
Supplementary appendix 

Diagnostic criteria for sarcoidosis and chronic pulmonary aspergillosis (CPA). 

In the current study, a diagnosis of CPA was confirmed if the following criteria (proposed by 

Denning et al) [1] were fulfilled; 

1. Progressive pulmonary cavitation with associated cavity wall thickening on chest

radiography or cross-sectional imaging 

2. Positive Aspergillus antibody titre or isolation or visualisation of Aspergillus species

on a biopsy specimen from the lung or pleura 

3. Elevated values for inflammatory markers (including CRP)

4. Constitutional or pulmonary symptoms lasting for at least 3 months

5. Exclusion of other possible causes that may mimic this syndrome (eg TB or

malignancy) 

This criteria also included the absence of significant systemic immunosuppression (eg 

prednisolone >7.5 mg/day) as a diagnostic criteria, although this criteria was not applied in 

the current study due to the co-existence of sarcoidosis and its requirement for 

immunosuppression to maintain disease control. Sarcoidosis was diagnosed in accordance 

with internationally accepted guidelines [2]. 

Monitoring response to therapy 

Validated criteria with which to judge treatment response of CPA occurring in the context of 

sarcoidosis are not available. In the current study, response to therapy was based upon a 

composite of changes in symptoms, radiology, inflammatory markers and pulmonary 

function tests. Previously proposed criteria [1] for radiologic improvement include; 

1. Reduction in cavity size/number



2. Reduction in pericavitary/pleural thickening

3. Loss of the intracavitary fungus ball.

In the current study, seven patients had improvement (n=4) or stability (n=3) of CT imaging 

(and stability of chest radiograph appearances in two additional patients without follow-up 

CT imaging) compared with deteriorating CT appearances in all patients in the 12 months 

prior to caspofungin commencement. 

Pulmonary function tests (PFTs) were incorporated in assessing disease severity and 

monitoring treatment response. We hypothesized that a response to caspofungin may be 

associated with a reduction in airspace consolidation and interstitial change (as observed in 

HRCT imaging), which would be reflected in improvements in forced vital capacity (FVC) 

and diffusing capacity of the lung for carbon monoxide (DLco). Stabilisation of previously 

declining PFTs (prior to caspofungin) provides some support for this hypothesis, and changes 

in PFTs tended to parallel changes in radiology and symptoms. 
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Supplementary table 1. 

Baseline patient characteristics, including immunosuppression, anti-fungal therapy and symptoms (including weight loss), in the 12 months prior to caspofungin initiation. 

Changes in radiology and pulmonary function testing are summarised for the 12 months before, and following commencement of caspofungin.   
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ptysis

Chronic 

sputum 
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PTX Weight  
Pre 

caspo

Post

caspo

ΔFVC% 

pre

ΔDLco% 

pre

nadir 

FVC%

nadir 

DLco%

 ΔFVC% 

post

 ΔDLco% 
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46.9 F
Afro-

Caribbean

Ex 

(10 pk/yr)
itraconazole

pred 20 mg/day  

MTX 10 mg/week
8 32* y y y stable

HRCT 

worse

HRCT  

stable
-23.7 -14.8 54.0 28.0 . -17.4

39.3 F Nigerian never voriconazole pred15 mg/day 9 28 y y n - 3 kg
HRCT 

worse

HRCT  

better
. . . . . .

37.6 M Caucasion
Ex 

(6 pk/yr)
voriconazole pred 15 mg/day  4 24 y y y + 2 kg

HRCT 

worse

HRCT  

stable
-6.9 -5.7 102.0 70.0 1.9 -4.8

47.6 M
Afro-

Caribbean

Ex 

(10 pk/yr)
itraconazole

pred 12.5 mg/day  

aza100 mg/day
8 19 y y n - 6 kg

HRCT 

worse

HRCT  

better
5.6 -6.3 51.0 31.0 -5.3 6.7

39.7 M Caucasion never itraconazole pred 15mg/day 8 30 n y y stable
HRCT 

worse

HRCT  

better
. -2.6 89.0 61.0 8.2 9.3

60.2 M Indian never itraconazole nil 1 1* n y n - 4 kg
HRCT 

stable
n/a -18.8 -35.1 38.0 28.0 . .

53.6 F Caucasion
Current  

(30 pk/yr)
voriconazole pred 7.5 mg/day 7 14 y y n stable

HRCT 

worse

HRCT  

stable
-6.3 -22.9 51.0 34.0 -6.7 11.1

31.1 F Caucasion never voriconazole
pred 12.5 mg/day  

aza100 mg/day
4 12 y y y - 2.3 kg

HRCT 

worse

CXR  

stable
10.0 5.3 61.0 40.0 . 2.5

48.3 M Caucasion never voriconazole
pred10 mg/day  

aza 50 mg/day
5 10 n y y - 6 kg

HRCT 

worse

HRCT  

better
-39.3 -38.5 38.0 24.0 . .

35.1 M Caucasion never voriconazole pred 15mg/day 1 7 y y n + 5 kg
HRCT 

worse

CXR  

stable
16.0 12.5 56.0 54.0 6.0 15.9

Lung function
Caspo 
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pre caspofungin
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Smoker 

(pk/yrs)

* Patient deceased

Abbreviations: 

F/U=follow-up, PTX=pneumothorax, FVC=forced vital capacity, DLco=diffusing capacity of the lung for carbon monoxide, pred=prednisolone, MTX=methotrexate, 

aza=azathioprine, HCQ=hydroxycloroquine, HRCT= high resolution computed tomography 
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