenmekte olan
bakteriler

a |lgili antibiyotikler, sinir degerler, ydntem ve MIK
dagilimlari

1 Helicobacter spp.
1 Campylobacter spp.



Stapylococcus spp. de yeni sinir
degerler

*EUCAST <2 mg/L >2mg/L

**CLSI <2 mg/L =16mg/L

*EUCAST: MIK 2mg/L’de yetersiz yanit gérinebilir

**CLSI: Uzun tedavi sirasinda yetersiz yanit 4 ile 8 arasinda gorulebilir.



EUCAST ve CLSI sinir degerleri degisik
| Kiyaslanan

SveR Sadece S Sadece R
Enterobacteriaceae 33 3 4 3

Pseudomonas spp. 16
Acinetobacter spp. 10

Staphylococcus 27
spp.

Enterococcus spp.

Strep A, B,Cve G

S.pneumoniae

Diger Strep.
Haemophilus spp.




EUCAST web sitesi

i Www.eucast.org

1 Ucretsiz

1 Serbest erisim


http://www.eucast.org/
http://www.eucast.org/
http://www.eucast.org/

EUCAST sinir deger tablolari

MIK (mg/L s.degerleri*

Zon (mm) s.degerleri*

Yetersiz kanit (Insufficient

evidence)
(Kaynak: ”s.deger i¢in yeterli kanit
yok veya “endike degil”

Uygun olmayan ilag
(Kaynak: yetersiz ilag-kullanmayin

Numaralanmis dipnotlar
Harfli dipnotlar

S<2 R>2

S2 22 R<22
IE

Sonug degistirilemez. Yorum
yapmadan baska bir MiK eklenebilir

Otomatik olarak R yapilabilir

MIK-sinir degerleri
Zon c¢api sinir degerleri

* Sayilar ayni oldugunda | kategorisi yok
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EUROPEAN COMMITTEE
E U CA S T ON ANTIMICROBIAL
SUSCEPTIBILITY TESTING

European Soclety of Clinical Microblology and Infectious Diseases

Organization

Clinical breakpoints The European Committee on

Expert rules Antimicrobial Susceptibility Testing — EUCAST ~ [searchtem 0, Search
e e | Quick NAVIGATION e
Zone diameter distributions

EUCAST disk diffusion test News

# Checklist for implementation

The European Committee on Antimicrobial - 1o help laboratories change to
Meetings Susceptibility Testing - EUCAST ST coF

# Preparedness of manufacturers
EUCAST Presentations EUCAST is a standing committee jointly crganized by ESCMID, ECDC and (update June 09, 2010)
European national breakpoint committees. EUCAST deals with breakpoints and
Documents technical aspects of phenotypic in vitro antimicrobial susceptibility testing and
functions as the breakpoint committee of EMEA and ECDC.

Frequently Asked Questions (FAQ)

2 bioMerieux Vitek2 pip/tazo-warning
(Oct 22, 2010)

Information for industry ) o . . )
EUCAST does not deal with antibiotic policies, surveillance or containment of ;
New rationale documents from

Links resistance or infection control.
. I - ) ) EUCAST.
The Steering Committee is the decision making bedy. Itis supported by a
General Committee with representatives from European countries, FESCI and + Fusidic acid
ISC. The Steering Committee also consults experts within the fields of Infectious # Rifampicin
» [ website changes Diseases and Microbiology, pharmaceutical companies and susceptibility

testing device manufacturers on EUCAST proposals.

2

EUCAST has subcommittees on antifungal susceptibility testing, expert rules for

2010 EUCAST presentation now
| Tam Ekrani Yakala —_— 2saM| 5 2 5 0 @ (o] L valastir100% v

d,‘Baslatl O & @ » @ Facebook- Windows Int... |[Qg,;, ESCMID: EUCAST - Ma... .} SLIDE (i3, Microsoft PowerPoint - [... | ’I Ao B - Masaisti |« % 6 21:24
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EUCAST disk diffusion test

SR EUCAST disk diffusion test for routine
S antimicrobial susceptibility testing

During 2009 - 2010 EUCAST is developing a disk diffusion test for routine
antimicrobial susceptibility testing. ESCMID has decided to take responsibility for
EUCAST QC Tables the development and upkeep of the EUCAST disk diffusion test over the next
several years.

Breakpoint tables

Disk diffusion methodology

Older versions of tables
The method is derived from the Kirhy-Bauer method, variants of which are
Frequently Asked Questions (FAQ) currently widely used in Europe, but is calibrated to EUCAST MIC breakpoints.

The method is based on two media, Mueller-Hinton agar without supplements
(MH) for non-fastidious organisms, including enterococci, and MH with 5 %
horse blood and 20 ma R-NAD/L (MH-F) for Streptococcus spp. including
Streptococcus pneumoniae, Haemophilus spp. and other fastidious organisms.

Meetings

EUCAST Presentations

Documents The plates are incubated at 35 + 1 °C for 18 + 2 h within 15 minutes from
application of the disks. MH plates are incubated in air and MH-F plates in 5%
Information for industry 002 %
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Disk Difuzyon Yontemi

EUCAST CLSI

Mueller Hinton Mueller Hinton

Inokilum 0.5 Mc F Inokilum 0.5 Mc F

| Inkiibasyon18 +/-2 saat
Inkubasyon18 +/-2 saat (bazi bakterilerde 24 saat)
(bazi bakterilerde 24 saat)

S.pneumoniae, streptokoklar Gug uUreyen bakterilerde iki
ve H.influenzae igin %5 at  ayri plak

kani+

20 mg B-NAD eklenmis MHA




EUCAST ve CLSI farklari

EUCAST CLSI
Ulusal s.deger komiteleri 1 Tip camiasi, bilim,
ve tip camiasi endustri ve resmi
temsilcilerinden olusan otoritelerin
komite temsilcilerinden olusan
Resmi otoriteler ile komite

diyalog (ECDC, EMEA)
Endustri ile konsultasyon

Kararlar uzlagsma ile; 1 Kararlar oylama ile
oylama yok



EUCAST ve CLSI farklari

EUCAST CLSI
1 ESCMID, ECDC ve 1 Uyelikler (endstri,
Ulusal sinir deger resmi kurumlar,
komiteleri tarafindan dernekler,
desteklenir laboratuvarlar) ve

dokumanlarin
satisindan gelen
gelirle destekleniyor



EUCAST ve CLSI farklari

EUCAST CLSI

1 Endustrinin rolu 1 Endustri karar
danismanlik Isleminin bir parcasi



EUCAST ve CLSI farklari

EUCAST CLSI
1 Yilda 5 toplanti 1 Yilda 2 toplanti



EUCAST ve CLSI farklari

EUCAST CLSI
1 EMEA'nIn sinir deger @ Sinir degerleri FDA
komitesi olarak gorev belirler

alir

1 FDA tarafindan
belirlenen sinir
degerler CLSI
tarafindan 2 yil sonra
degistirilebilir



EUCAST ve CLSI farklari

EUCAST CLSI
1 Gerekce dokumanlari @ Gerekgeler organize
EUCAST web bicimde yayinlanmaz

sayfasinda yayinlanir



EUCAST ve CLSI farklari

EUCAST CLSI
1 Dokumanlar ucretsiz 1 Dokumanlar satilik



EUCAST ve CLSI farklari

EUCAST CLSI
1 Klinik sinir degerler 1 Klinik sinir degerler
ve epidemiyolojik “cut
off” lar
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