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Abstract: Baseline chest computed tomography (BCT) in high-risk hematology patients allows for
the early diagnosis of invasive pulmonary aspergillosis (IPA). The distribution of BCT
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implementation in hematology departments and impact on outcome is unknown. A web-based
questionnaire was designed. International scientific bodies were invited. The estimated numbers of
annually treated hematology patients, chest imaging timepoints and techniques, IPA rates, and
follow-up imaging were assessed. In total, 142 physicians from 43 countries participated. The
specialties included infectious diseases (1 = 69; 49%), hematology (n = 68; 48%), and others (1 = 41;
29%). BCT was performed in 57% (n = 54) of 92 hospitals. Upon the diagnosis of malignancy or
admission, 48% and 24% performed BCT, respectively, and X-ray was performed in 48% and 69%,
respectively. BCT was more often used in hematopoietic cell transplantation and in relapsed acute
leukemia. European centers performed BCT in 59% and non-European centers in 53%. Median
estimated IPA rate was 8% and did not differ between BCT (9%; IQR 5-15%) and non-BCT centers
(7%; IQR 5-10%) (p = 0.69). Follow-up computed tomography (CT) for IPA was performed in 98%
(n = 90) of centers. In high-risk hematology patients, baseline CT is becoming a standard-of-care.
Chest X-ray, while inferior, is still widely used. Randomized, controlled trials are needed to
investigate the impact of BCT on patient outcome.

Keywords: invasive aspergillosis; antifungal prophylaxis; infection in hematology

1. Introduction

Invasive aspergillosis (IA) typically affects high-risk hematology patients, in particular those
with acute leukemia or the recipients of hematopoietic cell transplantation (HCT) [1]. The incidence
of probable or proven IA in these patients ranges from 2%, while on posaconazole prophylaxis to
11.2% without mold-directed prophylaxis [2,3]. The overall and attributable mortality are high
reaching up to 42% and 27%, respectively [4,5]. Invasive pulmonary aspergillosis (IPA) is associated
with even higher mortality up to 75%, and it has been shown to negatively impact the long-term
survival of leukemia patients [6,7].

Early diagnosis and treatment are crucial in the management of IPA to improve patient outcome
[8,9]. However, IA is still a frequently missed diagnosis in hematological patients [10]. In patients
that were diagnosed with IPA, the serial assessment of pulmonary findings on chest CT has been
shown to be superior when compared to galactomannan or lesion counts in survival prediction and
combination of these tools seems useful [11].

Baseline chest computed tomography (BCT) in adult high-risk hematology patients has been
suggested for the early diagnosis of IPA. Abnormal findings on BCT were found to be an independent
risk factor for invasive fungal disease (IFD) [12]. Recent prospective studies in patients that were
admitted for intensive chemotherapy or HCT found abnormalities on BCT in 36% (1 = 196) of patients
close to admission time, and 10% met the EORTC/MSG radiographic consensus criteria for IFD [13].
When BCT findings were abnormal, the risk of developing IPA doubled as compared to
unremarkable BCT findings [14]. A study that was conducted in Israel found abnormal BCT in 31%
(n = 295) of patients; of these, 5% were diagnosed with IPA on admission and another 10%
subsequently during hospital stay. In the subgroup of patients with de novo acute myeloid leukemia
(AML), 55% of IPA were detected by BCT [15]. However, none of this has been the subject of
randomized, controlled trials, yet complicating the impact assessment of BCT on mortality and
follow-up.

BCT appears to be a useful screening tool for identifying those patients that require treatment
for IPA rather than prophylaxis. However, the added value might depend on local epidemiology,
exact timing of the CT, specific imaging techniques, and it might differ between patient groups. Since
this patient population frequently receives mold-active prophylaxis during remission induction
chemotherapy, BCT might help to differentiate primary IPA from breakthrough invasive fungal
infection (BT-IFI) [16]. The guidelines do not recommend BCT in this high-risk group [9,17].
Currently, it is unknown how widely BCT has been implemented and what the specifics of BCT use
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in hematology departments are. Therefore, we conducted a survey to determine the current BCT
practice in hematology departments throughout the world.

2. Materials and Methods

A web-based health services research questionnaire was designed and made accessible via
www.clinicalsurveys.net.

Members of the following scientific bodies were invited to participate: Working group on
Infections in Hematology and Oncology of the German Society for Hematology and Oncology
(AGIHO), Acute Myeloid Leukemia Cooperative Group (AML CG), Australian and New Zealand
Mycoses Interest Group (ANZMIG), European Confederation of Medical Mycology (ECMM),
European Hematology Association (EHA)—Study Working Group on Infections in Hematology,
European Society for Blood and Marrow Transplantation (EBMT), FungiScope® registry contributors,
International Society for Human and Animal Mycology (ISHAM), Mycoses Study Group Education
and Research Consortium (MSGERC), Epidemiological Surveillance of Infections in Hematological
Diseases (SEIFEM), Austrian Society for Hematology and Medical Oncology (OeGHO), and Swiss
Society of Hematology (SHG-SSH). The participants were encouraged to respond for their medical
center and spread the survey through their personal network.

All of the participants were asked to provide country and institution as an obligatory item,
whereas additional personal data, affiliated scientific organizations, and practicing specialty were
optional. The participants were encouraged to provide estimated annual numbers of patients that
were treated at their hematology center with the following underlying conditions: AML (de
novo/relapsed), acute lymphatic leukemia (ALL) (de novo/relapsed), and allogeneic HCT. The
estimated rates of IPA in these patient groups were to be provided.

The timepoints and techniques of chest imaging for the respective underlying condition were
assessed via a multiple-choice chessboard response form. Timepoints comprised at diagnosis, at
staging, at admission, before each chemotherapy course, upon signs and symptoms of respiratory
infection, at first fever, after 72-96 h of persistent fever, despite antibacterial treatment. The imaging
techniques to be selected were X-ray, computed tomography (CT), or no imaging. All of the indicated
timepoints of imaging may overlap. Baseline CT was not explicitly mentioned in order to obtain a
non-suggestive assessment.

CT scan specificities, namely contrast-enhanced or non-contrast, low-dose or standard-dose, and
evaluation of imaging through other specialties than radiology were assessed. Standard-of-care
follow-up CT imaging for diagnosed IPA were to be selected on day 7, 14, 21, 28, or none.

BCT was defined as the performance of a CT scan upon admission or at diagnosis of the above-
mentioned underlying conditions according to the two above-mentioned studies [14,15]. These two
groups may overlap. For practicability of the survey, “HCT” was listed in diagnoses but also
considered as medical history. Double-entries or invalid responses were not considered for statistical
analysis. Initially, the findings of BCT were to be assessed. This approach was abandoned due to
practical reasons, since even estimated determination of specific radiological findings for IPA is
highly complex.

Free text options were provided wherever necessary.

Statistical analysis used SPSS software version 25 (IBM, Chicago, IL, USA). Participants’ data
entries from categorical variables were summarized employing frequencies and percentages. Median
and interquartile range (IQR) were used in the continuous variables. Categorical data were compared
while using Chi? test or Fisher’s exact test. A p value <0.05 was set as being statistically significant.

3. Results

Between July 1st and August 31st 2019, members of the above listed scientific societies entered
data into the survey form.

Among 142 participants from 43 countries, 92 entered data for all of the questions. Seventy-nine
(55.6%) participated in Europe and sixty-three (44.4%) participated outside Europe. Countries with



J. Fungi 2020, 6, 36

5 of 12

highest participant numbers were Germany (1 = 32; 22.5%), Italy, and the United States (n=11;7.7%
each), followed by Brazil and Spain (1 = 6; 4.2% each) (Table 1 and Figure 1).

Specialties involved were infectious diseases (n = 69; 48.6%), hematology (n = 68; 47.9%),
microbiology (1 =15; 10.6%), intensive care (1 = 8; 5.6%), oncology (1 = 6; 4.2%), and pediatrics (n =4;

2.8%) (Table 1).

&

Participating centers per country

. More than 10
. 41010

Lessthan4

)
i‘i\.

Figure 1. Geographic Distribution of Survey Participants.

Table 1. Participant characteristics.

Country n=43 n_ [%] Continent n = 142 n_ [%l
Argentina 4 2.8 Europe 79 556
Australia 3 2.1 America 31 217

Austria 3 2.1 Asia 13 9.1
Belarus 1 0.7 Africa 15 105
Brazil 6 4.2 Oceania 4 28
Chile 1 0.7 European vs. non-European countries 7  [%]
Czech Republic 2 14 Non-European 63 444
Egypt 2 14 European 79 55.6
Finland 2 14 Medical specialty* n_ [%l
France 3 2.1 Infectious Diseases 69 48.6
Germany 32 225 Hematology 68 479
Hungary 1 0.7 Microbiology 15 10.6
India 4 2.8 Intensive Care 8 56
Indonesia 1 0.7 Oncology 6 42
Israel 2 1.4 Pediatrics 4 28
Italy 1 77 other 8 56
Lebanon 2 1.4
Malaysia 3 2.1
Mexico 1 0.7
Nepal 1 0.7
Netherlands 1 0.7
Nigeria 1 0.7
Pakistan 1 0.7
Peru 3 2.1
Philippines 1 0.7
Portugal 1 0.7
Qatar 1 0.7
Romania 1 0.7
Russia 2 1.4
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Saudi Arabia 1 0.7
Serbia 2 1.4
Singapore 1 0.7
Republic of Korea 1 0.7
Spain 6 4.2
Switzerland 4 2.8
Taiwan 2 14
Thailand 1 0.7
Turkey 5 3.5
United Arab Emirates 1 0.7
United Kingdom 5 3.5
United States of America 11 7.7
Venezuela 3 2.1
Opverall 142 100

* numbers are super-additive.

The estimates of total overall annually treated patient numbers at participating hospitals (n =101
responses) include 5505 AML (3736 de novo; 1769 relapsed), 2641 ALL (1817 de novo; 824 relapsed),
and 5287 allogeneic HCT patients. The estimated median numbers of annually treated patients are 40
(IQR 18-70) for AML, 16 (IQR 7-35) for ALL, and 35 (IQR 2.5-75) for HCT (Table 2).

Table 2. Patient numbers treated annually (at participating sites).

101 AML AML AML ALL ALL ALL Allogeneic
- Total de novo Relapsed Total de novo Relapsed HCT *
, 10 25 10 16 10 5 35
Median (IQR) (18-70) (10-50) (5-25) (7-35) (5-20) (2-10) (2.5-75)
(Min-Max) 0-377 0-300 0-150 0-206 0-150 0-60 0-400
Overall
annually 5505 3736 1769 2641 1817 824 5287
patient
numbers

* this group may overlap with others. AML = acute myeloid leukemia; ALL = acute lymphoblastic
leukemia; HCT = hematopoietic cell transplantation, IQR = interquartile range.

CT and/or X-ray across all patient groups is performed, as follows (1 = 95 responses). At disease
staging, X-ray is done in 34% (n = 32) and CT in 49% (n = 47), no imaging in 45% (n = 43). Before the
beginning of chemotherapy administration, X-ray is performed in 34% (n = 32), CT in 18% (n = 17)
and no imaging in 61% (n = 58). Upon initial signs or symptoms of pneumonia, X-ray is carried out
in 40% (n = 38), CT in 76% (n = 72), and no imaging in 3% (n = 3). At first fever, X-ray is completed in
48% (n=46) and CT in 20% (n = 19), while, at persistent fever, over 72 to 96 h 15% (1 = 14) and 89% (n
= 85) do X-ray or CT, respectively. In these two situations, 41% and 8% do not perform any imaging,
respectively (Figure 2).
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Figure 2. shows the different timepoints and techniques of chest imaging in high-risk hematology
patients in detail; n = 95. CT = computed tomography.

At admission or at diagnosis of malignancy, X-ray is performed in 48% and 69% of participating
centers, respectively. At the same timepoints, 24% and 48% of centers performed CT, respectively. As
per our definition, this qualifies as BCT, which makes a proportion of 56.8% (n = 54) of centers
performing BCT for any timepoint and condition (1 = 95). Detailed BCT numbers at admission are
13.7% (n=13) and 14.7% (n = 14) for de novo and relapsed AML, respectively, 11.6% (n=11) and 14.7%
(n = 14) for de novo and relapsed ALL, respectively, and 16.8% (n = 16) for HCT. The detailed BCT
numbers at diagnosis are 20.0% (1 = 19) and 25.3% (1 = 24) for de novo and relapsed AML, respectively,
26.3% (n = 25) and 29.5% (n = 28) in de novo and relapsed ALL, respectively, and 37.9% (n = 36) for
HCT. Overall, HCT is the underlying condition that is most frequently triggering BCT (44.2%; n = 42)
and BCT is more frequently performed in relapsed than in de novo acute leukemia (Figure 3). The first
implementation of BCT in a center was in 2010. Table S1 displays detailed timepoints, techniques,

and numbers of chest imaging with respect to the underlying condition.

56.8

35.8 37.9
316 30.5 29.5
26.3 ‘
16.8
I13 7 14.7 116 14.7 I

ALL relapsed allogeneic HSCT  Any condition#

AML de novo AML relapsed ALL de novo
M CT at diagnosis [%] ™ CT at admission [%] Baseline CT (at diagnosis and/or at admission) [%]
Figure 3. Underlying condition and performance of X-ray or CT at diagnosis or at admission,

respectively —defined as Baseline CT; n = 95. # Numbers are super-additive. CT = computed

tomography;, AML = acute myeloid leukemia; ALL = acute lymphoblastic leukemia; HCT =

hematopoietic cell transplantation.

CT is contrast-enhanced in 37.6% (1 = 35) and non-enhanced in 62.4% (n = 58). CT is low-dose in
37.6% (n = 35) and standard dose in 62.4% (1 = 58) (total n = 93). The BCT scan specificities are 33.3%
(n=18) enhanced and 66.7% (n = 36) non-enhanced while 61.1% (n = 33) are standard-dose and 38.9%
(n=21) low-dose. In addition to radiology reports, the participants mostly read CT scans themselves.

For BCT centers, this is the case in 87% (n = 47) (Table 3).
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Table 3. Chest computed tomography (CT) specificities.

Chest CT specificities n [%]
contrast-enhanced 35 37.6
hest CT
Chest C not contrast-enhanced 58 62.4
All centers Standard-dose CT 58 62.4
Doses
n=93% Low-dose CT 35 37.6
Yes 79 84.9
T -4
CT assessment No 14 151
contrast-enhanced 18 33.3
Chest CT
©s not contrast-enhanced 36 66.7
Baseline CT centers D Standard-dose CT 33 61.1
oses
only n =54 Low-dose CT 21 38.9
Yes 47 87.0
CT tf
assessmen No - 130

* total n of response to the respective question; # participants indicated if they evaluate chest imaging
themselves despite not being radiologists. CT = computed tomography.

Overall, the median estimated rate of IPA is 8% (IQR 5 to 14%; n = 94). In non-BCT performing
centers, it is only 7% (IQR 5-10%; n = 37), whereas it is 9% (5-15%; n = 52) in BCT centers (p = 0.69)
(Table 4).

European centers perform BCT in 59.0% (1 = 36), while non-European centers do so in 52.9% (n
= 18). The reported estimated IPA rates do not differ between European and non-European centers
(medians 10% vs. 8%; p = 0.25) (Table 4).

Follow-up CT imaging in the case of IPA diagnosis (1 = 92) is performed in 97.8%. CT on day 7
after IPA diagnosis is performed in 27.2%, on day 14 in 65.4%, on day 21 in 33.7%, and on day 28 in
28.3% of centers. Other timepoints for follow-up CT were indicated in 14.1% (n = 13) (Figure 4).

Table 4. Median estimated invasive pulmonary aspergillosis (IPA) rates.

n Participating Centers IPA Rate, Median (IQR) p-Value
=05 * Overall participating centers 8 (5-14) .
n=94
BCT
Cn EeSnzters 9 (5-15)
n=89* 0.69
non-BCT centers 7 (5-10)
n=_37
European centers
10 (5-15)
n=>58
n=947 non-European centers 025
P 8 (5-14)
n=236

*total 1 of valid responses to the respective questions. IPA = invasive pulmonary aspergillosis; BCT =
baseline chest computed tomography.

65.4
33.7
27.2 28.3
14.1
I -
—

Day 7 Day 14 Day 21 Day 28 Other timepoints  No follow-up
chest CT

Figure 4. Timepoints and percentages of follow-up CT if IPA was diagnosed in a patient, n =92 valid
responses. CT = computed tomography; IPA = invasive pulmonary aspergillosis.
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4. Discussion

In this web-based survey study, 142 participants from 43 countries contributed to assessing
current chest imaging use in high-risk hematology patients. BCT, defined as chest CT at diagnosis or
at admission, is performed in 57% of centers to detect IPA early. The BCT rates in relapsed acute
leukemia and in allogeneic HCT recipients are higher than in de novo acute leukemia [18]. As an
expected finding, CT is mostly part of diagnostic-driven approaches, in particular in the case of
persistent fever or suspected pneumonia, as recommended by guidelines [9,17].

Despite the acknowledged reduced diagnostic accuracy of plain radiography compared with CT
for detection of IPA in neutropenic patients, it is still broadly used as a frontline investigation [19,20].
Chest X-ray was the preferred imaging procedure at baseline, although a negative X-ray calls for the
more sensitive CT and a positive X-ray demands a standard or low-dose CT for its higher diagnostic
specificity [19,20].

Low-dose CT detects and characterizes lung lesions in neutropenic patients early and with equal
precision when compared to standard-dose CT [21,22]. Still, the use of standard-dose CT is more
widespread than low-dose CT. When BCT is implemented, one needs to keep in mind that the
effective radiation dose of modern techniques is less than that of a conventional standard dose CT
[23]. Therefore, introducing low-dose BCT might provide acceptable radiation exposure and allow
for early diagnosis of IPA with a lower fungal burden and improved patient outcome [24-26]. This
point is particularly important for pediatric cancer patients as most will be long-term survivors.
However, pediatric data for BCT is limited [27].

The median estimated IPA rates appeared to be higher with BCT in this survey, a finding that is
in line with previous single center studies, but also underlying relatively small sample size and
comprising the inherent bias of diagnosing more IPA episodes than without BCT [14,15]. The higher
IPA rate suggest BCT as being likely beneficial for early diagnosis, also if asymptomatic. Early CT in
hematological patients has been proposed to detect IPA at an early state of disease potentially
improving patient outcome [28]. However, early findings on CT frequently do not match
EORTC/MSG criteria and can delay diagnosis and subsequently deteriorate disease prognosis [29].
Therefore, in the revised EORTC/MSG radiological criteria, it was decided to include a broader range
of radiological findings [13]. These were recently validated, revealing that nearly one-third of IPA
patients presented with a consolidation pattern, but without typical nodules on the first CT [30].

Follow-up CT was more frequently indicated on day 14 than on day 7. Reflecting the course of
infiltrate size, the aspergillosis EQUAL score recently suggested CT scans on days 7, 14, and then 21
or 28, but that is only practiced in 3% of the studied sites [11,31]. Some past studies did not favor
baseline chest imaging due to low yield, although study design and population differed in their
analyses [27,32]. To the knowledge of the authors, prospective clinical trials assessing baseline CT
findings on patient outcome are lacking.

Our study has its limitations. First, 36% of respondents did not complete all of the questionnaire
items. Second, only members of scientific bodies were invited to respond. Finally, frequencies were
asked as estimates and may, thus, be imprecise. The widespread lack of in-house surveillance systems
might make reported practices and fungal incidence imprecise. Our definition of BCT only comprises
timepoints, but does not consider the heterogeneity of patient groups and their individual risk for
IPA, such as heavily pre-treated patients that are admitted for HCT. The strengths of the study lie in
a worldwide distribution of participants and an extensive analysis of chest imaging policies in high-
risk hematology patients.

In conclusion, BCT in high-risk hematology patients has evolved into a standard of care in many
centers worldwide, despite the absence of randomized controlled trials (RCTs) evaluating this
procedure. However, chest X-ray, as the inferior technique, is still widely used. Low-dose CT
techniques are apparently underused. Although much depends on local epidemiology, risk
stratification of patients and local resources, centers considering the implementation BCT may find it
useful for early diagnosis and the treatment of IPA in high-risk hematology patients.

Supplementary Materials: The following are available online at www.mdpi.com/2309-608X/6/1/36/s1.



J. Fungi 2020, 6, 36 10 of 12

Author Contributions: Conceptualization, ]J.S., O.A.C., and P.K. methodology, ].S., S.C.M., O.A.C. and P.K.
software, C.B. validation, J.S. and C.B. formal analysis, ].S. and C.B. investigation, J.S.,S.C. M., N.A,, HA, M.AR,,
J.A.,, P.B, PH.C,M.C,J.AC,EAdeK, AHG,CHH, LH,MH]., SSK,NK, MK, D.GL, FM. RM.B,,
MN,, J.O., L.P, B.P, J.P.,, AP, WR,, ES., MS.-H., N.S, P.S.-P., AS.,, BW., A[E.Z, O.A.C. and P.K. resources,
N.A, HA, M.AR, J.A,, PB, PH.C, M.C, J]JAC, E.Ade K, AHG., CHH, LH, MHJ., SSK., N.K, MK,
D.GL., AM, EM., RM.B, M.N,, J.O, LP., BP,]JP, AP, WR, ES, MS.-H., N.S,, PS.-P., AS, BW., AEZ,
O.A.C.and P K. data curation, ].S. and C.B. writing —original draft preparation, ].S. writing —review and editing,
]S, CB., S.CM., N.A, HA, MAR, J.A, PB, PH.C, MC, JA.C, EA.de K, AHG., CHH., LH, MHJ]J.,
S.SK, NK, MK, D.G.L, EM., RM.B,, MN,, ].O., L.P, B.P, ]J.P.,, AP, WR, ES., MS.-H., NS, PS.-P,, AS.,
BW., AE.Z, O.A.C. and P.K. visualization, ]J.S. and C.B. supervision, O.A.C. and P.K. project administration,
J.5., O.A.C. and P.K. All authors have read and agreed to the published version of the manuscript.

Funding: This research received no external funding.

Acknowledgments: We thank our valued colleagues for their contribution to the study and for providing a full
set of answers to the survey: Samir Agrawal, London, United Kingdom; Veli-Jukka Anttila, Helsinki, Finland;
Ronen Ben Ami, Tel Aviv, Israel; Gernot Beutel, Hannover, Germany; Jan Braess, Regensburg, Germany;
Alessandro Busca, Torino, Italy; Ana Maria Carneiro, Porto, Portugal; Cardozo Celia, Barcelona. Spain; Simone
Cesaro, Verona, Italy; Aristine Cheng, Taipei, Taiwan; Nieves de la Rosa, Lima, Pert;; Forrest Graeme, Portland,
USA;Justin Hasenkamp, Gottingen, Germany; Holger Hebart, Schwabisch Gmiind, Germany; Martin Hoffmann,
Ludwigshafen, Germany; Ernst Holler, Regensburg, Germany; Maria Ilaria del Principe, Rome, Italy; Sviatlana
Kandaurava, Minsk, Belarus; Iman Kholy, Cairo, Egypt; Nikolai Klimko, St. Petersburg, Russia; Karl Anton
Kreuzer, Cologne, Germany; Marie-Pierre Ledoux, Strasbourg, France; Gero Massenkeil, Giitersloh, Germany;
Grant McQuaker, Glasgow, United Kingdom; Marisa Miceli, Ann Arbor, USA; Hugo Morales, Curitiba, Brazil;
Orla Morrissey, Melbourne, Australia; Gianpaolo Nadali, Verona, Italy; Erni Nelwan, Jakarta, Indonesia; Ada
Ngwogu, Aba, Nigeria; Jens Panse, Aachen, Germany; Monica Piedimonte, Rome, Italy; Trabasso Plinio,
Campinas, Brazil; Lucia Prezioso, Parma, Italy; Mariella Raijmakers, Santiago de Chile, Chile; Christina Rieger,
Munich, Germany; Emmanuel Roilides, Thessaloniki, Greece; Aleksandar Savic, Novi Sad, Serbia; Carlos Seas,
Lima, Pert; Galina Solopova, Moscow, Russia; Karsten Spiekermann, Munich, Germany; Nada Suvajdzic-
Vukovic, Belgrade, Serbia; Alina Daniela Tanase, Bucharest, Romania; Ozge Turhan, Antalya, Turkey; Lourdes
Vazquez, Salamanca, Spain; Maria JGT Vehreschild, Frankfurt, Germany; Michael Weiss, Cologne, Germany;
Andreas Widmer, Basel, Switzerland; Lucrecia Yanez, Santander, Spain; Odabasi Zekaver, Istanbul, Turkey;
Stefan Zimmerli, Bern, Switzerland. We thank Susann Blossfeld for technical support and assistance.

Conflicts of Interest: The authors declare no conflict of interest.

References

1. Steinbach, W.J.; Marr, K.A.; Anaissie, E.]J.; Azie, N.; Quan, S.P.; Meier-Kriesche, H.U.; Apewokin, S.; Horn,
D.L. Clinical epidemiology of 960 patients with invasive aspergillosis from the PATH Alliance registry. J.
Infect. 2012, 65, 453—464. doi:10.1016/j.jinf.2012.08.003.

2. Cornely, O.A.; Maertens, J.; Winston, D.J.; Perfect, J.; Ullmann, A.].; Walsh, T.J.; Helfgott, D.; Holowiecki,
J.; Stockelberg, D.; Goh, Y.T.; et al. Posaconazole vs. fluconazole or itraconazole prophylaxis in patients
with neutropenia. N. Engl. |. Med. 2007, 356, 348-359. doi:10.1056/NEJMo0a061094.

3. Wald, A,; Leisenring, W.; van Burik, J.A.; Bowden, R.A. Epidemiology of Aspergillus infections in a large
cohort of patients undergoing bone marrow transplantation. ] Infect Dis 1997, 175, 1459-1466.
doi:10.1086/516480.

4. Koehler, P.; Hamprecht, A.; Bader, O.; Bekeredjian-Ding, I.; Buchheidt, D.; Doelken, G.; Elias, J.; Haase, G.;
Hahn-Ast, C.; Karthaus, M.; et al. Epidemiology of invasive aspergillosis and azole resistance in patients
with acute leukaemia: The SEPIA Study. Int. ]. Antimicrob. Agents 2017, 49, 218-223.
doi:10.1016/j.jjantimicag.2016.10.019.

5. Pagano, L.; Caira, M.; Candoni, A.; Offidani, M.; Fianchi, L.; Martino, B.; Pastore, D.; Picardi, M.; Bonini,
A.; Chierichini, A.; et al. The epidemiology of fungal infections in patients with hematologic malignancies:
The SEIFEM-2004 study. Haematologica 2006, 91, 1068-1075.

6. Pardo, E.; Lemiale, V.; Mokart, D.; Stoclin, A.; Moreau, A.S.; Kerhuel, L.; Calvet, L.; Valade, S.; De Jong, A.;
Darmon, M.; et al. Invasive pulmonary aspergillosis in critically ill patients with hematological
malignancies. Intensive Care Med. 2019, 45, 1732-1741. doi:10.1007/s00134-019-05789-6.

7.  Cattaneo, C.; Gramegna, D.; Malagola, M.; Pagani, C.; Borlenghi, E.; Cerqui, E.; Passi, A.; Sciume, M.;
Bernardi, S.; Crippa, C.; et al. Invasive pulmonary aspergillosis in acute leukemia: A still frequent condition



J. Fungi 2020, 6, 36 11 of 12

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

with a negative impact on the overall treatment outcome. Leuk Lymphoma 2019, 60, 3044-3050.
doi:10.1080/10428194.2019.1613535.

Dib, R.W.; Hachem, R.Y.; Chaftari, A.M.; Ghaly, F.; Jiang, Y.; Raad, I. Treating invasive aspergillosis in
patients with hematologic malignancy: Diagnostic-driven approach versus empiric therapies. BMC Infect.
Dis. 2018, 18, 656. d0i:10.1186/512879-018-3584-9.

Patterson, T.F.; Thompson, G.R.ILL; Denning, D.W_; Fishman, ].A.; Hadley, S.; Herbrecht, R.; Kontoyiannis,
D.P.; Marr, K.A,; Morrison, V.A.; Nguyen, M.H.; et al. Practice Guidelines for the Diagnosis and
Management of Aspergillosis: 2016 Update by the Infectious Diseases Society of America. Clin. Infect. Dis.
2016, 63, el-e60. doi:10.1093/cid/ciw326.

Lewis, R.E.; Cahyame-Zuniga, L.; Leventakos, K.; Chamilos, G.; Ben-Ami, R.; Tamboli, P.; Tarrand, J.;
Bodey, G.P.; Luna, M.; Kontoyiannis, D.P. Epidemiology and sites of involvement of invasive fungal
infections in patients with haematological malignancies: A 20-year autopsy study. Mycoses 2013, 56, 638—
645. d0i:10.1111/myc.12081.

Vehreschild, J.J.; Heussel, C.P.; Groll, A.H.; Vehreschild, M; Silling, G.; Wurthwein, G.; Brecht, M.; Cornely,
O.A. Serial assessment of pulmonary lesion volume by computed tomography allows survival prediction
in invasive pulmonary aspergillosis. Eur. Radiol. 2017, 27, 3275-3282. d0i:10.1007/s00330-016-4717-4.
Ceesay, M.M.; Desai, S.R.; Berry, L.; Cleverley, J.; Kibbler, C.C.; Pomplun, S.; Nicholson, A.G.; Douiri, A.;
Wade, J.; Smith, M.; et al. A comprehensive diagnostic approach using galactomannan, targeted beta-d-
glucan, baseline computerized tomography and biopsy yields a significant burden of invasive fungal
disease in at risk haematology patients. Br. ]. Haematol. 2015, 168, 219-229. doi:10.1111/bjh.13114.
Donrelly, J.P.; Chen, S.C.; Kauffman, C.A.; Steinbach, W.J.; Baddley, J.W.; Verweij, P.E.; Clancy, C.J,;
Wingard, J.R.; Lockhart, S.R.; Groll, A.H.; et al. Revision and Update of the Consensus Definitions of
Invasive Fungal Disease From the European Organization for Research and Treatment of Cancer and the
Mycoses Study Group Education and Research Consortium. Clin. Infect. Dis. 2019. doi:10.1093/cid/ciz1008.
Ceesay, M.M.; Desai, S.R.; Cleverley, J.; Berry, L.; Smith, M.; Wade, J.; Mufti, GJ.; Pagliuca, A. Pre-
symptomatic (Baseline) computed tomography predicts invasive pulmonary aspergillosis in high-risk
adult haemato-oncology patients. Br. ]. Haematol. 2018, 182, 723-727. doi:10.1111/bjh.14858.

Bitterman, R.; Hardak, E.; Raines, M.; Stern, A.; Zuckerman, T.; Ofran, Y.; Lavi, N.; Guralnik, L.; Frisch, A.;
Nudelman, O,; et al. Baseline Chest Computed Tomography for Early Diagnosis of Invasive Pulmonary
Aspergillosis in Hemato-oncological Patients—A Prospective Cohort Study. Clin. Infect. Dis. 2019.
doi:10.1093/cid/ciz194.

Cornely, O.A.; Hoenigl, M.; Lass-Florl, C.; Chen, S.C.; Kontoyiannis, D.P.; Morrissey, C.O.; Thompson, G.R.
Defining breakthrough invasive fungal infection-Position paper of the mycoses study group education and
research consortium and the European Confederation of Medical Mycology. Mycoses 2019, 62, 716-729.
doi:10.1111/myc.12960.

Ullmann, A.J.; Aguado, ].M.; Arikan-Akdagli, S.; Denning, D.W.; Groll, A.H.; Lagrou, K.; Lass-Florl, C.;
Lewis, R.E.; Munoz, P.; Verweij, P.E.; et al. Diagnosis and management of Aspergillus diseases: Executive
summary of the 2017 ESCMID-ECMM-ERS guideline. Clin. Microbiol. Infect. 2018, 24, el-e38.
doi:10.1016/j.cmi.2018.01.002.

Kousha, M.; Tadi, R.; Soubani, A.O. Pulmonary aspergillosis: A clinical review. Eur. Respir. Rev. 2011, 20,
156. d0i:10.1183/09059180.00001011.

Ramila, E.; Sureda, A.; Martino, R.; Santamaria, A.; Franquet, T.; Puzo, C.; Montesinos, J.; Perea, G.; Sierra,
J. Bronchoscopy guided by high-resolution computed tomography for the diagnosis of pulmonary
infections in patients with hematologic malignancies and normal plain chest X-ray. Haematologica 2000, 85,
961-966.

Estacio, O.; Loh, Z.; Baker, A.; Chong, G.; Grigg, A.; Churilov, L.; Hawkes, E.A. Limited utility of routine
chest X-ray in initial evaluation of neutropenic fever in patients with haematological diseases undergoing
chemotherapy. Intern. Med. |. 2018, 48, 556-560. doi:10.1111/imj.13712.

Kubo, T.; Ohno, Y.; Takenaka, D.; Nishino, M.; Gautam, S.; Sugimura, K.; Kauczor, H.U.; Hatabu, H.
Standard-dose vs. low-dose CT protocols in the evaluation of localized lung lesions: Capability for lesion
characterization-iLEAD study. Eur. ]. Radiol. Open 2016, 3, 67-73. d0i:10.1016/j.ejr0.2016.03.002.

Gerritsen, M.G.; Willemink, M.J.; Pompe, E.; van der Bruggen, T.; van Rhenen, A.; Lammers, J.W.; Wessels,
F.; Sprengers, RW.; de Jong, P.A.; Minnema, M.C. Improving early diagnosis of pulmonary infections in



J. Fungi 2020, 6, 36 12 of 12

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

patients with febrile neutropenia using low-dose chest computed tomography. PLoS ONE 2017, 12,
€0172256. doi:10.1371/journal.pone.0172256.

Van der Bruggen-Bogaarts, B.A.-H.A.; Broerse, ].J.; Lammers, ]J.-W.J.; Van Waes, P.F.G.M.; Geleijns, J.
Radiation Exposure in Standard and High-Resolution Chest CT Scans. CHEST 1995, 107, 113-115.
doi:10.1378/chest.107.1.113.

Cornely, O.A.; Maertens, J.; Bresnik, M.; Ebrahimi, R.; Dellow, E.; Herbrecht, R.; Donnelly, J.P. Efficacy
outcomes in a randomised trial of liposomal amphotericin B based on revised EORTC/MSG 2008
definitions of invasive mould disease. Mycoses 2011, 54, e449-e455. doi:10.1111/j.1439-0507.2010.01947 x.
Greene, R.E.; Schlamm, H.T.; Oestmann, J.W.; Stark, P.; Durand, C.; Lortholary, O.; Wingard, J.R.;
Herbrecht, R.; Ribaud, P.; Patterson, T.F.; et al. Imaging findings in acute invasive pulmonary aspergillosis:
Clinical significance of the halo sign. Clin. Infect. Dis. 2007, 44, 373-379. doi:10.1086/509917.

Caillot, D.; Casasnovas, O.; Bernard, A.; Coualillier, ].F.; Durand, C.; Cuisenier, B.; Solary, E.; Piard, F.;
Petrella, T.; Bonnin, A.; et al. Improved management of invasive pulmonary aspergillosis in neutropenic
patients using early thoracic computed tomographic scan and surgery. J. Clin. Oncol. 1997, 15, 139-147.
doi:10.1200/jc0.1997.15.1.139.

Kasow, K.A.; Krueger, J.; Srivastava, D.K,; Li, C.; Barfield, R.; Leung, W.; Horwitz, EM.; Madden, R.;
Woodard, P.; Hussain, L; et al. Clinical utility of computed tomography screening of chest, abdomen, and
sinuses before hematopoietic stem cell transplantation: The St. Jude experience. Biol. Blood Marrow Transpl.
2009, 15, 490-495. doi:10.1016/j.bbmt.2008.11.033.

Nucci, M.; Nouer, S.A.; Cappone, D.; Anaissie, E. Early diagnosis of invasive pulmonary aspergillosis in
hematologic patients: An opportunity to improve the outcome. Haematologica 2013, 98, 1657-1660.
doi:10.3324/haematol.2013.094359.

Girmenia, C.; Guerrisi, P.; Frustaci, A.M.; Fama, A.; Finolezzi, E.; Perrone, S.; Gentile, G.; Collerone, F.;
Brocchieri, S.; Guerrisi, V. New category of probable invasive pulmonary aspergillosis in haematological
patients. Clin. Microbiol. Infect. 2012, 18, 990-996. d0i:10.1111/j.1469-0691.2011.03685.x.

Herbrecht, R.; Guffroy, B.; Danion, F.; Venkatasamy, A.; Simand, C.; Ledoux, M.-P. Validation by real-life
data of the new radiological criteria of the revised and updated consensus definition for invasive fungal
diseases. Clin. Infect. Dis. 2020. doi:10.1093/cid/ciaa205.

Cornely, O.A.; Koehler, P.; Arenz, D.; Mellinghoff, S.C. EQUAL Aspergillosis Score 2018: An ECMM score
derived from current guidelines to measure QUALIty of the clinical management of invasive pulmonary
aspergillosis. Mycoses 2018, 61, 833-836. doi:10.1111/myc.12820.

El Boghdadly, Z.; Oran, B.; Jiang, Y.; Rondon, G.; Champlin, R.; Kontoyiannis, D.P. Pretransplant chest
computed tomography screening in asymptomatic patients with leukemia and myelodysplastic syndrome.
Bone Marrow Transpl. 2017, 52, 476—479. doi:10.1038/bmt.2016.309..

© 2020 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open access
’@ ® article distributed under the terms and conditions of the Creative Commons Attribution

(CC BY) license (http://creativecommons.org/licenses/by/4.0/).



