$2: Materials and Methods for the MIC data used and Interpretive Approach

Methods for strain selection. All Danish blood culture yeast isolates submitted for identification and
susceptibility testing according to EUCAST E.Def 7 as part of the Danish fungaemia surveillance 2012-2020
were included (only isolates identified to the species level). For blood culture isolates from this period,
MALDI-TOF (Bruker) and ITS sequencing were used as previously described [1,2]. This data set was
supplemented with those for non-common yeast isolates from other clinical samples (for years 2016 to
2020 from submitted samples and those referred as culture growth for susceptibility testing). Some
referred isolates had already been identified at local departments of clinical microbiology (MALDI-TOF is
generally implemented in all Danish Departments of Clinical Microbiology starting before 2016). These
isolates were only re-identified upon receipt if the identification was inconsistent with morphology or

susceptibility findings.

Due to truncated ranges for anidulafungin early 2012, included isolates are from the end of March 2012-
2020. For voriconazole, isolates were from 2017-2020 and for amphotericin B, only isolates from 2015 to

2020 were included (as E-tests were used prior to this) [1].

Susceptibility data from our laboratory from 41 published clinical Danish ITS sequenced rare yeasts isolates
(C. intermedia, C. fermentati, C. palmioleophila, C. guilliermondii and C. lusitaniae) isolates obtained during

a previous time period were also included [3].

C. auris, an emerging and important pathogen, was not included for two reasons. First, we have not had
any cases of C. auris in Denmark in 2012-2020 and therefore our collection was limited to a shared
collection of C. auris isolates from India [4]. Second and more important, C. auris from the different parts of
the world belong to different clades with a somewhat differential susceptibility and in most cases
dominated by clonally related isolates (due to the hospital outbreaks C. auris has caused). As per EUCAST
SOP 10.2, EUCAST does not accept MIC distributions dominated by isolates from outbreaks for ECOFF
setting, as such distributions will be biased towards the outbreak strains and thus not necessarily
representative for the broader wild-type of that species (European Committee on Antimicrobial
Susceptibility Testing. MIC distributions and epidemiological cut-off value (ECOFF) setting, EUCAST SOP
10.2, 2021. http://www.eucast.org.). Therefore, we have abstained from including C. auris in this

publication.

Comparison of the MIC values to published EUCAST MIC data and Interpretation for Susceptibility
Categories. Our MIC distributions for the common species were next compared to EUCAST distributions

(numbers tested, MICso/MICso values adapted from the rationale documents for the individual drugs) and



confirmed to be comparable to EUCAST data [5-9]. For non-common species, EUCAST ECOFFs (or tECOFFs)
and EUCAST MIC distribution data were retrieved, where available [5-9]. Recent datasets on susceptibility
data from other centers using the EUCAST method was found and included for comparison [10-24]. Rare
yeast may grow more slowly than common Candida species. For some studies, the incubation period was

48 hours and allowed minimal growth was +0.1 OD -which may influence MIC values [10,25].

Finally, treatment recommendations from the ECMM/ISHAM/ASM 2021 Rare Yeast Guideline (based on
clinical experience and various susceptibility data) were inserted for the relevant species to give an

estimate of known clinical outcome [26].

In total, 4656 isolates were identified. Of these, 718 were rare yeasts (of which 280 isolates were C.
dubliniensis). Only species with >1 isolate or available references for EUCAST MIC data were displayed in
tables 4-7. However, it should be noted that MIC ranges for species with few isolates or few reference MICs
should be confirmed with more MIC data when possible. For the most common species, our MICs were
nicely comparable to EUCAST MIC distributions used for determination of ECOFFs and CBPs (Tables 4-7).
Overall our MICsps were similar to or one dilution step lower/higher than EUCAST distributions (if allowing a

similar truncated lower MIC of 0.016 mg/L for part of the EUCAST voriconazole and fluconazole dataset).
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