
Intervention (biomarker / diagnostic) patient
• No antifungal prophylaxis should be prescribed for these patients. Perform baseline galactomannan (GM) and beta-D-glucan (BG) blood tests at study entry and before each new cycle of chemotherapy

• Test cut-offs: All GM cut-offs refer to Platelia assay. Except where stated, serum GM ≥0.5 = POSITIVE. For all other GM and BG assays, POSITIVE = above the upper limit of normal (as used locally) 

• Commence twice weekly GM and BG testing just before or at onset of neutropenia and continue until at least 7 days after neutrophil count recovery (defined by usual local practice) with each chemotherapy cycle

• When patient is being managed as an outpatient, GM and BG to be done at routine clinic visits (to a maximum of twice weekly; no extra visits required)

IMPORTANT NOTE 1: Clinical team can override this flow chart at any time – if flow chart is not followed, it is important reasons for this are documented in the case report form (CRF)

IMPORTANT NOTE 2: If local clinical and/or research team feel an adverse event has occurred as a result of this flow chart (e.g. a false positive or negative test), an adverse or serious adverse event CRF should be completed

Many thanks for your support with this important clinical trial

Proven IFI
• Biopsy histology, fixed-tissue PCR, sterile-

site culture, or non-Aspergillus blood 

culture positive 

• Treatment strongly 

recommended according to local or 

national antifungal therapy guidelines or 

standards of care

• Continue twice weekly GM and BG until at 

least 7 days after neutrophil count 

recovery (defined by usual local practice) 

following final cycle of chemotherapy

NOTE * If GM positive = invasive aspergillosis

Possible IFI
• Typical clinical evidence (e.g. typical CT 

report), but no mycological or biomarker 

evidence or

• No typical clinical evidence, but one or both 

biomarkers repeatedly positive with no other 

explanation 

Antifungals discouraged but:
• Consider antifungals according to local / 

national antifungal guidelines if patient is not 

improving or progressively or critically unwell 

or biomarkers remain positive (in absence of 

typical clinical evidence) especially if 

increasing values or both repeatedly positive

• Consider other diagnoses / investigations / 

management as clinically indicated

• Continue twice weekly GM and BG blood tests

Both biomarkers negative
( upper normal range)

• Continue twice weekly GM and BG

One or both biomarkers positive
(> upper normal range)

• Clinical assessment

• If BG positive, do x2 sets of blood cultures AND consider

Pneumocystis pneumonia 

• If one biomarker +, repeat GM and BG – If the same biomarker is 

again + or both are now + or clinical concern, progress to CT (below)

• If both biomarkers +, progress to CT (below) and repeat GM and BG

• If isolated single biomarker + (i.e. repeat is negative) and no clinical 

concern, continue twice weekly GM and BG (No CT)

CT NEGATIVE for IFI
(NOTE: Interpretation, and actions thereof, of radiological 

abnormalities not typical of IFI is by the local clinical team)

Perform GM and BG at assessment/admission, 72 hours later, and then twice weekly

CT POSITIVE for IFI
(NOTE: See trial protocol Table 3 for 

radiological [clinical] features of IFI)

Both biomarkers NEGATIVE

◦ Clinical reassessment – further investigation as indicated

◦ Repeat GM and BG (if not done already)

◦ See boxes to right if one or both repeat biomarkers are +

Both biomarkers NEGATIVE or 

single isolated positive of 

one biomarker only

◦ Continue twice weekly GM / BG

◦ Consider other diagnoses / 

investigations as clinically indicated

Unlikely IFI

See below

Repeat or both biomarkers POSITIVE

◦ Clinical reassessment

◦ Continue twice weekly GM and BG

◦ Consider repeat or other imaging as 

clinically indicated (e.g. CT head, sinuses 

or abdomen)

Patient is in at risk period but NO neutropenic fever and

NO symptoms / signs of invasive fungal infection (IFI)

Neutropenic fever (NF) OR 

Clinical assessment strongly suggestive of 

invasive fungal infection (IFI)

Urgent HRCT thorax and / or CT or other imaging of other body site as clinically indicated

One or both biomarkers positive within 96 hours of neutropenic fever onset
(If BG only positive, do x2 sets of blood cultures AND consider Pneumocystis pneumonia)

OR

Neutropenic fever for 96 hours or more despite appropriate antibacterials
(Regardless of GM or BG results)

OR

Typical clinical evidence of IFI 
(e.g. Sino–nasal disease [aspergillosis]; Retinal exudates or vitreal opacities [Candida]; 

Cough, dyspnoea, hypoxemia with typical CXR [Pneumocystis]) 

◦ If blood cultures positive for non-Aspergillus fungus = 

proven IFI

◦ Biopsy histology / culture positive = proven IFI

Consider bronchoscopy if patient fit for bronchoalveolar lavage (BAL) / biopsy (do GM-BAL if available)

Flow chart for intervention (biomarker / diagnostic) arm of BioDriveAFS trial

Unlikely IFI
• No clinical, mycological, repeated biomarker or 

other evidence of IFI

Antifungals strongly discouraged
• Consider other diagnoses / investigations / 

management as clinically indicated

• Continue twice weekly GM and BG blood tests

◦ No typical clinical evidence, but one 

or both biomarkers repeatedly positive 

= possible IFI

◦ If other / repeat imaging is positive = 

probable IFI

◦ Clinical sinusitis or tracheobronchitis 

or other typical clinical = probable IFI 

◦ If blood cultures positive for non-

Aspergillus fungus = proven IFI

◦ Other patients = possible IFI

◦ BAL culture / microscopy positive = probable IFI

◦ Biopsy histology / culture positive = proven IFI

Probable IFI
• Clinical evidence (e.g. CT, sinusitis, etc.) 

and mycological or biomarker evidence

• Treatment recommended 
according to local or national antifungal 

therapy guidelines or standards of care

• Continue twice weekly GM and BG until at 

least 7 days after neutrophil count 

recovery (defined by usual local practice) 

following final cycle of chemotherapy

NOTE * If GM positive = invasive aspergillosis

◦ GM <1.0 and GM-BAL <0.8 and BG negative = 

possible IFI

◦ Repeat / ongoing biomarkers negative = possible IFI

◦ BAL culture / microscopy positive = probable IFI

◦ Single GM (any sample) ≥1.0 = probable IFI*

◦ Blood GM ≥0.7 and GM-BAL ≥0.8 = probable IFI*

◦ Consecutive GM* and / or BG positive = probable IFI
NOTE * If GM positive = invasive aspergillosis

NOTE: See current protocol 

for the detailed definitions of IFI

One or both biomarkers POSITIVE


