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MEG®OAOZ AIAXYZHZ AIZKQN ANTIBIOTIKQN
SE AFAP (KIRBY-BAUER MEGOAOY)

APXH THZ MEOGOAOY

* KatdAAnAa evaiwpnuata PIkpoRiwyv ToTroBeTOUVTaI OTNV ETTIPAVEIQ
TOU OPETTTIKOU UAIKOU KQI £V OUVEXEIQ TOTTOBETOUVTAI TA AVTIRIOTIKA.

AIAMOP®Q2>H ZONHZ ANAZTOAHZ

* Alayuon Tou avTIBIOTIKOU OTO BPETTTIKO UAIKO TTOU £XEI EVOPBAAUIOTEI
TO €GETACOPEVO UIKPOPIO, OTTO TTEPIOXN MEYOAUTEPNG TTUKVOTNTAG O€
TTEPIOXN MIKPOTEPNG TTUKVOTNTOC WOTE va dnuioupynBei dwvn
QVOOTOANG AVATITUCNG TOU UIKpOiou

* H dwvn avaoToANg axnuarti¢eTal 6Tav N oUyKevTpwaon TOU
avTIBIOTIKOU, ion N peyaAuTtepn atro tnv EATT, emidpd o’ Eva apkeTa
LEYAAO BakTnpiako TTANBUoO yia va £'ITITUX£I TNV AQVAOTOAN TOU



2TAAIA EKTEAEZHZ THZ MEOOAOY

* [Tapaokeur) piIkpoRlakou evaiwpnuaTtog BoAepoTtntac ion ue 0,5
McFarland (trepitrou 1-2x10%cfu/ ml)

* EVOQOAAUIONOGC OTO OPETTTIKO UAIKO

e TOTTO0B£TNON TWV AVTIBIOTIKWY

* ETTWa0N

* Avayvwaon TwV OTTOTEAETUATWY

* Ava@opd TwV ATTOTEAECUATWY OTOUC KAIVIKOUG YIATPOUC



OPEITIKO YAIKO

* Mn atraitnTika Baktpia :Mueller Hinton ayap( MHA)

o AmmaitnTika Baktipia: MHA ue 5% pnxavika atmviowuEVo aiud
aAoyou kai B-NAD 20 mg/L




Mn amottnTkol HLKPOOPYAVLOHOL:
Enterobacterales, Pseudomonas spp., Stenotrophomonas
maltophilia, Burkholderia cepacia, Acinetobacter spp.,
Staphylococcus spp., Enterococcus spp., Aeromonas spp.

ATOLLTNTIKOL HLKPOOPYAVLOHOL

Streptococci group A,B,C,G,S. pneumoniae

Viridans group streptococci, Haemophilus spp.,
M.catarrhalis, N.meningitidis, L. monocytogenes,
Corynebacterium spp, C. jejuni ,Campylobacter coli, Kingella

AAAOL OTTOLLTNTLKOL LLKPOOPYOAVLOHOL

Mueller Hinton Agar
(MHA)

MH-Fastidious Agar
(MHF)

| Pending




EMN2HMAN2EIX

* AEN xpnoiyotroioupe aipa mrpoarou: OAa Ta breakpoints
exouv kaBoploBei oto MH-F pe 5% pnxavika ammviowpEvo aiua

aAoyou kal 20mg/L B-NAD .O H. influenzae AEN
avarrtuooeral oto MH-F e aipa mrpofartou

e [p€trel va xpnoipotroioupe B-NAD kaBapoTtnrac iong n
ueyaAutepnc Tou 98% vyia Tnv avarrtuén Tou H. Influenzae

* 2NUAVTIKO H atmividwaon Tou aiaTtog va YIiVETal JNXaviKa Kal OX|
XNMIKA- (WVEC EKTOC OPiWV- Kal TTPOCOX 0TN AUON TWV
EPUBPWV



IN-HOUSE TPIBAIA

KoBopLoTLkoC mapAyovTac To TtaXoC Tou UALKOU




IN-HOUSE TPIBAIA

 [laxog Tou UAIKOU TEOOAPWY XIAIOOTWYV

l. 25 ml uAikoU o€ KUKAIKA TpuBAia diapéTpou 90 mm
lI. 31 ml og KukAIkG TpuBAia diaupéTpou 100 mm

lll. 40 ml o€ TeTpaywva TpuBAia Twv 100 mm

V. 71 ml o€ KukAIka TpuBAia diapETpou 150 mm

* To pH TOU UAIKOU Vva €ival 7,2-7,4

* Na unv totroferteital To aipa Kai 1o NAD T1pIv TO UAIKO BAaOocEl
oTouG 42-45°C

« KaAn avapeicn, aueon tomoBeTnon ota TpuRAia



2YNTHPHZH TQN YAIKQN

* Otav xpnoiyoTtroiouvTtal Ta TPURAIa dev Ba TTPETTEI va £XOUV
uypaacia

* Ox1 over-dried

* H ouvtipnon Twv TpUPBAiwv TTou TTapackeualovTal OTO
epyaoTriplo kaBopiletal avaloya Pe TIC duvaToTNTEC TOU
gpyaoTnpiou

* O1 ouvOnNKec ouvTNPENONG TWV EPTTOPIKWYV TPURAIWY opileTal aTtTo
TNV KATOOKEUAOTPIA ETAIPEID




MIKPOBIAKO ENO®OAAMIZMA

* To uEyeBOC TOU EVOPOOANIONATOC €ival O KUPIOTEPOGC
TTAPAYOVTAC VIO TNV AVATTAPAYWYIMOTNTA TNC HEBOOOU (MEYAAO
LUEYEDBOC odnyei o€ (WVEC AVOOTOANG MIKPOTEPNC DIAUETPOU)

* QoAepoTnTa ion pe 0,5 McFarland (trepitrou 1-2x10 *CFU/ ml)
« ECaipeon: O S.pneumoniae av £xel aTTouovwOEi O€:
Alpartouxo ayap :0oAepotnta ion ue 0,5 MacFarland

2 OKOAOTOXpWHO ayap: BoAepotnTa ion ye 1 MackFarland

* TO evalwPNUa TTPETTEI VA XPNOIYOTTIOIEITAl IDAVIKA EVTOC 15mIn
KAl TTAvVTa EVTOC 1wpeag atrd TNV TTAPACKEUN TOU.



EMZTPQ2H

e XpNOIUOTIOIW OTEIPO BauBakoPopo OTUAES Tov oTToiov BubBilw OTO HIKPOPBIaKO
evaiwpnua.

o Kavw eTTioTpwaon o€ OAn TNV £MIPAVEIQ TOU TPIBAIOU KAl TTPOC TIG TPEIG
KATEUBUVOEIG.

o Katotriv eviog 15 AeTrtwyv Totro0eTOUVTAI OTABEPG OTO Ayap Ol OIOKOI TWV
QVTIBIOTIKWYV

* TotroBeTW TA TPIBAIG OTOV KAIBAVOo péoa o€ 15 AeTTTA




AlIZKOI ANTIBIOTIKQN

o Ta B-AQKTOMIKA AVTIBIOTIKA, N IMITTEVEPN KAl TO KAQBOUAQVIKO
oc¢u : dlaTnpouvTal auoTnpea oc katayuen —20°C

* H pyetpovidaldoAn, N xAwpau@aivikoAn kai ol ¢OoPIOKIVOAOVEC:
£UAioBNTEC OTO PWIGC

« QuAdooovTal o€ €I0IKOUC TTEPIEKTEC TTOU OUVODEUOVTAI UE
a@pUYPAVTIKN ouaia

* Ta OIOKIia JETAQPEPOVTAI ATTO TO WPUYEIO N TOV KATAWUKTN 1-2
WPEC TTPIV ATTO TN XPNON TOUC

« ATTQITEITAI TTPOCOXI OTNV NMEPOUNVIa ANENg



YUYKEVTIPWOT
avTLBLOTIKOV

Benzylpenicillin
Ampicillin
Amoxicillin-clavulanate
Piperacillin

Piperacillin-tazobactam

Cefotaxime
Ceftaroline
Ceftazidime

Netilmicin

Gentamicin (ywra HLAR, high-level
aminoglycoside resistance)

Vancomycin
Linezolid
Nitrofurantoin

Amp

AmoxfSclav

EUCAST CLS51

1 unit 10 units
2 ko 10 pg 10
2—1 koL 20-10 ug 20-10 ug
30 pg 100 pg
30-6 pg 100—10 pg
5 Mg 30 pg
5 M8 30 pg
10 pg 30 pg
10 pg 30 pg
30 pg 120 pg
5 ug 30 pg
10 pg 30 pg
100 pg 300 pg

2png yeexe H. influenzae, P. multocida, L. monocytogenes, 5.
saprophyticus ko viridans streptococci

2—1 pg v H. influenzae, M. catarrbalis kot P. multocida.



2YNOHKEZ ENQAZHZ

Ta TpuPAia eTTwadovrai:

« MHA :oT10UG 35+£1°C, o€ agpofiec ouvOnkecg yia 16-20 wpec,
24 WPEC YIa TA YAUKOTTETTTIOIO OTOUG EVTEPOKOKKOUC

e MHF otouc 35£1°C, og ouvOnkec CO2 5£1%, via 16-20 wpeg



ANAI'NQ2H ANOTEAEZMATOX

« MHA: - Tliow trAeupa 1pufAiou, okoupo background pe Tn
BonBecia TTPOCTTITITOVTIOC PWTICUOU
-Linezolid ka1 Benzylpenicillin yia Tou¢ oTaguUAOKOKKOUG Kal TNG

Vancomycin yia TOUG €VTEPOKOKKOUG «OlaadlovTal» JE
OIEPXOMUEVO PWTIOMO.

* MH-F: «diaBalovtai» pe dDIEPXOUEVO PWTIOUO



ANAI'NQ2H AINNOTEAEZMATOX

MEMONQMENEZ ATMNOIKIEZ ME2ZA 2TH ZONH ANA2TOAHZ:

* EAEIXQ AN EXQ KAGAPO KAAAIEPTHMA K ENMANAAAMBANQ TH
AOKIMAZIA AN EINAI AMAPAITHTO.

* AN TO KAAAIEPTHMA EINAI KAGAPO AAMBANONTAI YITOWIN Ol
AMNOIKIEZ ME2A 2TH ZONH ANA2TOAH2 KATA THN METPH2H TH2
AIAMETPOY

No zone -




ANAI'NQ2H ANMOTEAEZMATOX

E. coli with H. influenzae with
ESBL PBPFP mutations




[MAEONEKTHMATA KIRBY-BAUER

* ATTAN TEXVIKA -yPNYOPQ ATTOTEAECUATA
* MeyaAn etravoAnyiuoTnTa

* 2XETIKA PONVN

« Acv atraiTei €10IKO €COTTAIOUO

« AuvaTtoTnTa €1TIAOYNC AVTIBIOTIKWY

* Avadeicn pnxaviopwy avroxns (ESBL, D-zone—emmaywyiun
avToxn oTnv KAivdoauukivn, Double disk synergy test, Hodge
test)



E-TEST

* MEBod0oC KAIHakKwTAC (gradient) didxuong

* Taivieg Etest (strips): d1aBaOuUICUEVEC CUYKEVTPWOEIG
avTIBIOTIKOU

e 2UVKEKPIMEVO evaiwpnua oe MHA
* META £TTWAON, AVACTOAN AVATITUENG OE OXNMA EANEIYPNC
* MIC: onueio TTou N €AAEIYPNn cuvavTa TNV TaIVia




MEOOAOZ APAIQZEQN TQN ANTIBIOTIKQN
2E ZOMO

APXH

« '/EKOEON MIKPOBIOKOU EVAIWPAMATOC O€ DIAPOPETIKEC OUYKEVTPWOEIC
avTIBIOTIKOU

 MIC:H piIkpOTEPN CUYKEVTPWON AVTIBIOTIKOU TTOU OEV ETTITPETTEI TNV

QVATITUCN TOU MIKpoopyaviguou in vitro (MINIMUM INHIBITORY
CONCENTRATION)

* H MIC 0¢v gival attOAUTOG apIOuOg
* H rpayuarikn iy 1N MIC Bpiokeral petagu TG TipnS tnG MIC 110U

QVAOTEAAEI TNV MIKPORIAKK AVATITUCN KAl TNG TIMAS TNC AUEOWC
UTTOOITTAQCIOC apaiwaong TTOU ETTITPETTEI TNV MIKPORIAKK aVATITUCN



MEOOAOZ APAIQZEQN TQN
ANTIBIOTIKQN 2E ZOMO

* MakpopEBodoc(macrodilution):cwAnvapia (0ykoc (wuou yia
KaBe avTifloTiko 21mL,13 cwAnvapia 100 mm). ETmitrovn kai
TToAudaTtTavn

« MikpopéBodoc(microdilution): TTAGKEC TITAOTTOINONG
(0,1mL).Taxeia Kal OIKOVOMIKN)

* M£Bodol1 avagopdcg (Standard Reference Methods)



MIKPOMEG®OOAOZz APAIQ2EQN TQN
ANTIBIOTIKQN 2E ZQMO

XpNOIYOTTOIOUVTAl:

« ZwPO¢ Mueller-Hinton(broth) yia un ammaitnTikoug
UIKPOOPYQAVIOUOUG

o ZWPOC Mueller-Hinton(broth) gptrAouTiopévocg ye 5% pnxavika
AtTIVIOWPEVO aipa ahoyou Kal B-NAD 20 mg/L yia atraitnTIKoug
LMIKPOOPYQAVIOUOUG

* [1AGKeC pikpoTITAOTTOINONG (96 BuBicuaTa )
* YTTOOITTAQOIEC APAIWOEIC TWV AVTIRIOTIKWY
* [1p00ONKN MIKPORIOKOU EVAIWPNMATOC
 ETTwaon 35 £ 2 ° C yia 20-24h



MIKPOMEG®OOAOZz APAIQ2EQN TQN
ANTIBIOTIKQN 2E ZQMO

* MIC:TOo TTpWTO BUBICHO TTOU OEV E£XEI AVATTTUSN

Caoiitizo.deriz (S.111)
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ETOIMA 2Y2THMATA
[MPOZAIOPIZMOY MIC

* XEIPOKINHTA

e HMIAYTOMATOINOIHMENA:MicroScan ,Autoscan 4 ,Wider I,
ATB system

« AYTOMATOIOIHMENA: Vitek System, Phoenix System
,MicroScan WalkAway



Vitek 2 cuoTnuO
* M£B0OOC uIKpoapaiwaong
o Kapta 64-pikpoUTTodoxwV
— Mia uttodoxnN EAEyXOU

— YTTOO0XEC TIPOUETPNMEVWY TTOOOTATWY 19-20 avTIgIKpoBIaKwV
TTAPAYOVTWY O CUVOUACOHO PE UAIKO KAAAIEPYEIQC

* [T\ pwaon, cppayioua TNG KAPTAG KAl TOTTOBETNON TG OTNV
uovaoda eTwacng /avayvwong Tou opyavou

* [lapakoAoubnon avatmTu¢ng oe KaBe utTodoXN TNG KAPTAC ava
15min (pBoplopdg, BoAepoTnTa, XPpWUA )

* [1lpoodiopiouoc MIC oe 4-18 wpeg

* ETTOywyn atmoteAeopaTWY Via 4-10 emITTAEOV QVTIR. —
AtroteAéopaTta yia 23-30 avTiBIoTIKA /KapTta

 Advanced EXPERT System (AES)



EMIAHMIOAOI'IKO OPIO
(EPIDEMIOLOGICAL CUT-OFF, ECOFF)

 H uéyiotn 1ipn MIC trou kataypagetal otov WT pikpoB1ako
TTANBUO O, Kal diaxwpeilel Tov Wild Type (WT) amro tov Non Wild
Type (NWT)TTAnBuopuo

* WT. @uOIKOG HIKPOBIAKOG TTANBUCOG .2TEPEITAl KABE ETTIKTNTOU
N METAAAAQKTIKOU pnxaviouou avtoxng.

* NWT: un @uoikog pikpoBiakog TAnBuouog. "Exel atrokTnoel
ETTIKTNTO N METAAAQKTIKO JNXAVIOUO AVTOXNC OTO OUYKEKPIMEVO
QVTIBIOTIKO.



EMAHMIOAOI'TKO OPIO-
EPIDEMIOLOGICAL CUT-OFF-ECOFF

AIMNOTEAEI AEIKTH ME A=IA
* BIOAOIIKH: @Y 2IKO KAI 2TAGEPO MEI'EGOZ

* EMIAHMIOAOTI'ITKH:NMAPAKOAOYOEI THN ANATNTY=H ANTOXHX

ANIXNEYONTAXZ EIKAIPA MIKPOOPIANIZMOYZ ME NEOYx
MHXANIZMOY2 ANTOXHX

O KAOOPIZMOZ TOY BAZIZETAI 2THN ANAAYZH METAAQN
KATANOMQN MICs

EK®OPAZETAI QF ECOFF: Xmg/L (WT:MIC <Xmg/L)



KAINIKA OPIA EYAIZOHZIAZ S H ANTOXHZ R
(CLINICAL BREAKPOINTS)

 KAOOPIZONTAI AIO:
* EYPEIEZ KATANOMEZXZ MICs

« AEAOMENA ®APMAKOKINHTIKHZ —PK,
OAPMAKOAYNAMIKHZ-PD

 METAAEZ KAINIKEZ MEAETEZ (2YT'KPIZH TIMHXZ MIC KAl
OEPAINEYTIKOY AlNOTEAEXZMATO2)



KAINIKA OPIA EYAIZOHZIAZ S H ANTOXHZ R
(CLINICAL BREAKPOINTS)

* Eival O€ikTeEC NE KAIVIKA agia Kal kaBopiovTal atro 10
QATTOTEAECUA OTOV AVOPWTTO

« M1TOpEi va aAAGEoUV avaAloya PE TA TPEXOVTA ETTIOTAUOVIKA
dedopeEva

« ECapTwvTal a1rdé T0 O000AOYIKO OXNMa Kal TNV 000 Xopnynong
« Alaxwpidouv Ta KAIVIKWC euaiodnTta(S) atro ta avlekTika (R)

« EkppalovTtal we MIC: S<X,R>Ymg/L kai petappalovral o€
{wvec avaoToAnc: S=X, R<KYmm



MaAioi Opiopuoi:S,I,R(2002-2018)

Metpiwcg EvaicOnto (1)

. 1.OEPATEVUTLKO AMMOTEAECUA ELTE ME PEYAAECG
EvaiocB nto {S} So6ocewg Touv aviLBLoTiko U, eite pe v PpnMEg
CUYKEVIPWOELS OTNV E0TLO TNG AoipwEncg

MIC distribtions | 2. ABEBoLO DEpATIEVUTLKO ATIOTEAEC JLLOL

Redefining S, and R

2019 - www.eucast.or
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Néol opiopoi kata EUCAST-2019:
S, I, R

« S “Susceptible, standard dosing regimen”
E, EuaioBnTo¢, pe 10 Kavovikd O0COAOYIKO OXNua
« | “Susceptible, increased exposure”
ME, EuaiocBnTtoc, o€ aucnuévn £€kBeon
« R*Resistant”
* A, AVOEKTIKOC

*H €kBeon Tou PIKpOOpPYaVvIGUOU GTOV AVTIMIKPORBIOKO TTapayovTa
£TTNPEACETAI ATTO TOV TPOTIO XOPNynong, tn d0ar, Tov apiOuo Twv
O00EWV, TOV XPOVO £yXUuang, dAAQ Kal ATTO TNV KATAVOWI), TOV
BgTaBoNGKOIKm TNV ATTEKKPION TOU QVTIMIKPORIOKOU TTapAyovTa OTn

£0n NG Aoipwegng. MepPIKEG POPES OXETICETAI KAl UE TOV TUTTO TNG
AoipwWENC.(OUPOAOIHWEN, UNVIVYITIOO)



Néol Opiopoi : S,I,R (2019)

Redefining S, | and R 2019 www.eucast.org

Benzylpaenicillin / Streptococcus pneumonias
EUCAST MIC Distribution - Referance Database
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AO2OAOI'KA 2XHMATA

Dosages EUCAST Clinical Breakpoint Tables v. 9.0, valid from 2019-01-01

EUCAST breakpoints are based on the following dosages (see section 8 in Rationale Documents). Alternative dosing regimens which result in equivalent exposure are acceptable. The table
should not be considered an exhaustive guidance for dosing in clinical practice, and does not replace specific local, national, or regional dosing guidelines.

Standard dose High dose |Special situations
Cegllslixan 1202 Nx&EN Meningitic:
Foradose of 2.4 g id MU x 6 Iv, Isciaies with MIC=0 05 mgL are susceptbie.
Pneumonia cauced by S pnoumaniae: breakpointc are related fo docage:
Foradose of 1.2 g S MU x 4 Iv, Isciaies with MIC 0.5 mgiL are susceptitie.
Foradoseof2adigxdiver 1.2 g S ML x € Iv, Izoistes win MIC 21 moL ore
Susceptibie
Foradose of 24 g id MU) x £ Iv, Izciates with MIC <2 mglL ore susceptide.
2gx3Wv 2gxdw |Meningttic: 2gx & v
(2o ampiciin + 1 g sudactam) X3 v (2 g ampiclin + 1 g sulbactam) x4 Iv
1gx3<y 2QxXsN |Meningitic: 2gxSiv
Under review
0Spx3 8.759-19x3 H. influcnzae: High cose only
(1 gamoxchin + 02 gciavuanic acia) x 3~ Iy egamoxciin+J2gcavuanc acd)x3 v —
Unger review
0.5 g amoxicllin « 0. 125 g clavulanic acid) x 3 (0.875 g amowiciin « 0.125 g clavubnic acdd) x 3
4Qx3lv 4Q0xdw Psoudomonas opp.: High doze only
4 gpperaciin «0.Sgtsxobactami x 3 v (4 g ppennciin« 05 gtazxobachm) xS Psoudomonas opp.: High ooze only
Agxawn 3gxsw Psoudomonas Cpp - High ooz only

(3 g ticarciin + 0.1/0.2 g clavuianic ackd) x4 v

(3gtcaciin =01 gcavuanicacd) xE N

Psoudomonas cpp.: High coze only

0s-2gx3~iory Nore
gepending on species andlor nfection bype
1gxdn fgxsw

DSgxioraorigyaw

1gxdoryorlgxt

03-1gxiomiorigydly

2oxdorNor2gyE N

1gx3crdor2gxédjorigxev)

1gxdoryorlgyeEn

02gxlond

Q4gx3iony




AO2OAOI'KA 2XHMATA

Dosages EUCAST Clinical Breakpoint Tables wv. 9.0, valid from 2019-01-01
halosporins Standard dose High dose Special situations |
02519 x 3 oral PRi0 Stapghylococcus Gpp- Mnmwum acse 0 Sg w3
Sepending on SpECEs andior Ifection hpe
Cetacraxll 05-1gulom =]
Secending On SpECies andior infection hoe
Cafalexin Q251 g x 2-3 oral P
Sepending on SpeChes andior InfeCion hpe
Catazolin 1gri-djor2ge il v =]
depending on species andior Infection bype
TR Tgxiorlgudw FETELY] PE@uciTRONSS SR High dose orky
(ol me 0204 gxZoral o =g SeonoaThoBa: 04 § oral &= a Snge dose
Calota e g3 2oxiN Meandmgitie: 2 grd Iv
S purpys; HIgh goos onby
e e o
e Pimeietd ot ey 02 gx 2 ord [
depending on species andior infection type
Cafarc | me 0.5 @ x Z hw ower 1 howr 0.5 g x 3 hv ower 2 howrs 5. ourous N oomENicated ¢Rin and CaN CEraotume INPeOtCNG: There 15 some FH-FD
evidenoes bo sugpest Tat isciates wih MICs of £ mgil could be freaded with Figh dose.
[ artaridimss FEELS F-TELT-SE-F1-15 PEaudoaTesnds Cpp - High doz= onky |
T: Z 0 ceRmname + 15 o AVIBACESM ) X 3 Ower 2 hours Feore
Caftibuten 12gx 1o Pors
[Camobiprols 0.5 o x 2 v ower 2 hours Mo
lozane-lazobaotam (1@ cefoicrane = 0.5 @ Srobacta™] ¥ 3 v ower 1 howr T Sy 3l sk
1gx 1w 2ox2w Meaningiic: 4 gx 1w
5. aurpus: H dorse ank
FrBToRoie S S - R T L WUEEE )
] L - ELD E_coli Kioboiells cpp. [scospl Hserogenes | Racultella opp. and '
P mvirabilis: High dooe onlby
Ceharoximes cral 0205 gx 2 oral Mo
depending on species andior Infection e
penems Standard dose High dose Special situations
nar 1@ ¥ 1 W ower 30 mirutes Mone
b [=da. o)l 0.5 g x& v ower X minutes 1§ x4 v ower 30 Mnules PEeuchoemeongs Spp.c High aose on
D
P T 1@ 3 v over 30 minubes 29 x 3 bvover 3 howrs IMeninoitie: 20 x 3 v ower 30 cinudes for 3 hours
o reT - SO rhactam 2 g meopenem = 2 g vaborbadiam) x 3 v ower 3 hours. Fomne
Standard dose High dose Special situations
I EELT 2oME N P eadioamOiets Cpp- T High doze omby




OPOAOTI'IA

2TO QVvTIBIOYPAMMA Ta OTEAEXN KOTNYOPIOTTOIOUVTAI WC:
« S/ E (EuvaioBnra)

* |[/IME (MeTpiwc¢ EuaioBnra)

* R/A(AVOEKTIKA) KAl £ETOI AvAQEPOVTAl OTOUC KAIVIKOUC
2.€ OTATIOTIKEC MEAETEC TA OTEAEXN TACIVOPOUVTAI WG

S /E, IIME, R/A.

* ['1a AOyoug a1TAOTTOINONG UTTOPOUE VO TOGIVOUNOOUUE
Ta S pe 1a | we EvaioOnra , mote 1a | pe Ta0 R w¢
AVOEKTIKG



[MEPIOXH TEXNIKHZ ABEBAIOTHTAX
AREA OF TECHNICAL UNCERTAINTY(ATU)

* ATU: véog 0pog Tnc EUCAST vyia va “1Trpo€IidoTToInoel Ta
gepyaoTnpla’, OXETIKA YE TNV aBefaidtnTa otnv

EPUN
e HTiun A

veia Katrolwyv TIpwV (TiIEC MIC ) dwveg avaoToANG).
"U EUTTITITEI O€ MIA TTEPIOXN ME OUOKOAIEC OTNV

EPMUN

veia Kal 0gv oxeTideTal ue aBeRaIOTNTEC TNG

ueBOOoU(MIC i uEBODOC diaxuong), BewpPwVTaC
OedOUEVN TN OCWAOTH €EPApPOYN TNG



ATU =T1 p1Topéei va KAVEl TO EPYOOCTAPIO

« Ecaptaral atmrd tov TUTTO TNG AoipwEng (oupoAoipwen/BakTnpiaiyia)
KAl TIC OIOBECIPEC BEPATTEUTIKEG ETTIAOYEC

* ETTOVAANWN TOU avTIBIoypAUUATOC

« E@appoyn evaAAakTikou test (1Trx MIC, PCR, digpeuvnon Tou
unNXaviouou avToXng)

* Ava@opa TOU ATTOTEAECHATOC WC: “au@PiOA0™ UE ) XWpPIC Epunveia
KAl OXETIKO OXOAIO “avOEKTIKO”, OTAV UTTAPXOUV AAAEC BEPATTEUTIKEG
ETTIAOYEC

* 2UlNTNON ME TOV KAIVIKO YIOTPO, OTAV Ol BEPATTEUTIKEC ETTIAOYEC €ival
TTEPIOPIOMUEVEC



EAEIMXOZ EYAIZOHZIAZ 2TA
ANTIMYKHTIAZIKA

o [aTi TTPETTEI VA EAEYXOUME TNV EUAICONCIa TWV HUKATWV?
* AlaQOPETIKA TTPOYIA eualoBbnaiag
- METOEU OTEAEXWYV, METACU E€10WV
* MeTaBaAAOueEvN eTIONUIOAOYIO AOIHWECEWV
- VEO €idNn JE evOoyevn avToxn
- ETTIKTNTN AVTOXI) €UQioBNTWY €10WV
* [MpOPBAEYN KAIVIKOU ATTOTEAECUATOC
* [TOANG pApHOKA — TTEPIOCOTEPEC ETTIAOYEC
-BeATioTtotroinon Bepartreiag
* AvaKAAUWN VEWV QaPUAKWYV
Turner et al. Expert Opin Emerg Drugs. 2006;11(2):231-250.
Maertens et al. Curr Med Chem-Anti-infective Agents.2002;1:65-81



MEOGOAOZ MIKPOAPAIQZEQN I'lA
ZYMOMYKHTEZ(EUCAST)

* XPH2IMOIOIQ

* MIKPONAAKE2 96 BOOPIQON ME EMIMEAO NMYOMENA
* RPMI pe glucose 2% kot MOPS

 AIAAYTHZ QAPMAKQOY DMSO (0.5% teAko)

* TEAIKO ENAIQPHMA 0.5-2.5x10°cfu/ml|

e EMQAZH STOYZ 35+2°C yia 24+2 (PEC

* H ANAINQ2H TNETAI QQTOMETPIKA

* AMB=90% avaotoAn avamtuénc

e Nouta papuako=50% avaoTtoArn avamtuéng



ONTIKH ANAI'NQ2H MIKPOINAAKQN
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Drug dilutions
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[MpoTUTTN HEBOOOG MIKPOAPAIWOEWY OE (WHO
via u@opukntec Katd EUCAST
MpwTtoKoAAO E.Def9.3

XpNOoIJoTTolw
« MikpoTtrAaka 96 BoBpiwv ue emTiTredo TTUBPEVA Kal XwpenTIKOTNTA TTEPiTTOU 300Ul
o OpeTTTIKO UANIKO:RPMI1640-2%glucose, MOPS ,PH:7(buffer)

» Evaiwpnua: 0.1%Tween20, AiuokuT/ueTpo : 1-2.5x10°cfu/ml.( "Av éxw upég >5%
XPEIAleTal QIATPAPIOUQ).

* O1 pIkpoTTAAKeG eTTwalovTal oToug 34-37°C(xwpic avakivnon)

« XpeladovTal 24wpPEeG yIa TOUG uyopL'J_Kr]TarE48,d)peg yia Aspergillus kal Aoitroug
UQOUUKNTEG, 72 WPEG yIa Scedosporium. ETTwaon Tépav Twv 72 wpwv Ogv
OuVIOTATAI.

* H avayvwaon Twy atmoTeAEOPATWY YiVETAI OTITIKA, KATAYPAPOVTAG TO BABUO
AvATITUENG O€ KABe Bobpio.

* Hmiyn 1ng MIC yia 0Aa Ta @APPAKA(EKTOG EXIVOKAVIIVWV) €ival N CUYKEVTPWON
EKEIVN TOU pAapPAKOU OTNV OTToia OEV £XW opaTh avaTITUEN (ME TO MATI)



MEC(MINIMUM EFFECTIVE
CONCENTRATION)

 [a exIvokavdiveg XpnOINOTTOIW:EAAXIOTA ATTOTEAECUATIKN CUYKEVTPWON
(minimum effective concentration)(MEC) €ival n XapunAOTEPN CUYKEVTPWON
EXIVOKAVOIVWYV OTNV OTTOIa TTAPATNPOUVTAI AVWUAAEG, KOVTEC K
QKPWTNPIAOUEVEG UPEC O€ avTiBeon HE TIC HAKPIES ,DIAKAQDIONEVEC UPEC
TTOU TTapATNPEOUVTAI OTaV £XOUMNE avaTrTu¢n(control).AuTd PTTOPEI Va
TTapaTnENOEi HJAKPOOKOTTIKA ) MIKPOOKOTTIKA

« A.fumigates(caspofungin)




MEG®OAOZ AIAXYZHX ZE ATAP A AZOAEX
KAI ASPERGILLUS FUMIGATUS(EUCAST)

* [1pogToipacia Tou evopBaApiopatog. To oTeAexog A.fumigatus Trou
Oa xpnoiyotroinbei Ba TpeTel va exel KaAAiepynBei o€ potato
dextrose ayap N Sabouraud dextrose ayap KAl va €XElI ETTWAOTEI
TOUAQYXIOTOV 2-3 JEPEC WOTE VA TTAPAYEI OTTOPIA. Xpelaloual PPECKO
KaAAIEpyNUaA.

* EvogpBaApuidw 25ul kovidia 0.5 Mc Farland

* ETTwadw otoucg 34-37°C yia 48wpec.(avaTTugn oTIC 24 WPEC
OUVETTAYETAI AVTOXN.

* H avayvwaon yiveTal OTITIKA yIa TTapouaia avaTTu¢ne Kabe Babuou.

* YYnAn euaigOnaia kai €101koTNTa 99% (95%— 100%)0TNnV avixveuon
avOEKTIKWYV OTEAEXWYV PHOVOo pe EAeyxo o€ ITC/VRC



MEOOAOZ AIAXYZHX 2E ATAP I'lA AZOAEX
KAI ASPERGILLUS FUMIGATUS(EUCAST)

o

POS Growth
\{0.5 mg/ L) control




Candida and Cryptococcus spp. EUCAST Antifungal Clinical Breakpoint Table v. 10.0 valid from 2020-02-04

IC method (EUCAST standardised broth microdilution method)

Medium: RPMI1640-2% glucose, MOPS buffer

noculum: Final 0.5x10° - 2.5x10° cfu/mL

Incubation: 18-24h

Reading: Spectrophotometric, complete (>80%) inhibition for amphotericin B but 50% growth inhibition for other compounds
uality control: C. parapsiiosis ATCC 22019 or C. krusei ATCC 6258

MIC breakpoint (mg/L)
Non-species
Anihingal agent Cat?dida Ca.m.ﬁda' Candida Candida Candida Caqdidg _C&lmdida 4 Cryptococcus relatog Comments on the | Coiimbnis o0 ha Kt
albicans dubliniensis | glabrata krusei parapsilosis | tropicalis |guilliermondii | neoformans | breakpoints category
for Candida’
S<|R>|ATU| SS| R>| S« |R>| S<|R>| Ss|R>| S<| R>| S« | R>| S< | R> | S¢< | R>
No data to support an
Amphotericin B 1 1 1 1 1 1 1 1 1 1 1 1 IE IE 1 1 IE |E |l category according
to the new definitions
Anidulafungin 0.03 | 0.03 0.06 | 0.06| 006 | 006| 4 4 |o006| 006 IE IE? - - IE IE
Caspofungin Note’ | Note® Note® | Note® | Note® | Note® | Note | Note® | Note® | Note® | 1EZ | IE? - - IE IE
Fluconazole 2 | 4 2| 4 logotl 6] - -1 24|24l @l e|®.e] 2]a :;;ggme;;:z'e’“
Isavuconazole IE IE IE IE IE IE IE IE IE IE IE IE IE IE IE IE IE IE
ltraconazole 0.06 | 0.06 006|006 | 1E2 | IE2 | IE2 | IE? |0.125]0.125]0.125{0.125| €2 | €2 | IE | E | IE | IE

If S to anidulafungin, report as S and add the following
comment: "Isolates susceptible to anidulafungin with
micafungin MIC of 0.03 mg/L do not harbour an fks
Micafungin 0.016]0.016] 0.03 003|003 ¥ [ eS| 2| 2 | ¥ eS| ES | E| - - | E | E mutation conferring resistance to the echinocandins”.

If not S to anidulafungin, report as R and refer to
reference laboratory for fks sequencing and confirmation
of MICs.

Posaconazole 0.06 | 0.06 006|006 12| IE2 | IE2 | IE2 | 006] 006 | 0.06] 006 I1E2 | IE? IE IE E | IE

Voriconazole” 0.06" | 0.25' 006"|025'| IE | IE | IE | IE |0425'| 025" |o.1257[ 025" | 1EZ | €2 | IE | IE | IE | IE |4 mglkgivtwice daily

Madaa



Aspergillus spp.

EUCAST Antifungal Clinical Breakpoint Table v. 10.0 valid from 2020-02-04

IC method (EUCAST standardised broth microdilution method)
edium: RPMI1640-2% glucose, MOPS as buffer

noculum: Final 1x10(5) - 2.8x10(5) du/ml

ncubation: 48n

: Visual, complete inhibiSon for ampholericin B and azoles (MIC). aberrant growh endpoint for echinocandins (MEC)
control: A fumigatus ATCC 204305, A flavus ATCC 204304, A fumagatus F 6319, A. favus CM 1813, C. parapsions ATCC 22018 (read after

18:24 h) or C. krusei ATCC 6258 (read after 18:24 h)

MIC breakpoint (mg/L)
Non-species
Antifungal agent A. flavus A. fumigatus A. nidulans A. niger A. terreus related c ents on the | Comments on the ATU
1 category
breakpoints
S<| R> |ATU| S< | R> |ATU| S< | R> [ ATU| S< | R> | S< | R> | ATU| §< | R>
No data to support an "I
Amphotericin B - - 1 1 - - 1 1 - - IE IE |category according to the
new definition of *I'
Anidulafungin IE IE IE IE IE IE IE IE IE IE IE IE
Caspofungin IE IE IE IE IE IE IE IE IE IE IE IE
Fluconazole - - - - - - - - - - - -
If voriconazole wild-type (A. flavus : voriconazole MIC £2 mg/L; A. fumigatus :
g voriconazole MIC £1 mg/L) report as isavuconazole S and add the following
;am;z&?h'mc ’a?a:'g,:l comment: The MIC of 2 mg/L is one dilution above the S breakpoint but within the
|savuconazole 1 2 2 1 2 2 | 025] 025 E? | e 1 1 IE IE but only followed Jp'as 2 wild-type isavuconazole MIC range due to a stringent breakpoint susceptibility
ATU P breakpoint. See rationale documents for more information.
If voriconazole non wild-type report as isavuconazole R and refer to reference
laboratory for CYP51A sequencing and confirmation of MiCs™"
Report as R with the foliowing comment: "In some clinical situations (non-invasive
ltraconazole* 1 1 2 1 1 2 1 1 2 | ESS | |25 1 1 2 IES | IE® infections forms) fraconazole can be used provided sufficient exposura is
ensured"”.
Micafungin IE IE IE IE IE IE IE IE IE IE IE IE
i If S to itraconazole report as S and add the following comment: "The MIC & 0.25
POT:::Z:; ’;'::; 7028 mg'L and thus one dilution above the S breakpoeint due to overlapping wt and non-
Posaconazole* IE* | IE? 0.125| 025 [ 0.25 | 1E? | IE? E? | IE? |0125( 025|025 IE | IE '"\‘35 il an Bk ool o wt populations”.
ATLerw If not S to itraconazole report as R and refer to reference Bboratory for CYP51A
sequencing and confirmation of MICs.
Report as R with the following comment: "In some clinical situations (non-invasive
Voriconazole* et | Ie? 1 1 2 1 1 2 e | e | | e IE IE infections forms) voriconazole can be used provided sufficient exposure is
ensured”.




EpTTOpIKG TECT gvaIoONnOiag
* Mikpoapaiwaoelg o€ (WUO (UE ) XWPIC OEIKTEC)

iq
|

Sensititre YeastOne (FDA approved)

« ATB fungus Ve ¥ —*
i (“'(”r ’ ’
» SensiQuatro RN ks
: e S *

* Fungl ®, T -
u g-test, 2> <
« Candifast > <>
» Micronaut X

Aiaxuon og ayap(diokia, TaIVIEC)
* Etest(FDA approved), MIC test strips NeoSensitab

* AuTOMOTO CUCTAUATO
 Vitek2 (FDA approved)
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Néol opiopoi katad EUCAST-2019:
S, I, R

* O gUKNTag XapakTnpifetal wg Evaiodntog, ue T0 KAVOVIKO O0GOAOYIKO
oxXAMaA, OTaV AVAUEVETAI BEPATTEUTIKN ETTITUXIA XOPNYWVTAG TOV
QVTIMIKPORBIaKO TTapAyovTa OTO KAVOVIKO OOOOAOYIKO OXNUA.

* O puknrag é(apaKTr]pi@Tal w¢ EvaioOnTog, o€ augnuévn £ékBeon, otav
QVOMEVETAI BEPATTEUTIKN E€MITUXIA, EQOCOV ECAOPAAICETAl auf,rgJavr] £kBeaon
OTOV QVTIMIKPORIAKO TTAPAYOVTA EITE AOYW TPOTIOTTOINONG TOU 00GOAQYIKOU
OXNMATOG €iTE AOYW HPEYAANG GUYKEVTPWONG TOU AVTIUIKPOBIaKOU
TTapayovTa oTtn 6€on TG Aoipweng.

* O pUKNTaG XapaKTnpEifeTal WG AVOEKTIKOG OTAV AVAUEVETAI OEPATTEUTIK)
aTToTUXia, AKOMN KAl 0€ augnUevn €KBean TOU YIKPOOPYavIOUOU OTOV
QVTIMIKPOBIOKO TTapAyovTa™.



2YMINEPAZMATA

« KAIVIKG Opla euaioBnaiag uttapXouv JOVO YIa OUYKEKPIMEVOD
papuaka kai €idn Candida kai Aspergillus.

* [a Ta UuTTOAOITTA £i0N KAl PAPMAKA OEV UTTOPEI VA YiVEl KAIVIKNA
acloAdynon TnNG euaiocBnaiac Tapd POvo n KatnyoploTroinon
TOUC O€ QypIou TUTTOU Kal un ayplou TUTTou JE Baon
£TIONUIOAOYIKA OplIa eualcOnaoiac.

* Mn Qyplou TUTTOU OTEAEXOC ME PAIVOTUTTIKA AVIXVEUCIUN avToxXn

* Ayplou TUTTOU 2TEAEXOG XWPIG QAIVOTUTTIKA QVIXVEUTIUN QVTOXT)
S N R Xpnon KAIVIKwV opiwv euaiobnaiag yia rapouola €ion
Candida  Aspergillus.

 [Ipocoxn oTnV epapuoyr KAIVIKWY 0Opiwv euaiobnaoiag katd
EUCAST o€ eutropIka TECT TTOU OEV OIVOUV TTAPOHOIEC TIMEC MIC



