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Giant Mantoux Reaction
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Dear Editor,

Role of Mantoux test in diagnosis, though limited, 
cannot be underestimated in immunocompetent patients 
with an average nutritional status. Most persons likely to 
have positive reaction develop mild  erythema, induration, 
and itching by 24 hours. The positive reaction peaks at 
48�72 hours with an area of erythematous induration that 
resolves within a week. We describe below a patient who 
developed a very large lesion after Mantoux testing.

A 45-year-old woman presented with intermittent, low-
grade fever associated with headache since three months. 
There was no history of vomiting, cough, hemoptysis, 
weight loss, seizure, altered sensorium, or any anesthetic 
skin lesion. The patient denied any family history of either 
tuberculosis or leprosy. General physical and systemic 
examinations were normal, except a single tender lymph 
node approximately 1 x 1 cm in the left axilla. Examination 
did not reveal any thickened nerve. The hemogram, liver and 
kidney function tests, blood sugar and urine examination 
were normal. Venereal Disease Research Laboratory 
(VDRL) and enzyme linked immunosorbent assay (ELISA) 
for human immunodeÞ ciency virus (HIV) were nonreactive. 
Chest radiograph did not show inÞ ltration/adenopathy 
and abdominal ultrasound was normal. Erythrocyte 
sedimentation rate was 76 mm in the 1st hour. Fundoscopy 
did not show any papilloedema. A Mantoux test was done 
by intradermal injection of 0.1 ml puriÞ ed protein derivative 
(PPD) containing 5 tuberculin unit (0.1 µg standard 
PPD) on the anterior aspect of forearm. Patient started 
developing marked erythema and induration within 6 hours. 
By 48 hours she developed a red lesion with marked 
induration measuring 50 x 70 mm along with a prominent 
bullous lesion without ulceration or discharge (Figure) This 

massive lesion persisted for nearly two weeks. A Þ ne 
needle aspiration cytology of the left axillary lymph node 
showed evidence of granuloma and necrosis along with 
acid fast bacilli (AFB). She was diagnosed as tubercular 
lymphadenitis and started on category III antitubercular 
regimen comprising of rifampicin 450 mg, isoniazid 
300 mg, ethambutol 800 mg, and pyrazinamide 1000 mg 
daily for initial two months during intensive phase 
followed by rifampicin 450 mg and isoniazid 300 mg 
daily for four months during continuation phase. Patient 
showed remarkable improvement of symptoms within a 
month of treatment with regression of lymph node size 
and is completely asymptomatic at present on completion 
of antitubercular therapy.

This patient demonstrated a very massive response 
following Mantoux testing including an immediate 
erythematous reaction by 6 hours, the largest seen by 
us. This is an uncommon phenomenon since tubercular 
response is a delayed type of hypersensitivity reaction. 
This early reaction is common in patients with active 
pulmonary tuberculosis and heavy mycobacterial antigen 
load, or sometimes as a result of frequent contacts with 
tuberculosis patients and rarely as a hypersensitivity 
phenomenon.[1] It is also well known that strong reactors 
particularly those with induration >20 mm have more 
chances of developing active tuberculosis than those with 
the commonly deÞ ned 10 mm induration.[2]

An exaggerated response causing giant reaction to 
tuberculin has been occasionally described in patients 
with lepromatous leprosy. Although the mechanism is 
not clearly understood, it is suggested that a coincidence 
of delayed hypersensitivity to tuberculin and a less 
delayed phenomenon of excessive local edema due to 
systemic features may be responsible for these changes. A 
temporary lack of immune regulation along with changing 
level of antigenic load has been advocated as the cause 
for such giant reaction in lepromatous leprosy.[3]

Despite limitation of tuberculin testing in developing 
countries, it is a useful test for assessing the prevalence 
of tuberculosis infection in the community. The adage 
that the tuberculin test should be approached with 
respect, administered with care, read with deliberation, 
and interpreted with caution seems extremely 
appropriate.

References

El-Ansary EH, Grange JM. Qualitative differences in 1. 
tuberculkin reactivity in patients with tuberculosis, 

Figure: Marked induration measuring 50 x 70 mm along with 
prominent bullous lesion without any ulceration or discharge at 
48 hours of Mantoux test



www.ijmm.org

79January-March 2009

occupational contacts and non-contacts. Tubercle 
1984;65:191-4.
Agarwal P. Tuberculin skin test. In: Sharma SK, Mohan A, 2. 
editors. Tuberculosis. 1st ed. New Delhi: Jaypee Brothers 
Medical Publishers (P) Ltd; 2006. p. 117-32.
Waters MF, Stanford JL. Giant reactions to tuberculin in 3. 
lepromatous leprosy patients. Int J Lepr Other Mycobact Dis 
1985;53:546-53.

R Avasthi, *SC Chaudhary, D Mohanty

Department of Medicine, University College of Medical 
Sciences and Guru Teg Bahadur Hospital, Delhi, India

*Corresponding author (email: <drshyamchandchaudhary@
rediffmail.com>)
Recieved: 18-06-08
Accepted: 6-07-08

Comparison of Conventional Broth Blood Culture Technique and Manual Lysis 
Centrifugation Technique for Detection of Fungemia

Dear Editor,

Fungemia is associated with high morbidity and mortality 
rates. Various techniques have been introduced to diagnose 
fungemia such as conventional broth culture medium, by 
blind or macroscopic subculture, vented and aerated biphasic 
culture medium, lysis Þ ltration agitated culture medium, 
radiometric and nonradiometric methods, lysis centrifugation 
method, etc..[1] Of these, lysis-centrifugation technique 
seems to be a reasonable alternative, which combines the 
dual advantage of an increased yield with a short detection 
time as compared to the conventional blood culture 
system.[2] Lysis centrifugation is commercially available as 
isolator system, it can also be done as manual technique[3] 

for which limited studies are available. The present study is 
aimed to evaluate manual lysis centrifugation technique for 
detection of fungemia. 

Ninety six patients were studied at a tertiary care general 
hospital in Mumbai between October 2004 and February 
2006. Patients with risk factors such as long-term use of 
broad spectrum antibiotics, prolonged hospitalization, 
central and peripheral line insertion, respiratory ventilation, 
presence of urinary catheter, use of cytotoxic drugs, 
prematurity, and low birth weight were included in the 
study. Blood samples from each patient were collected and 
processed by the two techniques; conventional blood culture 
and manual lysis centrifugation (MLC). Conventional 
technique was done by inoculating blood into blood culture 
bottles containing brain heart infusion broth. The bottles 
were incubated at 37 0C and were shaken periodically. On 
3rd, 5th, and 7th day, subcultures were done on Sabouraud 
Dextrose Agar (SDA) slants.[1,4]  MLC technique was 
followed as described by Bianchi et al.[3] Blood samples 
were collected in autoclaved centrifuge tube containing 
isotonic saline solution with 5% saponin and 0.4% sodium 
salt of polyanethol sulphonic acid. The contents were mixed 
by shaking. Having kept at room temperature for 1 hour, 
the tubes were centrifuged at 3000 rpm for 30 minutes. 
The supernatant was removed and sediment was inoculated 
onto SDA and Brain Heart Infusion Blood Agar (BHIA) in 

duplication using aseptic precautions. One set of SDA and 
BHIA was incubated at room temperature and other set of 
the two culture media at 37 0C for 6 weeks. Fungal growth 
was identiÞ ed using standard mycological techniques.[5] All 
the fungal isolates were of Candida spp. Candidaemia was 
diagnosed by isolation of Candida spp. from at least two 
blood culture samples or single blood culture sample with 
supportive clinical features. Statistical analysis was done 
using Chi-square test on statistical software Minitab 14. To 
test the statistical signiÞ cance of yield of Candida and time 
required for its growth with both the techniques, Chi-square 
test was done and exact P-values were obtained (P ≤ 0.01 
was considered signiÞ cant).

Of the 96 patients studied, 32 (33.3%) had fungemia. 
C. albicans was isolated in 17 (53.1%), C. parapsilosis in 
six (18.8%), C. tropicalis in Þ ve (15.6%), and C. glabrata 
in four (12.5%) patients by either or both techniques. Of 
the 32 culture-positive specimens, 17 (53.1%) isolates 
had grown by both the techniques, 12 (37.5%) had grown 
by MLC, while three (9.4%) by conventional technique. 
Hence, 20 (62.5%) were positive by conventional 
technique whereas 29 (90.62%) were positive by MLC. 
Thus, manual lysis centrifugation was found to be superior 
technique than conventional technique in that the yield 
of Candida was more with the former technique (P-value 
0.008). The time required to detect fungal pathogen by 
both the techniques were also observed. Maximum number 
of isolates grew in Þ rst week by both techniques, a total 
of 18 (90%) grew in Þ rst week by conventional method 
and 28 (96.5%) by MLC technique. It was observed that 
only two (10%) isolates were recovered within 48 hours 
by conventional technique, while nine (31%) isolates were 
recovered by MLC technique within 48 hours (Table 1). 
The time required for growth of Candida by MLC is less 
though this difference was not found to be statistically 
signiÞ cant (P-value 0.083). MLC technique appeared 
to be a superior technique to recover C. albicans from 
blood in this study. Eleven (64.7%) isolates of C. albicans 
grew by conventional technique and 17 (100%) isolates 
grew by MLC technique. The difference was found to be 
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