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Micafungin Placebo
Survived at  Total Survived at  Total Hazard Ratio
Day 28, No. No. Day 28, No. No. (95% CI)
All patients 87 128 74 123 1.35(0.87-2.08)
SOFA score
<8 51 66 52 68 1.11(0.53-2.33)
>8 36 62 22 55 1.69 (0.96-2.94)
Admission category
Surgical 22 34 16 31 1.56 (0.67-3.70)
Medical 65 94 58 92 1.43(0.83-2.50)
Colonization index 20.52 68 101 58 99 1.35(0.84-2.17)
Corrected colonization index 20.4® 52 76 45 80 1.52(0.87-2.63)
Candida score 23 64 96 47 85 1.37(0.83-2.27)
(1-3)-B-D-glucan, pg/mL*®
>250 14 21 14 25 1.52(0.47-5.00)
>80 58 91 47 84 1.41(0.85-2.33)
<80 29 37 27 39 0.98 (0.30-2.94)
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Micafungin Placebo
Survived at  Total Survived at  Total Hazard Ratio
Day 28, No.  No. Day 28, No. No. (95% ClI)
All patients 90 128 86 123 1.04 (0.64-1.67)
SOFA score
<8 53 66 58 68 0.79(0.32-1.96)
>8 37 62 28 55 1.28 (0.71-2.27)
Admission category
Surgical 23 34 23 31 0.97 (0.36-2.63)
Medical 67 94 63 92 1.23(0.69-2.22)
Colonization index >0.52 70 101 70 99 0.93(0.54-1.59)
Corrected colonization index 20.4> 54 76 56 80 1.02 (0.56-1.89)
Candida score =3 66 96 58 85 0.95 (0.55-1.67)
(1-3)-B-D-glucan, pg/mLE©
>250 14 21 17 25 0.96 (0.27-3.33)
>80 61 91 58 84 0.98 (0.55-1.75)
<80 29 37 28 39 0.85(0.27-2.63)
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No. (%)
All Patients Micafungin Placebo Absolute Difference
(N = 251) (n=128) (n=123) (95% CI)

No. of invasive fungal infections
from inclusion to day 28°

>1 27 (11) 12 (9) 15 (12) 2.82 (-5.0t0 10.8)

2 3(1) 0 3(2) 2.44 (-0.9 t0 6.9)
Invasive fungal infections by species 12 (5) 8 (6) 4 (3) 3.00 (-2.7 t0 8.9)
at inclusion

Candida albicans 7 (50) 4 (44) 3 (60) 15.6 (-31.3 to 53.7)

Candida glabrata 5(36) 4 (44) 1 (20) 24.4 (-25.1t0 57.7)

Candida tropicalis 1(7) 0 1(20) 20.0 (-14.1 to 62.5)

Aspergillus fumigatus 1(7) 1(11) 0 11.0 (-36.2 to 82.4)
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Time to negative blood culture ‘{
(124.5, 123-140)
B | (63 T2 Candida
+13. ,,7%-2)<" ( : (4.5 hrs, 4-15)
0 O:
/-,,3 ;+13. (1*,<
[ +-)3 ;+13. 7)*+)<
% - +6 ,+13 ’ ):*_ 1l<|
4 " -(22 ;+13. =-7*26 =+<I 4.17-36.49),
4 1] ’l
" (13 ;+13. , 62%), 6<' . 0.63-80.6),

0 12 24 36 48 60 72 84 96 108 120 132 144 156

: 3 3+13. )+ 7*,<  CI 89.7-100).
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Recommendations for imaging and bronchoalveolar lav age
Population Intention Intervention® SoR  QoE
Neutropenia, fever or clinical To detect pulmonary infiltrates = Chest CT and thin section multi- A 11
symptoms of pneumonia, detector CT (MDCT)
empiric antibiotics failing to
achieve defervescence, e.g.
FUO
To identify vessel occlusion Chest angio-CT/pulmonary CT B Il
angiography
Haemoptysis To identify vessel erosion Chest angio-CT/pulmonary CT A 11
angiography
Any, with infiltrate To identify possible underlying  BAL A 11
fungal or other infectious
disease
Any, with infiltrate To obtain appropriate CT-guided BAL A 11|

specimens for microscopy,
culture and PCR

<
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Galactomannan testing in blood samples
Population Intention Intervention SoR  QoE Comment
Patients with prolonged Prospective GM in blood* A | Highest test accuracy requiring two consecutive samples
neutropenia or allogeneic screening for A Draw samples C 111 with an ODI >0.5 or retesting the same sample
stem cell transplantation every 3—4 days Prospective monitoring should be combined with HRCT and
recipients not on mould- clinical evaluation
active prophylaxis
Patients with prolonged Prospective GM in blood* D Il Low prevalence of IA in this setting with consequently low
neutropenic or allogeneic screening for IA PPV of blood GM test
stem cell transplantation Prophylaxis may have a negative impact on sensitivity of
recipients on mould active the test or the low yield may be due to decreased incidence
prophylaxis of IA
Patients with a haematological  To diagnose IA GM in blood* Significantly lower sensitivity in non-neutropenic patients
malignancy
e Neutropenic patients A I
« Non-neutropenic patients B 11
ICU patients To diagnose IA GM in blood* C 11 Better performance in neutropenic than in non-neutropenic
patients
Solid organ recipients To diagnose IA GM in blood* C 1 Low sensitivity, good specificity
Most data for lung SOT
Any other patient To diagnose 1A GM in blood* C Il Piperacillin/tazobactam may no longer be responsible for
false-positive results according to recent studies
Cross-reactivity in case of histoplasmosis, fusariosis,
talaromycosis (formerly: penicilliosis)
False-positive results reported due to ingestion of ice-pops,
transfusions, antibiotics, Plasmalyt® infusion
Cancer patients To monitor GM in blood* A Il
treatment
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Galactomannan testing in samples other than blood

Population  Intention Intervention SoR  QoE Comment

Any To diagnose pulmonary IA  To apply GM test on BAL fluid A Il GM in BAL is a good tool to diagnose,
optimal cut-off to positivity 0.5 to 1.0

Any To diagnose cerebral IA To apply GM test on cerebrospinal fluid B Il No validated cut-off

Any To detect GM in tissue To apply GM test on lung biopsies B I Using a cut-off 0.5 resulted in a sensitivity of

90 % and a specificity of 95%; specimens
need to be sliced, precondition for doing so
is that sufficient material is available;
dilution in isotonic saline
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B-p-glucan assays
Population Intention Intervention SoR  QoE Comment
Mixed population: adult ICU, To diagnose IFD  Diagnostic assay C 1 Five different assays
haematological disorders, SOT Overall sensitivity of 77% and specificity of 85%
Specificity limits its value in this setting
Screening assays C 1 Two or more consecutive samples: sensitivity: 65%;
specificity: 93%
Studies included once to thrice weekly. Varies with
assay and cut-off: Wako assay sensitivity: 40%—97%,
specificity: 51%—99%
Adult haematological malignancy To diagnose I[FD  Diagnostic assay C 1 Overall sensitivity: 50%—70%, specificity: 91%—99%
and HSCT
ICU—mixed adult To diagnose IA Diagnostic assay C 11 Overall sensitivity: 78%—85%, specificity: 36%—75%,
immunocompromised patients NPV: 85%—92%
(haematology, SOT, cancer, Specificity increased at higher cut-off values
immunosuppressive therapy,
liver failure, HIV)
ICU—mixed adult population: SOT, Screening assays C 11 Sensitivity: 91%, specificity: 58%, PPV: 25%, NPV:
liver failure, immunosuppressed 98%.
Positive mean of 5.6 days before positive mould
culture
High false-positive rate in early ICU admission
Adult haematological malignancy To diagnose IA Diagnostic assay C 1 Overall sensitivity: 57%—76%, specificity: 95%—97%
and HSCT Screening assays C 1 Overall sensitivity: 46%, specificity: 97%
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Confirmation with GM increases specificity
Data suggest BDG is unsuitable for ruling out
diagnosis of 1A
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|IA Diagnosis Subjects With Positive Tests, No. (%)  Sensitivity, % (95% CI)  Specificity, % (95% Cl)
Overall cohort (n = 78)?
Proven/probable A (n = 30) 24 (80) 80 (61.4-92.3) 92 (74-99)
Controls (n = 25) 2 (8)
Overall cohort, with -p-glucan (n = 78)°
Proven/probable (n = 40) 32 (80) 80 (64.4-90.9) 92 (74-99)
Controls (n = 25) 2 (8)
Subgroup: hematological malignancy/BMT/neutropenia (n = 50)°
Proven/probable IA (n = 19) 17 (89.5) 89.5 (66.7-98.7) 90.9 (58.7-99.8)
Controls (n = 11) 1(9.1)
Subgroup: noncancer (n = 28)°
Proven/probable IA (n = 11) 7 (63.6) 63.6 (30.8-89.1) 92.9 (66.1-99.8)
Controls (n = 14) 1(7.1)
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