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Role of tuberculin skin test (Mantoux test) as an aid in the diagnosis of tuberculosis 
disease and to identify persons with latent tuberculosis in highly endemic hilly 
region of Jammu and Kashmir
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Tuberculosis (TB) is a chronic infectious disease caused by 
Mycobacterium tuberculosis (MTB), is one of the major 
diseases affecting the population worldwide, especially 

the developing countries. In India, the prevalence of the active 
disease in adults is 18 per 1000 population [1]. Although 
pulmonary TB is the main variant, around 25–35% of cases 
have an extrapulmonary presentation. The ratio of pulmonary to 
extrapulmonary TB is 3:1 [2]. Main symptoms of TB include low-
grade fever for >2 weeks, loss of appetite, poor weight gain, recent 
weight loss, night sweats, dry cough of >2 weeks, and significant 
lymphadenopathy. Although TB is a common infection, diagnosis 
of TB is still a tough task; especially in children. Therefore, an 
early and reliable diagnostic test with good predictive value is 
essential to curb the disease in its initial stages.

Since the introduction of the tuberculin skin test (TST) also 
known as the Mantoux test in 1890, it has been widely used for the 
initial diagnosis of patients suspected of TB and to detect latent 
infections [3]. Based on CDC guidelines for the classification of 
TST reactions, an induration of 0–4 mm is considered negative 

and induration of 5 mm or above is considered positive [4]. Since 
the result is based just on the diameter of the skin induration 
that depends on the cell-mediated immune response to 
tuberculin antigens, approximately 10–25% of patients with 
microbiologically diagnosed active TB disease do not respond 
to tuberculin and have a negative TST result [5]. Moreover, the 
interpretation of results is user specific, 2% error in measurement 
reduces the accuracy of the Mantoux test by 25% and the impact 
exceeds 50% for 5% error [6]. The sensitivity of sputum in the 
detection of MTB varies from 20 to 80%.

Microscopy and acid-fast bacilli (AFB) analysis of sputum as 
well as non-respiratory samples has been a standard protocol for 
the detection of TB. Due to low sensitivity and increased number 
of smear-negative TB, it results in missing out a large number of 
positive cases [7]. In December 2010, the WHO recommended 
cartridge-based nucleic acid amplification test (CB-NAAT) to be 
used as a diagnostic aid for TB infections. Subsequently in 2013, the 
WHO endorsed Xpert MTB/resistance to rifampin (RIF) to be used 
as the initial diagnostic test in all adults with presumptive TB and 
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multidrug-resistant TB [8]. Xpert MTB/RIF is an automated, semi-
nested real-time polymerase chain reaction that detects MTB and 
tests every positive sample for rifampicin sensitivity using molecular 
beacons [9]. The presence of MTB and rifampicin resistance can be 
detected within 2 h with good sensitivity and specificity. CBNAAT 
has high specificity (100%) and a good predictive value. However, it 
is not readily available in all clinical settings. Therefore, it is essential 
to test the sensitivity of the easy-to-use and cost-effective diagnostic 
tests such as the Mantoux test and sputum smear examination for 
the presence of AFB. In view of this, the present study was carried 
out to evaluate the efficacy of the Mantoux test and sputum smear 
examination as a diagnostic aid in latent TB.

MATERIALS AND METHODS

A prospective observational study was conducted among 100 patients 
with suspected TB at GMC DODA situated in the hilly mountainous 
region of Jammu and Kashmir for a period of 14 months from May 
2019 to June 2020. All patients reporting to the Department of 
Microbiology with suspected mycobacterial TB (positive contact 
history or low weight for age or persistent fever for more than 2 weeks 
or cough for more than 2 weeks or significant lymphadenopathy) 
irrespective of age and sex were included in the study. Patients with 
a previous history of TB and those who were previously treated for 
the same were excluded from the study. After obtaining informed 
consent, the patients were subjected to all three diagnostic tests 
including the Mantoux test, sputum examination, and CBNAAT. 
CBNAAT was considered as the gold standard for TB diagnosis.

Mantoux test was performed by injecting the test dose (0.1 ml 
PPD-RT23; 5 tuberculin units) and control dose (0.1 ml normal 
saline) intradermally over the flexor aspect of the left and right 
forearm, respectively [4]. Using the Sokal method, the transverse 
diameter of the induration was measured after 48–72 h by a single 
observer in all patients [10]. Direct microscopic examination of the 
sputum samples of patients was carried out to test the presence of 
AFB by Ziehl–Neelsen staining. The slide was examined under oil 
immersion and the presence of curved rods in red color over green 
background was considered as AFB positive. Simultaneously, the 
sputum samples were sent to a different center for CBNAAT testing.

All the recorded data were entered into Microsoft Excel and 
analysis was carried out using SPSS 19.0 version. Data were 
presented as frequency and percentages. Results of the Mantoux 
and sputum tests were compared with CBNAAT to assess the 
sensitivity and specificity of individual tests.

RESULTS

In our study, most of the patients (32%) belonged to the age group of 
21–30 years, while 16% and 15% of patients belonged to 51–60 years 
and 11–20 years, respectively. The age distribution is summarized 
in Table 1. There was a slight female predominance in the study 
population (52% females; 48% males) with a male-to-female ratio 
of 0.92:1. Mantoux test was positive in 41 (41%) patients and 
negative in 59 (59%) patients. Interpretation of the Mantoux test 

Table 1: Distribution of the study population
Variable Age in years Number of cases (%)
Age in years 0–10 12 (12)

11–20 15 (15)
21–30 32 (32)
31–40 11 (11)
41–50 6 (6)
51–60 16 (16)
>60 8 (8)

Sex Male 48 (48)
Female 52 (52)

based on the size of induration in mm was carried out (Fig. 1). Most 
of the patients (59%) developed an induration measuring 0–4 mm 
followed by >15 mm induration seen in 36 (36%) patients in cases. 
Figure 2 shows the presence of an induration measuring around 
20 mm. On sputum examination, 42 (42%) patients tested positive 
(Fig. 3), 58 (58%) patients were negative. All the sputum samples 
were subjected to CBNAAT, which were considered as the gold 
standard for TB diagnosis. While 74 (74%) samples were positive, 
26 (26%) were found to be negative (Table 2).

Sensitivity analysis of the Mantoux test and sputum examination 
was carried out (Table 3). Results were compared with CBNAAT 
which is considered as the gold standard for diagnosing TB. In the 
Mantoux test, 38 (38%) patients were true positive while, 3 (3%) 
patients were false positive, 39 (39%) patients were false negative, 
and 20 (20%) patients were true negative. In sputum examination, 
40 (40%) patients were true positive while, 2 (2%) patients were 
false positive, 35 (35%) patients were false negative, and 23 (23%) 
patients were true negative. The sensitivity and specificity of the 
Mantoux test were 49.35% and 86.95%, respectively, and 53.33% 
and 92%, respectively, in sputum examination.

DISCUSSION

A higher incidence of TB occurs during 25–34 years of 
adult life as this age group ventures out for work or socialize, 
they have a much higher risk of exposure to MTB from the 
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Figure 1: Distribution of patients based on size of induration



Vol 6 | Issue 1 | Jan - Mar 2021 Eastern J Med Sci 33

Sheikh et al. Diagnostic efficacy of the Mantoux test and sputum smear examination 

to deal with latent TB as it substantially adds to the TB disease 
burden [11]. With an increase in the global burden of TB, current 
global priorities for TB care and control emphasize early case 
detection. Recent reviews of the WHO strategy END TB specify 
the priority tasks such as the development of biomarkers for the 
detection and diagnosis of TB including systematic screening for 
active diseases and detection of latent TB infection to reduce the 
pool of individuals with latent infection [13].

CB-NAAT (GeneXpert) is an automated cartridge-based 
molecular technique that not only detects MTB but also rifampicin 
resistance within 2 h and has been endorsed by the WHO as an initial 
diagnostic test in children suspected of having TB both in pulmonary 
and specific forms of extrapulmonary TB [14]. In a study done by 
Sharma et al. [15], Xpert MTB/RIF had a high sensitivity of 95.7% 
and a specificity of 99.3% for detecting MTB in pulmonary samples 
of patients with TB. The sensitivity of Xpert MTB/RIF for detecting 
smear-negative culture-positive samples was 77.7%; its sensitivity 
for detecting smear-positive culture-positive samples was 99.2%. 
According to Sachdeva et al., CBNAAT has high specificity (100%) 
and a good predictive value [12]. Hence, this was considered a gold 
standard for diagnosis of TB in our study. Around 74 (74%) samples 
were positive for CBNAAT suggesting TB.

Despite the global trend of using rapid molecular tests is 
increasing, a considerable proportion of the TB cases reported to 
the WHO is still clinically diagnosed rather than bacteriological 
confirmation [14]. Due to the lack of equipment and high cost, 
Gene-Xpert TB/RIF is not readily available and frequently 
used [16]. Among the various proposed diagnostic tests, none 
of them are rapid, affordable, and easy. The use of liquid culture 
systems and molecular line probe assays to rapidly detect 
multiresistant TB although is beneficial; however, due to the 
complexity and cost of the tests, and the need for sophisticated 
laboratory infrastructure and trained personnel, uptake has been 
limited in many resource-constrained settings [12]. A good 
diagnostic test should be able to successfully identify true-negative 
and true-positive cases. TST-5 as currently recommended in the US 
Centers for Disease Control and Prevention guidelines might be the 
best approach [10]. However, it is essential to test the sensitivity of 
the easy-to-use and cost-effective diagnostic tests. In the present 
study, the diagnostic efficacy of readily available Mantoux test and 
sputum smear examination was tested with CBNNAT.

A correctly applied Mantoux test can be invaluable in the 
assessment of a child with suspected TB. The interpretation of 
the result, however, is often difficult, with different workers using 
different induration sizes to indicate a positive reaction. Based on the 
results of Abubakar et al., the positive predictive value of TST-5 is 
2.2% while that of TST-10 is 2.7%. Since not much difference is seen 
between both, antigen having 5-tubercular units was used in our study 
[17]. The review of national policies on the management of latent 
TB infection of 98 countries identified that tuberculin skin testing 
was the most frequently recommended diagnostic tool. The test is 
comparably cheaper compared to other molecular tests. However, 
the cutoff points used in different countries and authors vary and 
no international agreement on cutoff values for the definition of a 

Table 2: Diagnostic tests for TB in study population
Test Positive (%) Negative (%) Total (%)
Mantoux test 41 (41) 59 (59) 100 (100)
Sputum examination 42 (41) 58 (58) 100 (100)
CBNAAT test 74 (74) 26 (26) 100 (100)
TB: Tuberculosis, CBNAAT: Cartridge-based nucleic acid amplification test

Table 3: Sensitivity analysis of Mantoux test and sputum examination
Parameter Mantoux test, n (%) Sputum examination, n (%)
True positive 38 (38) 40 (40)
False positive 3 (3) 2 (2)
False negative 39 (39) 35 (35)
True negative 20 (20) 23 (23)
Sensitivity 49.35 53.33
Specificity 86.95 92

Figure 2: Presence of induration measuring around 20 mm

surroundings [11]. Similarly in our study, most of the patients 
(32%) belonged to the age group of 21–30 years. Male 
predominance in TB has been observed previously, especially in 
head-and-neck TB [12]. In our study, although the sex distribution 
was almost equal slight female predominance was noted (52%). 
In view of the WHO End TB strategy by 2035, it is important 

Figure 3: Photomicrograph showing acid-fast bacilli in ZN stained 
smear (3+) on oil immersion
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positive tuberculin reaction has been identified [18]. The choice 
among commonly used cutoff values depends on an individual’s risk 
factor profile for TB. Usually, a lower cutoff value of ≥5 mm is used 
for individuals at higher risk of TB and a higher cutoff value of ≥10 
mm is applied for individuals at lower risk of TB [19].

In a study by Kiwanuka, a reaction of ≥ 5 mm was considered 
positive. They reported that around 52% of cases were negative 
while 48% of patients were positive [20]. Similarly, using a cutoff 
value of 5 mm in our study, we observed that the Mantoux test was 
positive in 41 (41%) patients and negative in 59 (59%) patients, 
and induration of >15 mm was noticed in 36 patients. Although 
there was no correlation between the size of induration and the 
likelihood of current active TB disease, this may indicate the future 
risk of developing TB disease. Similarly, AFB analysis of sputum 
is also considered a standard protocol for the detection of TB. 
However, the previous studies have suggested that sputum smear-
negative patients were detected positive with clinical examination 
and had a better response to TB therapy [21,22]. This is because 
of the low sensitivity and increased number of smear-negative 
TB, a large number of positive cases are missed [7]. In a study 
by Saktiawati et al. [15], 32% of were smear positive. Sensitivity 
and specificity of sputum examination were 81.4% (74–87.5%) 
and 99.5% (97.2–99.9%), respectively. In our study, sputum was 
positive in 42 (42%) patients and negative in 58 (58%) patients.

In our study, sensitivity and specificity of the Mantoux test 
were 49.35% and 86.95%, respectively, and 53.33% and 92%, 
respectively, for sputum examination. The previous studies 
have suggested that combinations of investigations are better as 
compared to individual tests. Saktiawati et al. [15] suggested that 
a combination of clinical evaluation with sputum microscopy 
and chest radiography provided high sensitivity and specificity 
in diagnosing TB in lung clinics; in only 4.4%, the diagnosis 
was incorrect. Similarly, we believe that a combination of the 
Mantoux test, sputum smear examination, and CBNAAT will 
have better results than the individual tests. Smaller sample size 
and single-center study limit the generalizability of the results. 
Moreover, mycobacterial cultures were not done to confirm the 
diagnosis. We further suggest larger multicentric studies to test 
the predictive value of these routinely used tests.

CONCLUSION

Results of our study suggest that a combination of the Mantoux 
test, sputum smear, and CBNAAT test when performed together 
acts as an aid in diagnosing TB disease and to identify the persons 
with latent TB infection by assessing the immune status, so that, 
the treatment can be given to cure the diseased case and to prevent 
the progression of the latent case to disease.

REFERENCES

1. Udani PM, Parthasarathy A. Tuberculosis in children. In: Parthasarathy A, 
Nair MK, Menon PS, editors. IAP Textbook of Paediatrics. 3rd ed. New 
Delhi: Jaypee Publishers; 2006. p. 206-20.

2. Chauhan LS, Arora VK. Management of pediatric Tuberculosis under 
the revised national tuberculosis control programme. Indian J Pediatr 

2004;71:341-3.
3. Huebner RE, Schein MF, Bass JB. The Tuberculin skin test. Clin Infect Dis 

1993;17:968-75.
4. American Thoracic Society. Targeted Tuberculin Testing and Treatment 

of Latent Tuberculosis Infection. Vol. 49. MMWR Recommendations and 
Reports: Morbidity and Mortality Weekly Report Recommendations and 
Reports/Centers for Disease Control; 2000. p. 1-51.

5. Holden M, Dubin MR, Diamond PH. Frequency of negative intermediate-
strength tuberculin sensitivity in patients with active tuberculosis. N Engl J 
Med 1971;285:1506-9.

6. Toman K. Sensitivity, specificity and predictive value of diagnostic tests. 
Bull Intern Union Tuberc 1981;56:18.

7. Dewan R, Anuradha S, Khanna A, Garg S. Role of cartridge-based nucleic 
acid amplification test (CBNAAT) for early diagnosis of pulmonary 
tuberculosis in HIV. J Indian Acad Clin Med 2015;16:114-7.

8. WHO Using the Xpert MTB/RIF assay to detect pulmonary and 
extrapulmonary tuberculosis and rifampicin resistance in adults and 
children. Available from: http://www.who.int/tb/publications/xpertmtb-rif-
assay-diagnosis-meeting-report/en. [Last accessed on 2021 Mar 02].

9. Boehme CC, Nabeta P, Hillemann D, et al. Rapid molecular detection of 
tuberculosis and rifampin resistance. N Engl J Med 2010;363:1005-15.

10. Centers for Disease Control and Prevention. Centers for Disease Control 
and Prevention; Atlanta, GA: Fact Sheets, Tuberculin Skin Testing; 2016. 
Available from: https://www.cdc.gov/tb/publications/factsheets/testing/
skintesting.htm. [Last accessed on 2020 Nov 30].

11. Sharma SK, Vashishtha R, Chauhan LS, et al. Comparison of TST and IGRA 
in diagnosis of latent tuberculosis infection in a high TB-burden setting. 
PLoS One 2017;12:e0169539.

12. Sachdeva K, Shrivastava T. CBNAAT: A boon for early diagnosis of tuberculosis-
head and neck. Indian J Otolaryngol Head Neck Surg 2018;70:572-7.

13. Pai M. Innovations in tuberculosis diagnostics: Progress and translational 
challenges. EBioMedicine 2015;2:182-3.

14. Sahana KS, Prabhu AS, Saldanha PR. Usage of cartridge based nucleic 
acid amplification test (CB-NAAT/GeneXpert) test as diagnostic modality 
for pediatric tuberculosis; case series from Mangalore, South India. J Clin 
Tuberc Other Mycobact Dis 2017;11:7-9.

15. Sharma SK, Kohli M, Yadav RN, et al. Evaluating the diagnostic accuracy 
of xpert MTB/RIF assay in pulmonary tuberculosis. PLoS One 2015;10:1-4.

16. Saktiawati AMI, Subronto YW, Stienstra Y, et al. Sensitivity and specificity 
of routine diagnostic work-up for tuberculosis in lung clinics in Yogyakarta, 
Indonesia: A cohort study. BMC Public Health 2019;19:363.

17. Abubakar I, Drobniewski F, Southern J, et al. Prognostic value of interferon-γ 
release assays and tuberculin skin test in predicting the development of 
active tuberculosis (UK PREDICT TB): A prospective cohort study. Lancet 
Infect Dis 2018;18:1077-87.

18. Jagger A, Reiter-karam S, Hamada Y, et al. National policies on the 
management of latent tuberculosis infection: Review of 98 countries. Bull 
World Health Organ 2018;96:173-84.

19. Slogotskaya L, Bogorodskaya E, Ivanova D, et al. Comparative sensitivity 
of the test with tuberculosis recombinant allergen, containing ESAT6-CFP10 
protein, and Mantoux test with 2 TU PPD-L in newly diagnosed tuberculosis 
children and adolescents in Moscow. PLoS One 2018;13:e0208705.

20. Kiwanuka JP. Interpretation of tuberculin skin-test results in the diagnosis of 
tuberculosis in children. Afr Health Sci 2005;5:152-6.

21. Yang CY, Guo HR, Cheng YY, et al. Factors associated with misdiagnosis 
of smear-negative tuberculosis: An experience in Taiwan. Respir Care 
2012;57:753-7.

22. Siddiqi K, Walley J, Khan MA, et al. Clinical guidelines to diagnose smear-
negative pulmonary tuberculosis in Pakistan, a country with low-HIV 
prevalence. Trop Med Int Health 2006;11:323-31.

Funding: None; Conflict of Interest: None Stated.

How to cite this article: Sheikh NT, Akhtar S, Tabassum S, ul Khurshid 
S. Role of tuberculin skin test (Mantoux test) as an aid in the diagnosis of 
tuberculosis disease and to identify persons with latent tuberculosis in 
highly endemic hilly region of Jammu and Kashmir. Eastern J Med Sci. 
2021;6(1):31-34.

Doi: 10.32677/EJMS.2021.v06.i01.007


