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Background.  Early diagnosis and treatment of invasive pulmonary aspergillosis
(IPA) remain the most important factor to reduce mortality. Diagnosis remains a chal-
lenge, however, due to unspecific clinical presentation and radiological findings. Only
very recently rapid tests for IPA have been developed. The objective of this study was to
evaluate the performance of the new CE-marked Aspergillus Galactomannan Lateral
Flow Assay (LFA; IMMY, Oklahoma, USA; figure) for IPA in patients with and without
hematological malignancies.

Methods.  The Aspergillus Galactomannan LFA was retrospectively performed
according to the manufacturer’s instructions in 106 previously frozen bronchoalveo-
lar lavage fluid (BAL) samples from 106 patients at risk for IPA (23% with underlying
hematological malignancies). Samples were collected between September 2016 and
September 2018 at the University of California, San Diego. Performance of the LFA
was compared with Galactomannan, BAL culture and the Aspergillus-specific LFD
(another rapid test for IPA). IPA was classified according to revised EORTC/MSG
criteria.

Results.  Overall, 22 patients met criteria of probable or proven IPA, 9 possible
IPA, while 75 patients did not fulfill criteria of IPA. Sensitivity of the Apergilllus
Galactomanann LFA for probable/proven IPA was 77% (17/22). Sensitivity was similar
to BAL GM (77% with a cutoff of 1.0 ODI), but higher compared with the Aspergillus-
specific LFD (59%), and BAL culture (23%). The LFA resulted negative in 7/9 cases
with possible IPA and 47/73 cases without IPA (overall specificity 66%, 54/82). The less
than perfect specificity was driven particularly by non-neutropenic patients (specificity
62%, 43/69), while specificity was 85% among patients with underlying hematological
malignancies. Lower specificity among non-neutropenic patients was also observed
for the BAL GM (overall 77%, non-neutropenic patients 72%), the Aspergillus-specific
LFD (overall 70%, non-neutropenic patients 67%) and BAL culture (overall 90%,
non-neutropenic 88%).

Conclusion.  Our study indicates that the LFA may be useful for rapid diagnosis
of IPA in BALF when IPA is clinically suspected. The lower specificity in non-neutro-
penic patients may be explained by limited applicability of the EORTC/MSG criteria
in those patients.
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Background.  The T2Candida (T2C) assay is an FDA-approved, non-culture-
based rapid diagnostic that utilizes PCR and magnetic resonance technology to detect
candidemia in a whole blood specimen. T2C can detect the 5 most common patho-
genic species: C. albicans, C. tropicalis, C. parapsilosis, C. krusei, and C. glabrata. The
sensitivity of T2C is reported to be 88-94%, varying by the species, based on the ori-
ginal clinical trial from 2015. Only 6 patients with candidemia were included in the
study, so it was supplemented with samples spiked with known quantities of Candida
spp. In this study, we sought to evaluate the sensitivity of T2C with routine usage in a
tertiary-care academic hospital.

Methods.  All patients with a blood culture (BC) positive for Candida spp. dur-
ing the years 2016 through 2018 were identified. Repeat positive cultures of the same
species within 30 days of the initial culture were excluded. We then reviewed the med-
ical records of those patients with a T2C collected +12 hours from the time of the BC
collection. Data collection included demographics, time to antifungal therapy, time
to culture reported positive, impact of false negative T2C on antifungal therapy, and
30-day mortality.

Results.  There were 281 episodes of candidemia (designated as a positive blood
culture) in the study period. Forty-four of these episodes had a T2C collected within
the specified timeframe (Figure 1). Overall, there were 17 false-negative T2C, reflecting
a sensitivity of 61% (27/44). Excluding species not detected by T2C, the sensitivity
was 71% (21/38). Of the false-negative group, antifungal therapy was impacted in 8
patients: delayed initiation in 6 patients (1-4 days) and treatment interruption in 2
patients (1 dose each). Demographics, time to treatment, time to culture positivity, and
30-day mortality were similar in the two groups (Table 1).

Conclusion.  In spite of the test being readily available and increasingly used,
only 44/281 (16%) of patients with a positive BC had a T2C ordered concurrently.
Our experience shows a much lower sensitivity than the clinical trial, in part due to
species not detected by T2C. Considering only those organisms on the T2C panel, the
false-negative rate was 29%. Impact on treatment was limited to half of the false-nega-
tive patients with no difference in mortality.

Table 1: Concordance of T2 negative testing with blood culture positivity (N = 44).

Total Concordant (T2 + Discordant (T2 -/ Blood | P-value
N=a4 /Blood culture +) culture +)
N=27 N=17
Male, N (3] 28 (64) 16 (59) 12 (71) 0.53
Ethnicity
*  White »  21(48) o 12 (a4) « 9(53) 0.66
o Black e 22(50) e 14(52) « 3(47)
o Hispanic . 1(2) o 1[4 « 0(0)
Age
*  Mean (SD) »  54(14) e 56(145) e 502(13) 017
»  Median (IQR) » 55521} «  60(20) . 515(21)
Time to positive cultures,
hours s 427h e« 451h « 388h(121) 079
«  Mean (SD) (19.2) (22.5) « 36h(16)
»  Median (IQR) » 36h(17) e 386h(23)
Time to antifungals, hours 032
*  Mean (D) »  0.44(0.82) «  027(0.45) e 071(118)
«  Median (IQR) . 0(1) . 0l « 0(2)
30 day martality, n (%) 14 (32) 9 (33) 5 (29) 0.79
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