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Conventional diagnostic criteria for 
ABPA 

Primary

Episodic bronchial obstruction (asthma)

Peripheral blood eosinophilia

Immediate skin reactivity to Aspergillus antigen

Precipitating antibodies against Aspergillus antigen

Elevated serum immunoglobulin E concentrations

History of pulmonary infiltrates (transient or fixed)

Central bronchiectasis

Secondary

Aspergillus fumigatus in sputum (by repeated culture or

microscopic examination)

History of expectoration of brown plugs or flecks 

Arthus reactivity (late skin reactivity) to  aspergillus fumigatus antigen
•



• Original study by : MICHAEL ROSENBERG, M.D.; 
ROY PATTERSON, M.D  published  in 
annals of internal medicine in 1986.

• It was originally a report of 20 patients with high 
probability of ABPA and postulated that if 6 of the 
7 criteria are present disease is highly likely and 
disease is certain if it is a full house.

• They also recommended that any patient with 
allergic asthma and pulmonary infiltrate should 
be investigated for ABPA.



Why need for a new criteria

• Due to lack of gold standard the criteria could  not be 
validated.

• Cut off values for different serological tests was not 
defined.

• It imparted same importance to all of 7 features whereas 
subsequent research has shown few of them are clinically 
more relevant than others. 

R. Agarwa A. Chakrabarti, A. Shah, D. Gupta,J. F. Meis, R. Guleria, R. Moss, D. W.Denning
and For the ABPAcomplicating asthma ISHAM working group, Clinical & Experimental 
Allergy,2013 (43) 850–873



New diagnostic criteria

Predisposing conditions
Bronchial asthma, cystic fibrosis

Obligatory criteria (both should be present)
Type I Aspergillus skin test positive (immediate cutaneous
hypersensitivity to Aspergillus antigen) or elevated IgE levels
against Aspergillus fumigatus
Elevated total IgE levels (> 1000 IU/mL)

Other criteria (at least two of three)
Presence of precipitating or IgG antibodies against A.                                                                                                        

fumigatus in serum
Radiographic pulmonary opacities consistent with ABPA†
Total eosinophil count > 500 cells/lL in steroid naıve patients 

(may be historical)

R.Agarwal etal journal of clinical and experimental alergy 2013



Algorithm to diagnose ABPA based on 
this criteria















• The sensitivity and specificity of different tests 
were as following

 aspergillus skin test positivity 94.7% & 79.7%.

IgE >1000IU/ml 97.1 %& 37.7%.

A fumigatus specific IgE level >.35kUA/L 100% & 69.3%.

Eosinophil count >1000cells/cc 29.5%&93.1%

Bronchiectasis 91.9 and 80.9%

HAM 39.7% &100%



C

Agarwal R, Maskey D, Aggarwal AN, Saikia B, Garg M, et al. (2013) Diagnostic Performance of 
Various Tests and Criteria Employed in Allergic  Bronchopulmonary Aspergillosis: A Latent Class 
Analysis. PLoS ONE 8(4): e61105. doi:10.1371/journal.pone.006110



Staging

• Original study by: Patterson et al published in 
annals of internal medicine

• Prospective observational study over 10 years 
including 40 patients; 

• Proposed stages were : 
acute/remission/exacerbation/corticosteroid 
dependent/fibrotic



Staging an aid to management 



RECENT DEVELOPMENT IN STAGING



EVIDENCES













Radiological staging

• Gree nberger et al. prop osed ABPA-S as the earliest stage of ABPA with less 
sev ere immu nological findings comp ared to ABPA -CB However in their study 
only A. fumigatus-specific IgG levels were higher in ABPA-CB, while the other 
immunological parameters (total and A. fumigatus specific IgE) were similar in 
the two groups 

Ann Allergy 1993; 70:333–8.

• Thereafter, Kumar et al. classified ABPA into three groups namely ABPA-S, 
ABPA-CB and  ABPA-CB with other radiological findings (ABPA-CBORF) ,  and 
they propose ABPA CB ORF being the severe most form of the disease

.                                                                                                                          Chest 2003; 124:890–2





New radiological staging



Evidence 





Treatment regimens

Oral glucocorticoids
Regimen 1 

Prednisolone 0.5 mg/kg/day for one to two weeks, then on
alternate days for six to eight weeks. Then taper by 5–10 mg
every 2 weeks and discontinue

Regimen 2
Prednisolone, 0.75 mg/kg for 6 weeks, 0.5 mg/kg for 6 weeks,
then tapered by 5 mg every 6 weeks to continue for a total
duration of at least 6–12 months

Oral itraconazole
Dose: 200 mg twice a day, with therapeutic drug monitoring for
at least 16 weeks. Response often takes longer than 16 weeks

R Agarwal et al journal of clinical and experimental allergy 
2013



Choice of agent

Oral steroids
ABPA with mucoid impaction
ABPA with significant deterioration of lung function attributed to worsening         

asthma or ABPA (and not intercurrent infection) would require treatment with 
glucocorticoids

In those with mucoid impaction and proximal collapse, assessment should be made at 3 
weeks and if the collapse has not resolved,therapeutic bronchoscopy should be 
performed

Azoles (with or without concomitant steroids)
ABPA with recurrent exacerbations (to prevent exacerbations

after controlling the exacerbation with glucocorticoids)
Glucocorticoid-dependent ABPA

Inhaled steroids
Single agent ICS therapy should not be used as first-line in the management of ABPA  
Can be used for the control of asthma once the oral prednisolone
dose is < 10 mg/day

R Agarwal et al journal of clinical and experimental allergy 2013



Follow up and monitoring

• The patients are followed up with a history and physical
examination, chest radiograph, total IgE levels and quality of life 
questionnaire every 8 weeks

• A ≥ 25% decline in IgE level along with clinicoradiological
improvement signifies satisfactory response to therapy

• If the patient cannot be tapered off prednisolone/azole then the 
disease has evolved into stage 4. Management should be attempted 
with alternate-day prednisone/azole in the least possible dose .

• Monitor for adverse effects of treatment

R Agarwal et al journal of clinical and experimental allergy 2013



Evidences 

• Steroid regimen has not been underwent RCT

• Higher dose is associated with higher remission 
rate and lower incidence of steroid dependent 
asthma [13.5% in comparison to 45% in a 
historical cohort where lower dose  of steroid was 
used] – chest 2006    

• A  RCT (NC T009747 66) is to be published in Feb 
2015 from PGIMER Chandigarh.



Azoles in ABPA





RCT on azoles in ABPA



Study protocol

• At the initial screening visit, diagnosis and clinical stability were reviewed. 
Subjects then entered a 2-week run-in phase recording daily peak 
expiratory flow (PEF). 

• At visit 2, clinical stability was reassessed, and stable subjects were
randomized to treatment. 

• Subjects then attended for 4 visits on a monthly basis. At each visit, 
subjects underwent clinical assessment, hypertonic saline challenge, 
sputum induction, quality-of-life score determination, and blood draw for 
immune markers. 

• Subjects kept a daily diary recording PEF, medication use, and compliance
• Primary outcome : sputum eosinophil count
• Secondary outcome measure of systemic immuno activation against A 

fumigatus by means of blood eosinophil count and serum total IgE.



Conclusion 

• In this randomized, double-blind, placebo-controlled
study they have shown that in subjects with clinically stable 
ABPA, the addition of 400 mg of itraconazole daily
reduces airway inflammation, with a reduction in sputum
eosinophils and a significant decrease in sputum ECP
levels. In addition, there was evidence of a reduction in
systemic immune activation in those treated with 
itraconazole, with significant decreases in total serum IgE
and IgG antibodies to A fumigatus, together with fewer
severe exacerbations requiring treatment with prednisone. 



(N Engl J 2000;342:756-62.)





STUDY DESIGN

• The study of patients with allergic bronchopulmonary aspergillosis had two 
phases. 

• The first phase was a double-blind comparison of itraconazole at the dose 
most commonly prescribed for the treatment of deep mycoses, 200 mg twice 
daily, and an identical-appearing placebo over a 16-week period. 

• The second phaseinvolved open-label treatment of all patients with a smaller 
dose of itraconazole (200 mg daily) for another 16 weeks, to assess the effects 
of this dose and of long-term treatment. 

• During the initial 16-week trial, investigators were required to attempt to 
taper the doses of corticosteroids used by the patients, beginning after 4 
weeks. For patients who were receiving at least 10 mg of prednisone or its 
equivalent per day at entry and during the trial, the dose was to be reduced by 
not more than 50 percent every four weeks; once patients began receiving 
less than 10 mg per day, the dose was to be reduced to zero over a period of 
at least four weeks.





RESULT

• At the end of 16 weeks response rate was 
significantly higher for itraconazole group than 
for placebo. 

• In subgroup analysis response rate was higher 
in patients with bronchiecstasis than in 
patients without it.



Anti IgE theapy for ABPA

Jennifer Collins et al Journal of  asthma and 
allergy 2012



Take home message

• All patients with asthma should be screened 
for allergic sensitivity.

• Early initiation of therapy may prevent 
permanent damage to lung; new revised 
diagnostic criteria help in this regard, but 
validation studies are needed.

• Role of antifungal and its exact place in 
treatment algorithm is yet to be defined


