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Implementacion EUCAST en antifungicos

Procedimientos estandarizados metodologia EUCAST para hongos

filamentosos y hongos levaduriformes
Acceso libre en https://www.eucast.org/ast_of fungi
Revisiones frecuentes de ECOFFs y puntos de corte

Orientados a optimizar la terapia antifungica

Sistemas comerciales NO basados en metodologia EUCAST  * WARNING é

’
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Meétodos disco-placa antifungicos en metodologia EUCAST INEXISTENTE
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Antifungal susceptibility testing (AFST)
Breakpoints and methods for susceptibility testing of yeasts, moulds and dermatophytes are
developed and validated by the EUCAST subcommittee on AFST.

New and revised documents open for consultation will until accepted be published in the
# EUCAST News section together with all other consultations from EUCAST.

Information on su
describing the

rganisation and members are available on the webpage
ELICAST.

Information for industry-a to bring agents to EUCAST for review and revision of
breakpoints or a new agent to EMA for registration is available
at # Information for industry.

Development of new methods and validation and calibration of existing methods is
performed at the EUCAST Development Laboratory for AFST:

% The EUCAST Development Laboratory for Antifungal Susceptibility Testing

with the help of

% The EUCAST AFST Network Laboratories

For Copyright statement and reference to EUCAST material, see the homepage of
EUCAST.

Contacting EUCAST-AFST

Contact the AFST through the EUCAST subject related contact form
Chairman Maiken Cavling Arendrup (maiken.c.arendrup[atlescmid.org)
Scientific Secretary Jesus Guinea Ortega (jesusguineaortegalatlescmid.org)
Clinical Data Coordinator Joseph Meletiadis (joseph.meletiadis[atlescmid.org)

https://www.eucast.org/organization/subcommittees/eucast_afst

v

Steering committee

Chairperson Maiken C Arendrup, Steering Committee (Denmark)
email: maiken.c.arendrup[at]lescmid.org

Scientific SecretaryJesus Guinea-Ortega (Spain)
email; Jesusguineaortega[at]escmid.org

Clinical Data Coordinator Joseph Meletiadis (Greece)
email: joseph.meletiadis[at]escmid.org

EUCAST Steering Committee Representative Gunnar Kahimeter (Sweden)
email: gunnar.kahlmeter[at]eucast.org

NAC representative S Arikan-Akdagli (Turkey)
NAC Representative Konrad Muehlethaler (Switzerland)
EUCAST Steering Committee representative Gunnar Kahimeter
AFST Subcommittee Members

J Vildershgj Bjgrnholt (Norway)

S Arikan-Akdagli (Turkey)

F Barchiesi (ltaly)

J Buil (The Netherlands)

M Castanheira (USCAST Representative, USA)
E Chryssanthou (Sweden)

L Rés Asmundsdattir (Iceland)

H Jarv (Estonia)

N Klimko (Russia)

N Friberg (Finland)

P Lyskova (Czech Republic)

QO Kurzai (Germany)

K Lagrou (Belgium)

C Lass-Florl (Austria)

Q Lortholary (France)

M Mares (Romania)

T Matos (Slovenia)

C Moore (UK)

K Muehlethaler (Switzerland)

T Rogers (Ireland)

A Velegraki (Greece)
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EUCAST AFST (yeasts and moulds) network laboratories

Spanish Mycology Reference Laboratory, Spain (Contact - M Cuenca-Estrella)

Unité de Parasitologie - Mycologie, Service de Microbiologie. Hopital Européen Georges
Pompidou, France (Contact - E Dannaoui)

Clinical Microbiology and Infectious Diseases Department, Gregorio Maranon Hospital,
Madrid, Spain (Contact - J Guinea)

National Reference Centre for Invasive Mycoses , Germany (Contact - O Kurzai)
Clinical Microbiology Laboratory, Athens, Greece (Contact - J Meletiadis)
Mycology Reference Centre, Manchester, UK (Contact - C Moore)

Erasmus MC - Department of Medical Microbiology and Infectious Diseases,
Netherlands (Contact - W van de Sande)

Mycology Research Laboratory & UOA/HCPF culture collection, Dept Microbiology,
Medical School, National and Kapodistrian University of Athens, Greece (Contact - A
Velegraki)

Radboud MC, The Netherlands (Contact — P Verweij)

Division of Hygiene and Medical Microbiology, Medical University of Innsbruck, Austria
(Contact — C Lass-Florl)

Laboratory of Antimicrobial Chemotherapy, Romania (Contact — Mihai Mares)
University Hospitals Leuven, Leuven, Belgium (Contact - Katrien Lagrou)

Laboratorio di Microbiologia Azienda Ospedaliera Ospedali Riuniti Torrette di Ancona,
Italy (Contact - Francesco Barchiesi)

Bacteriology and Mycology Laboratory, Sant'Orsola Malpighi University Hospital, ltaly
(Contact - M Cricca)

Mycology and Aerobiology, Sciensano, Belgium (Contact - P Becker)

http://www.eucast.org/organization/network_laboratories/



Procedimientos EUCAST microdilucion

EUCAST E.DEF 7.3.2 April 2020 EUCAST antifungal MIC method for yeasts

EUCAST DEFINITIVE DOCUMENT E.DEF 7.3.2

Method for the determination of broth dilution minimum inhibitory concentrations of antifungal agents

for yeasts

M. C. Arendrup?, J. Meletiadis®?, J. W. Mouton®*, K. Lagrou®, Petr Hamal®, ) Guinea’ and the Subcommittee
on Antifungal Susceptibility Testing (AFST) of the ESCMID European Committee for Antimicrobial
Susceptibility Testing (EUCAST)*

EUCAST E.DEF 9.4 March 2022 EUCAST antifungal microdilution method for moulds

. Actualizacion lecturas de CMls con el
ve| €Spectrofotodmetro para azoles y AmB
re frente a A. fumigatus

1 Guinea**??, J Meletiadis***, S Arikan-Akdagli®, K Muehlethaler’, G Kahlmeter®, M C Arendrup®'®** and the
Subcommittee on Antifungal Susceptibility Testing (AFST) of the ESCMID European Committee for
Antimicrobial Susceptibility Testing (EUCAST)**

*Both authors contributed equally

Clinical Microbiology and Infection 27 (2021)

560 ‘

Contents lists available at ScienceDirect C M I

Clinical Microbiology and Infection El%sm!&i%
AND INFECTION

journal homepage: www.clinicalmicrobiologyandinfection.com FEESCMID =2

Narrative review

How to: perform antifungal susceptibility testing of microconidia-
forming dermatophytes following the new reference EUCAST method

E.Def 11.0, exemplified by Trichophyton™

Maiken C. Arendrup ">, Gunnar Kahlmeter “, Jesus Guinea ",
Joseph Meletiadis * ', the Subcommittee on Antifungal Susceptibility Testing (AFST) of
the ESCMID European Committee for Antimicrobial Susceptibility Testing (EUCAST)




Azole and Amphotericin B MIC Values against Aspergillus
fumigatus: High Agreement between Spectrophotometric and
Visual Readings Using the EUCAST EDef 9.3.2 Procedure

s Antimicrobial Agents
SOCIETY FOR

microsiolocy ANC Chemotherapy®

Julia Serrano-Lobo,>P Ana Gémez,*P Waldo Sanchez-Yebra,© Miguel Fajardo, Belén Lorenzo,® (©'Ferran Sanchez-Reus,f
Inmaculada Vidal,2 Marina Fernandez-Torres," Isabel Sanchez-Romero,' Carlos Ruiz de Alegria-Puig, José Luis del Pozo,*
Patricia Munoz,®!m (2 Pilar Escribano,®P (2 Jestis Guinea,®?! on behalf of the ASPEIN Study Group

d b
0.5mg/L 0.25mg/L 0.125 mg/L 0.125mg/L  0.06 mg/L 0.03mg/L  0.015 mg/L

ITRA

POSA

1mg/L 0.5mg/L 0.25mg/L 2 mg/L 1 mg/L OSmg/L 0.25mg/L 0. 125 mg/L

VORI ISA

Itra: Itraconazol; Vori: voriconazol; Posa: posaconazol; Isa: isavuconazol.
Ref: Serrano-Lobo J et al. Antimicrobial Agents and Chemotherapy. 2021; January 1 e01693-20



Procedimientos EUCAST microdilucion

EUCAST E.DEF 7.3.2 April 2020 EUCAST antifungal MIC method for yeasts EUCAST E.DEF 9.4 March 2022 EUCAST antifungal microdilution method for moulds
EUCAST DEFINITIVE DOCUMENT E.DEF 7.3.2 EUCAST DEFINITIVE DOCUMENT E.DEF 9.4
Method for the determination of broth dilution minimum inhibitory concentrations of antifungal agents Method for the determination of broth dilution minimum inhibitory concentrations of antifungal agents

for yeasts for conidia forming moulds

1 Guinea**?*?, J Meletiadis***, S Arikan-Akdagli®, K Muehlethaler’, G Kahimeter®, M C Arendrup®'®*! and the
Subcommittee on Antifungal Susceptibility Testing (AFST) of the ESCMID European Committee for
on Antifungal Susceptibility Testing (AFST) of the ESCMID European Committee for Antimicrobial Antimicrobial Susceptibility Testing (EUCAST)**

M. C. Arendrup?, J. Meletiadis®?, J. W. Mouton®*, K. Lagrou®, Petr Hamal®, J Guinea’ and the Subcommittee

Susceptibility Testing (EUCAST)* *Both authors contributed equally

Clinical Microbiology and Infection 27 (2021) 55-60 ‘

Contents lists available at ScienceDirect c M I

Clinical Microbiology and Infection E.%JE%!&&% |
AND INFECTION

journal homepage: www.clinicalmicrobiologyandinfection.com BEESCMID =2

Narrative reyf

£ | 12 Edicion. Método especifico para dermatofitos
ow to:

forming { Dirigido a detectar resistencia a terbinafina
E.Def 11.0, exemplified by Trichophyton™

Maiken C. Arendrup ">, Gunnar Kahlmeter “, Jesus Guinea ™ ",
Joseph Meletiadis * ', the Subcommittee on Antifungal Susceptibility Testing (AFST) of
the ESCMID European Committee for Antimicrobial Susceptibility Testing (EUCAST)




Procedimientos EUCAST microdilucion

EUCAST E.Def 10.2 June 2022 EUCAST agar screening for resistance in Aspergillus spp

EUCAST DEFINITIVE DOCUMENT E.Def 10.2

Screening method for the detection of azole and echinocandin resistance in Aspergillus using antifungal-

containing agar plates, exemplified by A. fumigatus

J. Meletiadis'?, J Guinea®>*>, S. Arikan-Akdagli®, N. Friberg’, G. Kahlmeter?, MC Arendrup®®** and the
Subcommittee on Antifungal Susceptibility Testing (AFST) of the ESCMID European Committee for
Antimicrobial Susceptibility Testing (EUCAST)*




aweean  ANtimicrobial Agents PUSCEPTIBILITY

= 5520 and Cremotherapy” L) - |sensibilidad | Especificidad

Itraconazol 97% 96%
Azole-Resistant Aspergillus fumigatus Clinical Isolate Screening Voriconazol 79% 95%
in Azole-Containing Agar Plates (EUCAST E.Def 10.1): Low o o
Impact of Plastic Trays Used and Poor Performance in Cryptic Sospecha R azoles 100% 95%
Species

Julia Serrano-Lobo,>®? (2 Ana Gomez,>® (2 Belén Rodriguez-Sanchez,2? Patricia Munoz,»?.<d (2 Pilar Escribano,>P
Jesus Guinea®P< on behalf of the ASPEIN Study Group

Aislados con TR;,-L98H, G54Ry TR,,-Y121F-T289A detectados como R
Rendimiento pobre con especies cripticas

Score 0 Score 3

* Sospecha TR,,-Y121F-T289A: crecimiento voriconazol
e Sospecha G54: crecimiento en itraconazol y posaconazol

* Sospecha TR;,-L98H: crecimiento en itraconazol y voriconazol

Ref: Serrano-Lobo J et al. AAC 2021




Puntos de corte en antifungicos EUCAST

* Solamente aplicables
con microdilucion

EUCAST

* No iIntercambiables

con CLSI

* NO SIRVEN PARA
INTERPRETAR CMIS
DESYO O E-TEST

e s — e —sses— e e —ee gy

Rapid AST in blood cultures

Expert rules and expected phenotypes
Resistance mechanisms

Guidance documents

SOP

MIC and zone distributions and ECOFFs
AST of bacteria

AST of mycobacteria

AST of fungi

| Breakpoints for antifungals
MIC distributions and ECOFFs
Methods in antifungal susceptibility te
QC AFST Tables
Rationale documents for antifungals
Publications in journals
Meetings, Minutes and Reports

Previous versions of documents

Clinical breakpoints for fungi (Candida and
Aspergillus species)

March 20, 2019

® Clinical breakpoints for fungi v. 10.0 (PDF file for printing) - valid from 4 February 2020;
links updated Sept 2020.

B Clinical breakpoints for fungi v. 10.0 (Excel file for screen) - valid from 4 February
2020;links updated Sept 2020.

® QOverview of antifungal ECOFFs and clinical breakpoints for yeasts and moulds - valid
from 18 January, 2022. (Previous version valid from 24 September, 2020)

Previous breakpoint tables

® Clinical breakpoints for fungi v 9.0 (pdf-file for printing) - valid from 12 February, 2018
® Clinical breakpoints for fungi v 9.0 (Excel file for screen) - valid from 12 February, 2018
® EUCAST guidance on "What to do when there are no breakpoints”

The EUCAST AFST subcommittee is currently reviewing breakpoint tables to introduce
necessary changes to match the new EUCAST definitions of S, | and R.

https://www.eucast.org/astoffungi/clinicalbreakpointsforantifungals



Organization

EUCAST News

New definitions of 5, land R
Clinical breakpoints and dosing
Rapid AST in blood cultures

Expert rules and intrinzic resistance
Resistance mechanisms

Guidance documents
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MIC and zone distributions and ECOFFs
A ST of bacteria
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AST of fungi

AST of veterinary pathogens
Frequently Asked Questions (FAG)
Meetings

Presentations and statistics
Warnings!

Documents

Videos from EUCAST

New definitions of S, and R

EUCAST has decided to change the definitions of susceptibility testing categories S, | and R
as shown below. Results of several consultations on the new definitions are available on
the EUCAST website under “Consultations”.

® 5 - Susceptible, standard dosing regimen: A microorganism is categorised as
"Susceptible, standard dosing regimen”, when there is a high likelinood of therapeutic
success using a standard dosing regimen of the agent.

B | - Susceplible, increased exposure® A microorganism is categorised as "Susceptible,
Increased exposure™ when ihere is a high likelihood of therapeutic success because
exposure to the agent is increased by adjusting the dosing regimen or by its
concentration at the =ite of infection.

® R - Resistant: A microorganism is categorised as "Resistant” when there is a high
likelihood of therapeutic failure even when there is increased exposure.

*Exposure is a function of how the mode of administration, dose, dosing
interval, infusion time, as well az distribution and excretion of the
antimicrobial agent will influence the infecting organism at the site of
infection.

EUCAST explanatory video (22 minutes) on the new definitions of 5, | and R and on the use
of the Area of Technical Uncertainty (ATL.

How to handle the ATU in clinical laboratories is described in a

EUCAST guidance document.

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



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

European Committee on Antimicrobial Susceptibility Testing
Antifungal Agents
Breakpoint tables for interpretation of MICs

Version 10.0, valid from 2020-02-04

Content

Notes

Guidance on reading EUCAST antifungal breakpoint tables

Changes

Candida and Cryptococcus spp.

Aspergillus spp.

P
1
2

Information on technical uncertainty 3
4
5
6
7

Dosages

This document should be cited as: "The European Committee on Antimicrobial Susceptibility Testing. Antifungal Agents. Breakpoint tables for interpretation of MICs, version 10.0,
2020. hitp://'www _eucast.org/astoffungi/clinicalbreakpointsforantifungals/.




Modificaciones revision 2020

* Revision categoria "“I” y conversion en "Sensible, exposicion

incrementada” o ATU (y su interpretacion)

* Establecimiento puntos de corte para especies infrecuentes en base

a C. albicans (para Candida) y A. fumigatus (para Aspergillus)

* Eliminacion de “Intermedio” para equinocandinas y AmB

https://www.eucast.org/astoffungi/clinicalbreakpointsforantifungals



Puntos de corte disponibles

* Aspergillusy Candida

*  Cryptococcus y anfotericina B

* No Mucorales, Fusarium, Scedosporium/Lomentospora
* No especies infrecuentes de Candida

* No levaduras no-Candida

https://www.eucast.org/astoffungi/clinicalbreakpointsforantifungals



MIC breakpoint (mg/L)

Non-species

- Candida Candida Candida Candida Candida Candida Candida Cryptococcus related Comments on the |
Antifungal agent . T N L o . . . Comments on the ATU
albicans dubliniensis glabrata krusei parapsilosis | tropicalis | guilliermondii | neoformans | breakpoints category
for Candida’
Sc R> | ATU| S§= R > Sz R > Sc R> S< R > Ss< R > Ss< 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 IE |l category according
) — to the new definitions
Anidulafungin 0.03 | 0.03 0.06 | 0.06 | 0.06 | 0.06 4 4 0.06 | 0.06 | IE2 IE2 - - IE IE
Caspofungin Note® | Note® Note® | Note® | Note® | Note® | Note® | Note® | Note® [ Note* | 1E? | IE? - - IE IE
See dosages table for
4 - - 2 2
Fluconazole 2 4 2 4 |o.001*|| 16 2 4 2 4 | IE IE IE IE 2 4 |appropriate dose
Isavuconazole IE IE IE IE IE IE IE IE IE IE IE IE IE IE IE IE IE IE
ltraconazole 0.06 | 0.06 0.06 | 0.06 | |E2 IE? IE2 IE2 |0.125]0.125|0.125]| 0.125| |E? IE2 IE IE 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 0.03 | 0.03 | |E® IE® 2 2 IE® IE® IE® IE® = = IE IE 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 0.06 | 0.06 | |E? IE? IE2 IEZ | 0.06 | 0.06 | 0.06 | 0.06 | |E? IE2 IE IE IE IE
Voriconazole® 0.06' | 0.257 006’ | 025" IE IE IE IE [0.125| 0.257 [0.1257| 0.257 | IE? IE2 IE IE IE IE |4 mgikg iv twice daily




“&): Palazzo dei Congressi Lugano, Lugano, Switzerland
L 3 i 27 - 29 February 2020

'gg 9th Advances Against Aspergillosis and Mucormycosis ﬁ'j:

\#f A

Hospital General Universitario
, Gregorio Maranon

A cm
L

Doctor Esquerdo, 46
28007 Madrid, Spain

"
(ibetes  prone s

juliaserranolobo@hotmail es

2 Clinical Microbiology and Infectious Diseases, Hospital General Universitario Gregorio Marafion, Madrid, Spain. 2
Enfermedades Respiratorias-CIBERES (CBo6/06/0058), Madrid, Spain. # Medicine Department, Faculty of Medicine, Universidad Complutense de Madrid

Clinical Asperygillus isolates causing aspergillosis in the last 20 years: an overview of aetiology and
antifungal resistance to azoles and amphotericin B

J. Serrano-Lobo*?, E. Reigadas®?, A. Vena*?, M. Machado*?, P. Mufioz*234, P. Escribano?, J. Guineal23:4

Instituto de Investigacion Sanitaria Gregorio Marafion, Madrid, Spain. * CIBER

Table 1. Percentage of resistance (No. of isolates) of the 356 isolates against azoles and amphotericin B.

Percentage of resistance (No. of isolates) % of
resistance/
0.02 0.06 0.125 0.25 0.5 1 2 4 2B non wild type
Amphotericin B 0 1 2 9 117 11 2 0 0 0/09
A atus SS Itraconazole 0 0 g 8 125 9 1 0 1 0.45 /0.9
{ ‘f::}g“ us Voriconazole o 0 0 10 97 108 12 1 1 09/6 o
n=
Posaconazole 7 104 91 25 2 0 0_4&"0 09/09
Isavuconazole 0 0 0 14 122 82 (98) 0 2 5/09
Amphotericin B 0 0 0 0 1 7 5 3 47.5 / 88.2
) . Itraconazole 0 0 0 1 5 4 5 0 2 12/41
Cryptic species .
(n=17) Voriconazole 0 0 0 0 0 1 11 3 2 29 /94
Posaconazole 0 0 5 2] 2 1 0 0 0 18/17.6
Isavuconazole 0 0 0 0 0 3 6 2 0 47 f11.7

Numbers in bold indicte resistanoe; underiined numbers indicate non wild type isolates based on ECOFFs.
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0.5 0.5 1 n.125-
=

0.5 0.5 1
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0.125 0.5 1 0.125
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Review
Updated EUCAST Clinical Breakpoints against

Aspergillus, Implications for the Clinical
Microbiology Laboratory

1,2,3

Jesus Guinea 2018 breakpoints

2018 breakpoints Y S
T r— 5 |
200

[
| l
180 : 600 I
160 I 500 :
140 : I
400 |
120 R - ECOFF
100 Isavuconazol I 300 : Posaconazol
80 I
I
60 : 200 I
I
a0 : 100 I
20 " | I
0 I | -— — 0 S — | [ _ - - —_—
0.016 0.03 0.06 0.125 0.25 0.5 4 8 16 32 0.008 0.016 0.03 0.06 0.125 0.25 1 2 8 16 32 64
2020 breakpoints 2020 breakpoints

MIC distributions of isavuconazole y posaconazole obtained from
Ref: Guinea J. J. Fungi 2020, 6, 343 https://www.eucast.org/astoffungi/rationale_documents_for_antifungals/



CMis frente A. fumigatus sensu stricto (estudio ASPEIN)

Amphotericin@B>
4500]
4000
3500
3000
2500
2000
1500
1005]
500
() I .
0.016R 0.03 0.06 0.125R 0.252 0.5B 1A 47 8IZI 2F1 60

SG| S

S, susceptible; R, resistant. Ref: Escribano P et al. Clin Microbiol infect. 2021 Aug;27(8):1170.e1-1170.e7



Itraconazol CMIs (ASPEIN)

4500
4002
350
3008
250
2008
1503
1003

50m

0[ T T T T T T l-_\

0.016 0.03@ 0.06@ 0.125F 0.258 0.5 1R 28 47 8a >F6R BWT Other cyp51A mut G54R EF165L mTR46 mMTR34 MW Cryptic
Sl

35
30
25

20
A. fumigatus sensu stricto resistant
isolates and wild type cyp51A gene 15

10

0.03 0.06 0.125 0.25 0.5 1

S, susceptible; R, resistant. Ref: Escribano P et al. Clin Microbiol infect. 2021 Aug;27(8):1170.e1-1170.e7



Voriconazol CMIs (ASPEIN)

6003

5000

4008

300H

2003

100@ I

I B BN

0.0163 0.03@ 0.06F 0.125@ 0.25F 0.5 1@ 20 47 8z 26k

B .
i BWT  Othercyp51Amut G54R EF165L W TR46 W TR34 M Cryptic

20

15

10
Resistant isolates (n=19) distributed as: 5
Cryptic species (n=6)
A. fumigatus sensu stricto (n=13) and cyp51A gene alterations: 0
- FA6Y/M172V/N248T/D255E/E427K (n=1)
- F46Y/M172V/N248T/D255E/E416Q/E427K (n=1)
- F165L (n=1) -3
- TR34-L98H (n=5)
- Wild type (n=5) -10

0.03 0.06 0.125 0.25 0.5
S

S, susceptible; R, resistant. Ref: Escribano P et al. Clin Microbiol infect. 2021 Aug;27(8):1170.e1-1170.e7
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300
250m
200m
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Posaconazol CMIs (ASPEIN)

OB

0.016R 0.032 0.06E 0.125F 0.25F 0.5 1@ 20 4z 8@ 2[F6R

Resistant (n=9) distributed as:
Cryptic species (n=5)

A. fumigatus sensu stricto (n=4)
and cyp51A gene alterations:

- $496L (n=1)

- TRq4-L98H (n=2)

- Wild type (n=1)

+ 23 aislados sensibles!!!

20

15

10 |

-10

-15

BEWT

Other cyp51A mut

0.015

0.03

S

0.06

0.125

G54R H F165L B TR46 H TR34 M Cryptic

0.25

0.5 1 2 4 8 16

S, susceptible; R, resistant. Ref: Escribano P et al. Clin Microbiol infect. 2021 Aug;27(8):1170.e1-1170.e7
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Isavuconazol CMlIs (ASPEIN)

(VEN

0.0162 0.032 0.06 0.125F 0.25 0.5 1@ 20 4r 8@ 2A6R

Resistant isolates (n=13) distributed as:

Cryptic species (n=8)

A. fumigatus sensu stricto (n=5)

and cyp51A gene alterations:

- FA6Y/M172V/N248T/D255E/E427K (n=1)

- F46Y/M172V/N248T/D255E/E416Q/E427K (n=1)
- TR3,4-L98H (n=1)

- Wild type (n=2)

+ 13 aislados sensibles!!!

20

15

10

-10

EWT

Other cyp51A mut

G54R MWF165L MWMTR46 MTR34 M Cryptic

0.03

S, susceptible; R, resistant. Ref: Escribano P et al. Clin Microbiol infect. 2021 Aug;27(8):1170.e1-1170.e7
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A. fumigatus MIC breakpoint (mg/L)

Antifungal
agent 2018 2020 Comments on the | Comments on the ATU
S< R> S< R> | ATU category
No data to support an
Amphotericin B 1 2 1 1 "I" category according to
the new definition of "I"
and
add the following comment: The MIC of 2 mg/L is one
Isavuconazole MIC = 2 dilution above the S breakpoint but within the wild-type
Isavuconazole 1 1 1 5 2 . mg/L should not be isavucowaz.oIe MiC ran-ge due to a stringent breakpoint
interpreted as | but only susceptibility breakpoint.
followed up as an ATU e If voriconazole non wild-type report as R and refer to
reference laboratory for CYP51A sequencing and
confirmation of MICs
Report as R with the following comment: In some clinical
Itraconazole 1 2 1 1 2 situations (non-invasive infections forms) itraconazole can
be used provided sufficient exposure is ensured
and add the following
Posaconazole MIC = 0.25 comment: "The MIC .is 0.25 mg/L and th.us one dilution
mg/L should not be above the S breakpoint due to overlapping wt and non-
Posaconazole 0.125 | 0.25 | 0.125 | 0.25 | 0.25 | . wt populations".
interpreted as | but only .
as ATU * If not S to itraconazole report as R and refer to reference
laboratory for CYP51A sequencing and confirmation of
MiICs.
Report as R with the following comment: In some clinical
Voriconazole 1 2 1 1 2 situations (non-invasive infections forms) voriconazole can
be used provided sufficient exposure is ensured




A. flavus MIC breakpoint (mg/L)

Antifungal
agent 2018 2020 Comments on the | Comments on the ATU
S< R> S< R> | ATU category
No data to support an
Amphotericin B IE IE - - "I" category according to
the new definition of "I"
and
add the following comment: The MIC of 2 mg/L is one
Isavuconazole MIC = 2 dilution above the S breakpoint but within the wild-type
Isavuconazole IE IE 1 5 2 . mg/L should not be isavucowaz.oIe MiC ran-ge due to a stringent breakpoint
interpreted as | but only susceptibility breakpoint.
followed up as an ATU e If voriconazole non wild-type report as R and refer to
reference laboratory for CYP51A sequencing and
confirmation of MICs
Report as R with the following comment: In some clinical
Itraconazole 1 2 1 1 2 situations (non-invasive infections forms) itraconazole can
be used provided sufficient exposure is ensured
Posaconazole IE IE IE IE
Voriconazole IE IE IE IE




A. nidulans MIC breakpoint (mg/L)

Antifungal
agent 2018 2020 Comments on the | Comments on the ATU
S< R> S< R> | ATU category
No data to support an
Amphotericin B IE IE - - "I" category according to
the new definition of "I"
Isavuconazole 0.25 | 0.25 | 0.25 | 0.25
Report as R with the following comment: In some clinical
Itraconazole 1 2 1 1 2 situations (non-invasive infections forms) itraconazole can
be used provided sufficient exposure is ensured
Posaconazole IE IE IE IE
Report as R with the following comment: In some clinical
Voriconazole IE IE 1 1 2 situations (non-invasive infections forms) voriconazole can
be used provided sufficient exposure is ensured




A. niger MIC breakpoint (mg/L)

Antifungal
agent 2018 2020 Comments on the | Comments on the ATU
S< R> S< R> category
No data to support an

Amphotericin B 1 2 1 1 "I" category according to

the new definition of "I"
Isavuconazole IE IE IE IE
Itraconazole IE IE IE IE
Posaconazole IE IE IE IE
Voriconazole IE IE IE IE




A. terreus MIC breakpoint (mg/L)

Antifungal
agent 2018 2020 Comments on the | Comments on the ATU
S< R> S< R> | ATU category
No data to support an
Amphotericin B - - - - "I" category according to
the new definition of "I"
Isavuconazole 1 1 1 1
Report as R with the following comment: In some clinical
Itraconazole 1 2 1 1 2 situations (non-invasive infections forms) itraconazole can
be used provided sufficient exposure is ensured
and add the following
comment: "The MIC is 0.25 mg/L and thus one dilution
above the S breakpoint due to overlapping wt and non-
Posaconazole 0.125 | 0.25 | 0.125 | 0.25 | 0.25 wt populations".
* If not S to itraconazole report as R and refer to reference
laboratory for CYP51A sequencing and confirmation of
MiICs.
Voriconazole IE IE IE IE




ORTETNAL ARTICEE R WILEY

Gradient diffusion strips for detecting azole resistance in
Aspergillus fumigatus sensu lato

Julia Serrano-Lobo?® | Ana Gémez?® | Elena Reigadas?3® |

1,234 1,2,3 |

Patricia Mufioz | Pilar Escribano™?® | Jests Guinea
on behalf of the ASPEIN Study Group

* Sistemas comerciales testan cepas sensibles
* Insuficientemente validados con cepas resistentes

* Triazoles frente a A. fumigatus complexS y R a azoles

Ref: Serrano-Lobo J et al. Mycoses. 2022. En prensa



A. fumigatus sensu stricto

m Susceptible isolates according to EUCAST E.Def. 9.4
M Resistantisolates according to EUCAST E.Def. 9.4

(A) Itraconazole (B) Voriconazole
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Puntos de corte de EUCAST

Ref: Serrano-Lobo J et al. Mycoses. 2022. En prensa



Especies cripticas

M Susceptibleisolates according to EUCAST E.Def. 9.4
M Resistantisolates according to EUCAST E.Def.9.4

(A) Itraconazole (8) Voriconazole
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Ref: Serrano-Lobo J et al. Mycoses. 2022. En prensa



Mensajes para llevar a casa

 Metodologia EUCAST para antifungicos dificil implementar en rutina

* Uso de agares (E.Def 10.2) screening resistencia a azoles y candinas

* Nointercambiar puntos de corte/metodos!

* Mas puntos de corte y ECOFFs

x FUCAST ovammceosa
SUSCEPTIBILITY TESTING

European Society of Clinical Microblology and Infectious Diseases

Antimicrobial susceptibility tests on groups of organisms or agents for
which there are no EUCAST breakpoints

Updated 1 December 2021



