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Abstract

Background: Establishing a correct diagnosis is challenging. We aimed to investigate the sensitivity and specificity
of routine tuberculosis (TB) diagnostic work-up in lung clinics in Indonesia, a country with the third highest TB
burden and the second highest gap between notifications of TB cases and the best estimate of incident cases in
the world.

Methods: In the lung clinics of the Province of Yogyakarta, Indonesia, we recruited all consecutive patients with

symptoms suggesting TB, aged 218 years. Routine TB examination consisted of clinical evaluation, sputum smear
microscopy, and chest radiography. For research purposes, we added sputum culture, Human Immunodeficiency
Virus (HIV) testing, and follow-up for 1.5 years or 2.5 years if culture results disagreed with the initial clinical diagnosis.
The initial diagnosis was considered incorrect if patients did not respond to treatment. We calculated sensitivity and
specificity of the TB routine examination using culture and a composite reference standard (CRS — a combination of
routine examination, culture, and follow-up) as the reference standards. All analyses were conducted with IBM SPSS

Statistics 25 (IBM Corp., Armonk, NY, USA).

Results: Between 2013 and 2015, we included 360 participants, and 21 were excluded due to incomplete data. Among
those analyzed, 115 were initially diagnosed with smear-positive TB, 12 with smear-negative TB, and 212 non-TB. In 15
study participants, the diagnosis was changed after median 45 (range: 14-870) days; 14 participants initially not
diagnosed with TB were later diagnosed with TB, while one subject initially diagnosed with TB actually did not have TB.
Compared with culture and CRS, TB routine examination had sensitivity of 85% (95%Cl: 77-91) and 90% (95%Cl: 84-94),
and specificity of 86.3% (95%Cl: 81-91) and 99.5% (95%Cl: 97-100), respectively.

Conclusions: 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. There is a need to
improve routine TB diagnostic work by using clinical evaluation, sputum smear microscopy, and chest radiography all
together in other settings, such as in primary health centers.
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Background

Indonesia is the country with the third largest TB bur-
den in the world and has accounted for the second high-
est gap between notifications of TB cases and the best
estimate of incident cases [1]. As in many low resource
settings, TB is usually diagnosed by clinical examination,
sputum smear microscopy, and chest radiography
(CXR). Among the 442,172 new and relapsed pulmonary
TB cases, only 54% were confirmed bacteriologically by
microscopy or less often, by culture [1]. Culture examin-
ation is reserved for suspected drug resistance in pa-
tients failing to respond to treatment or in patients who
relapse [2]. Other diagnostic tools such as Polymerase
Chain Reaction (PCR) and Gene-Xpert are still difficult
to access and without subsidy are unaffordable for the
majority of patients.

The World Health Organization (WHO) criteria for
pulmonary TB diagnosis include clinical symptoms and
a CXR suggestive of TB, isolation of Mycobacterium
tuberculosis (MTB) by culture or acid-fast bacilli by
sputum smear microscopy if culture is unavailable [3].
Clinicians might need to make a tentative diagnosis if
clinical symptoms and CXR suggest TB while micros-
copy remains negative, or if the patient does not respond
to the treatment of an alternative pulmonary diagnosis
[3]. Patients with a clinical response to TB treatment are
likely to have suffered from TB, although occasionally
clinical improvement may occur in patients with sarcoid,
cryptogenic organizing pneumonia or non-tuberculous
mycobacteria (NTM) infection.

Establishing a correct diagnosis is challenging [4].
Symptoms have low sensitivity and specificity; CXR of
NTM lung disease and lung cancer may mimic TB, and
bacteriology examinations sometimes fail [4—6]. Only a
few studies have evaluated the sensitivity and specificity
of TB diagnosis in the routine settings of low- and mid-
dle income countries [7, 8].

The government of Indonesia established the latest na-
tional strategy for TB control in 2016, emphasizing
reinforcement of TB programs’ leadership, escalation of
quality of TB services (prevention, diagnosis and treat-
ment), management of risk factors for TB, enhancement
of collaborations and community participation, and
reinforcement of TB program management [9].

The sensitivity and specificity of a routine work-up for
suspected TB in Indonesia, particularly in lung clinics,
have not been studied. Meanwhile, this kind of study
could provide information for the government about the
quality of routine TB service and how to improve it, thus
eventually it could support decision making and escalate
the quality of the national TB program. We included
culture examination and long-term follow-up in order to
evaluate the sensitivity and specificity of the diagnostic
algorithm under service conditions.
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Methods

Study aim and design

We aimed to investigate the sensitivity and specificity of
routine TB diagnostic work-up in lung clinics in
Indonesia. This research was a cohort study of patients
suspected to have TB in Yogyakarta, Indonesia.

Study setting

Yogyakarta Province had a population of 3,679,176 in
2015 [10]. It had 5 public lung clinics that provide services
for lung diseases, predominantly TB, and where more
than half of suspected TB patients in Yogyakarta were
screened [11]. In 2016, after our study was completed, the
lung clinics were integrated into one lung hospital.
Patients were either self-referred or referred by primary
health centers. The lung clinics used microscopy, CXR,
and HIV Voluntary Counseling and Testing services. The
province has 21 primary health centers that mostly have
sputum smear microscopy facilities; few among them have
CXR facilities [12]. The total TB case notification rate in
Yogyakarta in 2015 was 73/100,000 [10].

Study population

This study was part of a research to investigate the diag-
nostic sensitivity and specificity of an electronic nose in
Yogyakarta, Indonesia (eNose study-NCT02219945). The
study population consisted of TB suspects aged 18 years
and older, who agreed to participate in the eNose study.
They were enrolled from October 2013 to December 2015.

Study parameters

As part of routine examination, spot-morning-spot smear
microscopy and CXR were conducted. For research pur-
poses, we added sputum culture, HIV testing, and
followed the study participants over time. Following the
normal procedures, all study participants attended the
Lung Clinics for two consecutive days to have their diag-
nosis established by the Lung Clinics’ physicians. On the
first day, patients underwent clinical examination, CXR,
microscopy examination from a spot sputum specimen,
and HIV testing. On the second day, patients collected
morning and spot sputum specimens for microscopy, and
for research purpose, another morning sputum specimen
for microscopy and culture in the Microbiology Labora-
tory, Faculty of Medicine, Public Health and Nursing, Uni-
versitas Gadjah Mada, Indonesia. As part of the ongoing
research, all TB suspects were prospectively followed up
at their home, lung clinics, or by phone for 1.5 years after
diagnosis. Patients were followed up for 2.5years when
the culture results disagreed with the initial clinical diag-
nosis (i.e. culture was positive for MTB, but the clinical
diagnosis was non-TB, or culture was negative but patient
was diagnosed with TB).
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We recorded information about previous TB treat-
ment, demographics (age, sex, and Body Mass Index -
BMI), housing conditions, bacteriological examination,
CXR reading, follow up of clinical symptoms, and co-
morbidities (HIV or Type 2 Diabetes Mellitus/T2DM).
T2DM diagnosis was based on the national guidelines
[13]. AAM.S. and F.S. double-entered all data into a data-
base, and ensured no missing data or typing errors.

Sputum microscopy and culture examinations with
Lowenstein-Jensen(L]) medium were conducted according
to the WHO laboratory guidelines [14]. For research pur-
poses, one independent physician (TsW - a pulmonolo-
gist) re-read the CXRs, which were scored as suggestive
for TB, possible TB, abnormal but no TB, and normal. Pa-
tients who were lost to follow-up at any point in time, or
who had incomplete results of any diagnostic test were ex-
cluded from the study. Results of TB routine examination
were available to those seeing the patients during
follow-up, but not to the laboratory personnel.

The initial diagnosis (TB or non-TB) was considered in-
correct and was revised in the referral health centers when
patients did not respond to treatment, or if an alternative
diagnosis was made during follow-up. A composite refer-
ence standard (CRS) [15, 16] which consists of symptoms,
sputum microscopy and culture, CXR, and follow-up de-
termined the final diagnostic classification (TB or non-TB).

A TB case was defined as: [1] patient with bacterio-
logical confirmation and clinical illness or CXR suggest-
ive of TB, and responding to TB treatment; or [2]
patients without bacteriological confirmation, but with
clinical illness and CXR suggestive of TB, and respond-
ing to TB treatment. At the end of study period, the pa-
tients were then divided into two groups: [1] patients
whose diagnoses were not revised, and [2] patients who
had their definitive diagnosis changed compared to their
initial diagnoses.

Data analysis

Previous studies revealed that among all TB symptoms,
cough, weight loss, and night sweats were independent
predictors of TB with or without HIV coinfection, [17-19]
thus we confined the analysis to these symptoms. The
CXRs were dichotomized: CXR suggestive for TB or pos-
sible TB were scored as “suggestive for TB”, while a CXR
abnormal but no TB, and CXR considered normal were
scored as “not suggestive of TB”. We calculated the pro-
portion of revised diagnoses, and the sensitivity, specifi-
city, and positive and negative predictive values (PPV and
NPV) of the TB routine examination using culture and
the CRS as the reference tests. We also investigated which
factors were associated with the revision of diagnosis from
non-TB into TB by calculating the relative risks (RR) and
their 95% confidence intervals (95%CI). The RR was con-
sidered significant if the 95%CI did not contain value of
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1.00. All analyses were conducted with IBM SPSS Statis-
tics 25 (IBM Corp., Armonk, NY, USA).

Results

In all, 360 consecutive TB suspects were prospectively
included. Twenty-one subjects were excluded for various
reasons (Fig. 1). Most of the subjects were male, with
median age 46 (range: 18—87) years, and normal BMI
(18.5-25 1<g/m2). Most subjects (79%) lived in a crowded
neighborhood or poorly ventilated housing, 7% of them
had TB index cases in their surrounding (house-hold
members, colleagues, or close neighbors), 12% of them
had a history of previous TB, 2.4% had HIV infection,
7.7% had T2DM, and 32% were current smokers.

Out of 339 participants, 115 were initially diagnosed
with smear-positive TB, 12 had smear-negative TB, and
212 had diagnoses other than TB (asthma, pneumonia,
bronchiectasis, chronic bronchitis, Chronic Obstructive
Pulmonary Diseases, Obstructive Syndrome Post TB,
lung fibrosis, lung abscess, lung cancer, pleural effusion,
and polycystic lung disease). Of the eight patients who
had HIV infection, 4 patients tested positive for TB in
smear microscopy; 2 patients were diagnosed with TB
but were smear negative and the other 2 patients were
diagnosed as non-TB.

Table 1 shows that when culture and follow-up were
used in parallel with TB routine examination to establish
the final diagnosis, the final diagnosis changed for 15
(4.4%) study participants; 14 more study participants in
retrospect had TB now, while only one subject initially
diagnosed with TB actually did not have TB.

Fourteen patients were initially diagnosed as non-TB
(7 were diagnosed with bacterial pneumonia, 3 with
chronic bronchitis, 2 with post TB sequelae, 1 with
bronchiectasis, and 1 with bronchopneumonia), but then
their clinical conditions deteriorated and after median
83 (range: 14—870) days, 13 out of 14 patients were diag-
nosed as pulmonary TB, and 1 patient was diagnosed as
Multi Drug Resistant Tuberculosis (MDR-TB). One of
these pulmonary TB patients was HIV co-infected. One
patient who was initially diagnosed with TB suffered
from drug-induced liver toxicity at week 6 of treatment,
and his TB drugs had to be stopped. He was referred to
the hospital and obtained other non-TB drugs for one
month, and afterwards, when sputum microscopy ap-
peared negative, the treatment was stopped and he has
remained well since; we therefore concluded that he
probably did not have TB. Two other TB patients were
considered cured, but then relapsed and obtained a
re-treatment TB regimen.

Among non-TB patients whose diagnoses were revised
into TB, six patients with CXR suggesting TB developed
TB after around one month, and one patient with CXR
suggesting TB developed TB after 26 months. Seven
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360 TB suspects
e Clinical examination

Morning-Spot sputum smear
examination, culture)

e Chest radiography examination

e Bacteriological examination (Spot-

Excluded:

e 9 no chest X-ray and missing

w

351 subjects diagnosed by the
clinical team of Lung Clinics

A 4

sputum specimens

Excluded:

e 1 extrapulmonary TB

w

349 subjects followed up:

234 home visits
81 followed up in lung
clinics
24 contacted by phone

v

e 1 contaminated culture

Excluded:

v

339 subjects evaluable for
the study

Fig. 1 Flow chart of study participants

v

e 10 lost to follow up

patients who had CXR not suggesting TB developed TB
around 9 months after their initial diagnostic work-up.
Seven non-TB patients had MTB cultured in a sputum
specimen, but they did not develop any TB symptoms
during follow-up. Thus, we suspected them to have
false-positive culture results. Three out of these 7 patients
had a history of previous TB. Among 30TB patients
whose diagnoses were not revised, 19 patients had nega-
tive culture, and in 11 patients, sputum culture grew
NTM. They responded to TB treatment and all of them
were considered cured. Therefore, these patients were sus-
pected to have false-negative cultures. In two patients,
probably a clerical error occurred, with results exchanged
between them. Samples of these two patients were proc-
essed in the same day; one had positive smear microscopy

for TB, while the other had a negative microscopy test.
The patient who was smear-positive and negative by
culture was treated with anti TB drugs and subsequently
recovered, whilst the other patient whose smear was nega-
tive and whose culture was positive did not get any TB
treatment and did not deteriorate over time. Moreover, we
noticed from the laboratory notes that three non-TB pa-
tients with negative culture whose diagnoses were revised
into TB collected saliva instead of sputum, and sample
specimens were too small (1 ml while >2 ml is required).
Most of patients who were suspected to have
false-negative culture collected saliva instead of sputum,
and with insufficient volume (< 2 ml).

The TB routine examinations in lung clinics in
Yogyakarta had sensitivity of 85% (95%CI: 77-91) and
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Characteristics Overall Diagnosis not revised (n =324) Diagnosis revised (n = 15)
(n=339) TB (n = 126) Non-TB (n = 198) Non-TB to T8 (n = 14) TB to Non-TB

(n=1)

Symptoms, n(%)

Cough>2 weeks 329 (97.1) 122 (96.8) 192 (97) 14 (100) 1(100)

Unintentional weight loss 211 (62.2) 109 (86.5) 92 (46.5) 9 (64.3) 1 (100)

Night sweats 167 (49.3) 92 (73.0) 69 (34.8) 5(35.7) 1 (100)

Sputum smear microscopy, n(%)

Positive 115 (33.9) 114 (90.5) 0(0) 0(0) 1(100)

Negative 224 (66.1) 12 (9.5) 198 (100) 14 (100) 0(0)

Mycobacterial culture, n(%)

M. tuberculosis 113 (33.3) 96 (76.2) 7 (3.5 10 (714) 0 (0)

NTM* 17 (5) 11 (8.7) 6(3) 0(0) 0(0)

Negative 209 (61.7) 19 (15.1) 185 (934) 4 (286) 1(100)

Chest X-ray findings at presentation, n(%)

Suggestive of TB 158 (46.6) 117 (92.9) 33 (16.7) 7 (50) 1 (100)

Not suggestive of TB 181 (534) 9(7.1) 165 (83.3) 7 (50) 0(0)

Follow-up, n(%)

Suggestive of TB 140 (41.3) 126 (100) 00 14 (100) 00

Not suggestive of TB 199 (58.7) 0(0) 198 (100) 00 1 (100)

*NTM: Non-Tuberculous Mycobacteria

90% (95%CI: 84—-94), and specificity of 86.3% (95%Cl:
81-91) and 99.5% (95%CI: 97-100), taking culture and
CRS as the reference tests, respectively (Table 2).
Sensitivity and specificity of different symptoms and
diagnostic tests were various, using CRS as the reference
test (Table 3). Table 4 shows that patients with TB index
cases in their surroundings were 12 times more likely to
have revision of diagnosis from non-TB into TB
compared to patients without TB index cases in their
surroundings. Patients with a positive culture were 29
times more likely to have revision of diagnosis than pa-
tients with negative culture, and patients with CXR sug-
gesting TB were 4 times more likely to have revision of
diagnosis than patients with CXR not suggesting TB.
Number of patients whose diagnoses were revised is too
low to conduct a multivariate analysis.

Discussion
TB routine examinations in Yogyakarta lung clinics had

high sensitivity and specificity. Only 4.1% of 339

Table 2 Performance of TB routine examination for TB diagnosis

consecutively enrolled study participants who were ini-
tially not diagnosed with TB later turned out to have TB.
To our knowledge this study is the first report address-
ing sensitivity and specificity of TB diagnosis under rou-
tine conditions in lung clinics in Indonesia. Follow-up as
a part of a composite reference standard to assess diag-
nostic test characteristics has been successfully used in
many different settings [16, 17, 20, 21].

The diagnostic sensitivity and specificity in this study
are higher compared to the study from Kwazulu-Natal,
South Africa [8]. All 12 patients in our study who were
bacteriologically negative but clinically diagnosed with
TB, had clinical improvement during the TB treatment.
Boehme et al. found that only 67 out of 138 patients
who were clinically diagnosed with TB despite negative
bacteriology improved after TB treatment [7]. Using cul-
ture as reference test, a study in smear negative TB pa-
tients in Pakistan showed that the clinical diagnosis was
correct in 80% [22]. In a retrospective study in Taiwan,
87% of smear negative patients who were clinically

Sensitivity (95%Cl)  Specificity (95%Cl) PPV NPV
(95%Cl) (95%Cl)
TB routine examination (culture as the reference test) 85 86.3 756 92
(77-91) (81.1-90.5) (68.9-81.3) (88.1-94.7)
TB routine examination (composite reference standard as the reference test) 90 99.5 99.2 934
(83.8-94.4) (97.2-99.9) (94.7-99.9) (89.6-95.9)
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Table 3 Sensitivity and specificity of different diagnostic tools, using CRS as the reference test
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Diagnostic tool

Sensitivity (95%Cl)

Specificity (95%Cl)

Symptoms

Cough>2wks

Unintentional weight loss

Night sweats

Cough>2wks + weight loss

Cough> 2wks + night sweats

Weight loss + night sweats

All symptoms

Sputum Smear Microscopy (with Spot-Morning-Spot specimens)
Positive for AFB

Chest radiography (CXR)
Abnormalities suggestive of active TB
Combination

Cough>2wks + SSM

Cough>2wks + CXR

Weight loss+SSM

Weight loss+CXR

Night sweat+SSM

Night sweat+CXR

Cough>2wks + weight 10ss+SSM
Cough>2wks + weight loss+CXR
Cough>2wks + night sweat+SSM
Cough> 2wks + night sweat+CXR
Weight loss+night sweat+SSM
Weight loss+night sweat+CXR

All symptoms+SSM

All symptoms+CXR

SSM + CXR

Cough>2wks + SSM + CXR

Weight loss+SSM + CXR

Night sweat+SSM + CXR
Cough>2wks + weight loss+SSM + CXR
Cough>2wks + night sweat+SSM + CXR
Weight loss+night sweat+SSM + CXR
All symptoms+SSM + CXR

97.1 (92.9-99.2) 6 (6.7-15.7)

84.3 (77.2-89.9) 53.3 (46.1-60.4)
69.3 (60.9-76.8) 64.8 (57.8-714)
82.1 (74.8-88.1) 57.3 (50.1-64.3)
67.1 (58.7-74.8) 67.3 (60.4-73.8)
65.0 (56.5-72.9) 76.9 (70.4-82.6)
62.9 (54.3-70.9) 784 (72.0-83.9)
814 (74-87.5) 99.5 (97.2-99.9)

886 (82.1-93.3)

829 (77-87.9)

80.0 (72.4-86.3) 99.5 (97.2-99.9)
86.4 (79.6-91.6) 854 (79.8-90.0)

4 (63.2-78.7) 99.5 (97.2-99.9)
764 (68.5-83.2) 0 (86.1-94.6)
60.0 (51.4-68.2) 99.5 (97.2-99.9)
63.6 (55-71.5) 95.5 (91.6-97.9)
70.0 (61.7-77.5) 99.5 (97.2-99.9)
74.3 (66.2-81.3) 92.5 (87.9-95.7)
586 (50-66.8) 99.5 (97.2-99.9)

4 (52.8-69.5) 96.0 (92.2-98.3)
56.4 (47.8-64.8) 99.5 (97.2-99.9)
593 (50.7-67.5) 96.5 (92.9-98.6)
55 (46.4-63.4) 99.5 (97.2-99.9)
57.1 (48.5-65.5) 97.0 (93.6-98.9)
786 (70.8-85.1) 99.5 (97.2-99.9)
77.1 (69.3-83.8) 99.5 (97.2-99.9)
68.6 (60.2-76.2) 99.5 (97.2-99.9)
586 (50-66.8) 99.5 (97.2-99.9)
67.1 (58.7-74.8) 99.5 (97.2-99.9)
57.1 (48.5-65.5) 99.5 (97.2-99.9)
55.0 (46.4-634) 99.5 (97.2-99.9)
53.6 (45-62) 99.5 (97.2-99.9)

diagnosed with TB were confirmed to have TB based on
their response to therapy [6]. Some factors may explain
this: Indonesia has higher TB prevalence which results in
higher pretest probability; the lung clinics conducted mul-
tiple tests in the first examination, thus the physicians had
more data to support correct diagnosis; and Indonesia has
lower HIV prevalence [1], which contributes to the higher
sensitivity of sputum microscopy and CXR.

In Yogyakarta, Indonesia, the lung clinics had the facil-
ities needed to establish a TB diagnosis, meanwhile some

of the primary health centers did not have laboratories
facilities for sputum smear microscopy or CXR, thus
they needed to send samples or patients for microscopy
or CXR examinations to the lung clinics or higher-level
hospitals. In addition, the lung clinics conducted both
microscopy and CXR examinations in the first visit,
while primary health centers followed the national diag-
nostic algorithm that recommends CXR examination
only when sputum smears are negative. Therefore, the
duration of diagnostic delay for TB diagnosis in primary
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Table 4 Factors associated with the revision of diagnosis from non-TB into TB among non-TB patients

Page 7 of 11

Variable Revised diagnosis from non-TB into TB RR 95%Cl
Yes (n=14) No (n=198)

Age, n (%)

246 years old 5(357) 117 (59.1) 041 0.14-1.18

< 46 years old 9 (64.3) 81 (409 1

Sex, n (%)

Male 8 (57.1) 118 (59.6) 091 0.33-2.53

Female 6 (429) 80 (40.4) 1

BMI, n (%)

<185 or>25 6 (42.9) 75 (37.9) 1.21 044-3.37

185-25 8 (57.1) 123 (62.1) 1

History of TB, n (%)

Yes 2(143) 26 (13.1) 1.10 0.26-4.64

No 12 (85.7) 172 (86.9) 1

Housing conditions, n (%)

Crowded neighborhood 12 (85.7) 136 (68.7) 2.59 0.60-11.26

or poorly ventilated

house

Not crowded 2(14.3) 62 (31.3) 1

neighborhood and

adequate ventilated

house

TB index cases in surrounding area, n(%)

Present 7 (50) 9 (4.5) 1225 4.90-30.60

Not present 7 (50) 189 (95.5) 1

HIV* comorbidities, n(%)

Yes 1(7.0) 2(1.0 536 0.99-28.89

No 13 (929) 196 (99.0) 1

Diabetes mellitus comorbidities, n(%)

Yes 17.0) 9 (4.5) 1.55 0.23-10.73

No 13 (92.9) 189 (95.5) 1

Smoking status, n(%)

Current smoker or 3214 55 (27.8) 0.72 0.21-2.50

stopped smoking < 10

years

Never-smoker or non- 11 (78.6) 143 (72.2) 1

smoker > 10 years

Symptoms, n(%)

Cough > 2 weeks

Yes 14 (100.0) 177 (894) N.A. N.A.

No 0(0.0) 21 (10.6)

Unintentional weight loss

Yes 9 (64.3) 92 (46.5) 1.98 0.69-5.71

No 5(35.7) 106 (53.5) 1

Night sweats

Yes 5(357) 162 (81.8) 0.57 0.20-1.67

No 9 (64.3) 36 (18.2) 1

Sputum smear microscopy, n(%)
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Table 4 Factors associated with the revision of diagnosis from non-TB into TB among non-TB patients (Continued)

Variable Revised diagnosis from non-TB into TB RR 95%Cl
Yes (n=14) No (n=198)
Positive 0(0.0) 0 (0.0) N.A. N.A.
Negative 14 (100.0) 198 (100.0)
Mycobacterial culture, n(%)
M. tuberculosis 10 (71.4) 7 (3.5) 2868 10.05-81.81
Negative or NTM* 4 (28.6) 191 (96.5) 1
Chest X-ray findings at presentation, n(%)
Suggestive of TB 7 (50.0) 33 (16.7) 430 1.60-11.57
Not suggestive of TB 7 (50.0) 165 (83.3) 1
Follow-up, n(%)
Suggestive of TB 14 (100.0) 0 (0.0) N.A. N.A.
Not suggestive of TB 0 (0.0) 198 (100.0)

*HIV: Human Immunodeficiency Virus, NTM: Non-Tuberculous Mycobacteria
Data are presented as percentage

health centers was significantly longer than in lung
clinics [23], and the primary health centers may not have
sufficient tools to establish the correct diagnosis. How-
ever, there have been no studies that investigated the
sensitivity and specificity of TB diagnosis in the primary
health centers in Indonesia, thus we could not compare
the results with the lung clinics. Furthermore, the pro-
portion of patients lost in primary health centers was
higher than in lung clinics, due to this longer duration
of the diagnostic process [23], although generally the
distances between patients’ houses and primary health
centers were closer than distances between their houses
and lung clinics. Often patients needed to come more
frequently to the primary health centers than to lung
clinics to get diagnosed, which means more costs and
time spent, thus causing patients’ reluctance to finish
the diagnostic procedures [23]. Indeed, there is a high
gap (estimated around 47%) between notification and
the estimation of incident TB cases due to undetected
and underreported cases in Indonesia, including
Yogyakarta [1]. Therefore, if the TB diagnostic process
in the lung clinics could be replicated in the primary
health centers, it would improve the detection rate and
reduce further TB transmission in the community.

Presence of all symptoms showed fairly good sensitiv-
ity and specificity as reported earlier from Tanzania [18],
and it helped to establish an accurate diagnosis. Persist-
ent cough of at least 2 weeks duration had the highest
sensitivity, although other studies have reported low sen-
sitivity and high specificity for persistent cough [17, 24].
Night sweats were associated with the highest specificity.
Indeed, night sweats have generally been considered as a
specific symptom for TB though the pathophysiology is
poorly understood; [25, 26] night sweats are limited to
the upper trunk in TB [27].

It is reasonable that a revision of diagnosis from
non-TB into TB was associated with a presence of TB
index cases in patient’s surroundings, as the presence of
exposure to TB index cases is one of risk factors to con-
tract TB [1, 9]. Culture examination is indeed considered
the gold standard for the diagnosis of TB; 10 out of 14
patients whose diagnoses were revised had positive cul-
ture but negative smear. Nonetheless, the solid media
used for culture in our study typically has a slow
turn-around time, considerably longer than cultures in
liquid media that have the additional advantage of im-
proved sensitivity. Liquid culture may however have
lower specificity due to higher contamination rates [28—
30]. To increase sensitivity of L] culture, 2—3 specimens
per patient should preferably be examined to improve the
diagnostic yield [31, 32]. In only 34 participants in our
study, multiple specimens were submitted for culture.
CXR has higher specificity and sensitivity compared to
clinical symptoms, which corresponds with previous stud-
ies [24, 33]. CXR in TB may resemble other pulmonary
conditions [4, 5], however, almost all non-TB patients
whose diagnoses were revised into TB and who had CXR
suggesting TB, developed TB after a short time. Our data
illustrate that CXR is a helpful tool to screen for active
TB. A previous study reported that >80% of patients with
pulmonary TB have at least one among five different
radiographic appearances [19].

According to the TB national guidelines in Indonesia, pa-
tients with negative smear should return or be followed-up
to investigate their responses to the antibiotics given [2].
However, in reality, patients often do not return to the
health centers, and the patients who are lost are not
tracked [23]. Many negative-sputum-smeared patients in
our study did not visit the lung clinics or other health cen-
ters after their initial diagnosis. In this situation, we note
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that follow-up helped to establish a correct TB diagnosis.
A national study in 2017 revealed that around 20% of new
cases were not diagnosed [1]. Follow-up also provides an
affordable way to evaluate the sensitivity and specificity of
the diagnostic process in low resource settings.

This study is the first report on the proportion of false
positive cultures in Indonesia. We suspect that the rate
of false (positive and negative) culture results was 11.2%,
while our estimate of false positive culture rate is 2%,
which is comparable with earlier reports in high and
middle/low-income countries [34—36]. To confirm sus-
pected cross-contamination resulting in false-positive
diagnoses, fingerprinting techniques help to identify
similarity of strains from patients that have no epidemio-
logical link. For resource-poor settings like Indonesia,
these techniques are currently unaffordable but clinical
laboratories can improve operational procedures by en-
hancing adherence to protocols [31], and participating in
External Quality Assessment programs. Despite unavail-
ability of fingerprinting analysis, we assessed the possi-
bility of false-positive culture in our study through all
available data. The lack of quality and quantity of sam-
ples might influence the quality of culture in these sus-
pected false culture cases. Therefore, laboratory and
other health care workers should instruct patients how
to produce sufficient samples to increase the sample
quality and detection rate [37]. In a similar setting in
Java, Indonesia, education provided for sputum collec-
tion for the patients was suboptimal [38].

To address the diagnostic delay, a rapid, reliable, and
point-of-care diagnostic tool is needed. However, clinicians
need to be conscious of the possibility of false-positive test
results of any diagnostic tool, and clinical judgment re-
mains important. Some tools are now under development,
such as the loop-mediated isothermal amplification test for
TB [1], and electronic nose [39]. In the settings of lung
clinics and primary health centers in Yogyakarta and else-
where in Indonesia, Gene-Xpert TB/RIF is not readily
available; it is available in some hospitals [40], and although
the use of Gene-Xpert could increase the TB positivity rate
[40], the relatively high cost of cartridges precludes exten-
sive use if suspicion for drug resistance is low.
False-positive test results for TB may also occur with PCR
[41] or Gene-Xpert [42].

While waiting for an implementation of a rapid, reliable,
and point-of-care TB diagnostic tool, optimizing the
current routine TB diagnostic work is a reasonable option.
The current national diagnostic algorithm that recom-
mends CXR examination when sputum smear results are
negative, was proven to delay the TB diagnosis, and one of
the factors causing patient’s loss, although it was originally
developed to improve the sensitivity and specificity of TB
diagnosis [23]. Our study showed that the diagnostic
process in the lung clinics which employs clinical
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evaluation, sputum smear microscopy, and chest radiog-
raphy all together had high sensitivity and specificity, and
in the same time reduced the delay time of TB diagnosis,
as indicated by a previous study [23]. Therefore, an at-
tempt should be done to replicate the diagnostic process
in the lung clinics to other settings, such as primary health
centers. If laboratory facilities could not be provided in
the primary health centers, there should be a prompt re-
ferral system that enables patients to get microscopy and
CXR examinations on the same day. This effort will re-
duce the rate of patient loss thus reducing the number of
undetected cases and ongoing TB transmission.

There are some limitations in this study; in particular, it
was performed in Yogyakarta province alone. The
organization of lung clinics in Yogyakarta is however typ-
ical and representative for lung clinics in Indonesia and we
therefore assume that the diagnostic sensitivity and specifi-
city of TB routine examination is comparable to other lung
clinics in Indonesia. Another limitation was that we used
solid (LJ) culture medium, which has lower sensitivity
compared to liquid (e.g. Mycobacteria Growth Indicator
Tube) culture, and we used only one specimen for culture.
We did not perform fingerprinting so that we could not
further confirm the suspected false positive culture results,
and we did not perform Drug Susceptibility Testing (DST)
on every specimen; however, we did not detect study par-
ticipants failing to respond to TB treatment and the
MDR-TB prevalence in Indonesia is low [1], thus for that
matter, the lack of DST did not confound our assessment.

Conclusion

In summary, a combination of clinical evaluation with
sputum microscopy and chest radiography in lung clinics
provided high sensitivity and specificity in diagnosing TB;
in only 4.4%, the diagnosis was incorrect. While waiting
for an implementation of point-of-care, fast, accurate, and
easy-to-use TB diagnostic tool, there is a need to improve
routine TB diagnostic work by using clinical evaluation,
sputum smear microscopy, and chest radiography all to-
gether in other settings, such as in primary health centers.

Abbreviations

95%Cl: 95% Confidence Interval; BMI: Body Mass Index; CRS: Composite
Reference Standard; CXR: Chest radiography; DST: Drug Susceptibility Testing;
HIV: Human Immunodeficiency Virus; LJ: Lowenstein-Jensen; MDR-TB: Multi
Drug Resistant Tuberculosis; MTB: Mycobacterium tuberculosis; NPV: negative
predictive values; NTM: non-tuberculous mycobacteria; PBS: Phosphate-
buffered saline; PCR: Polymerase Chain Reaction; PPV: positive predictive
values; RR: Relative Risk; T2DM: Type 2 Diabetes Mellitus; TB: Tuberculosis;
WHO: World Health Organization

Acknowledgements

Our high appreciation is addressed to the study participants, all staff members
of the public lung clinics in Yogyakarta province, Indonesia, and the laboratory
personnel in Microbiology Laboratory, Faculty of Medicine UGM for their
contribution to this study.



Saktiawati et al. BMC Public Health (2019) 19:363

Funding

The study was funded by the Directorate General of Higher Education
(DGHE) of Indonesia. The funding source has no role in the design, execution,
and analysis of the study, and the decision to submit the paper for publication.

Availability of data and materials
The datasets used and analysed during the current study are available from
the corresponding author on reasonable request.

Authors’ contributions

AMS, TSvdW, YS, YWS. designed the study, AMS, FS. collected the data, AMS,
TSvdW, YWS, VS, S, FS. analyzed and interpreted the data, AMS, TSvdW, YWS,
VS, S, FS. drafted and revised the manuscript. All authors read and approved the
final manuscript.

Authors’ information
Not applicable.

Ethics approval and consent to participate

The study was conducted according to Helsinki Declaration 2013 and was
approved by the institutional review board at Faculty of Medicine, Public Health
and Nursing, Universitas Gadjah Mada, Yogyakarta, Indonesia (KE/FK/859/EC).
Written consent was informed, and all subjects provided their written consent
before participation in the study.

Consent for publication
Not applicable.

Competing interests
The authors declare that they have no competing interests.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in published
maps and institutional affiliations.

Author details

1Faculty of Medicine, Public Health and Nursing, Universitas Gadjah Mada,
Jalan Farmako no.1, Sekip Utara, Yogyakarta 55281, Indonesia. “University of
Groningen, University Medical Center Groningen, Department of Internal
Medicine/ Infectious Diseases, Groningen, The Netherlands. 3Center for
Tropical Medicine, Universitas Gadjah Mada, Yogyakarta, Indonesia.

Received: 11 October 2018 Accepted: 14 March 2019
Published online: 02 April 2019

References

1. World Health Organization. Global Tuberculosis Report 2018. 2018 http://
apps.who.int/iris/bitstream/handle/10665/274453/9789241565646-eng.
pdf?ua=1. Accessed 27 Sep 2018.

2. Kementerian Kesehatan Republik Indonesia. Pedoman Nasional
Penanggulangan Tuberkulosis. 2014. https.//puskespemda.net/download/
pedoman-nasional-pengendalian-tuberkulosis-2014/. Accessed 20 Mar 2016.

3. World Health Organization. Treatment of tuberculosis guidelines. 4th ed;
2010. http://www.who.int/tb/publications/2010/9789241547833/en/.
Accessed 4 Apr 2016

4. Davies PD, Pai M. The diagnosis and misdiagnosis of tuberculosis. Int J
Tuberc Lung Dis. 2008;12(11):1226-34.

5. Singh VK Chandra S, Kumar S, Pangtey G, Mohan A, Guleria R. A common
medical error: lung cancer misdiagnosed as sputum negative tuberculosis.
Asian Pac J Cancer Prev. 2009;10(3):335-8.

6. Yang C-Y, Guo H-R, Cheng Y-Y, Huang R-M. Factors associated with
misdiagnosis of smear-negative tuberculosis: an experience in Taiwan.
Respir Care. 2012,57(5):753-7.

7. Boehme CC, Nicol MP, Nabeta P, Michael JS, Gotuzzo E, Tahirli R, et al.
Feasibility, diagnostic accuracy, and effectiveness of decentralised use of the
Xpert MTB/RIF test for diagnosis of tuberculosis and multidrug resistance: a
multicentre implementation study. Lancet. 2011;377(9776):1495-505.

8. Wilkinson D, De CKM, Sturm AW. Diagnosing tuberculosis in a
resource-poor setting: the value of a trial of antibiotics. Trans R Soc Trop
Med Hyg. 1997,91(4):422-4.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

Page 10 of 11

Kementerian Kesehatan Republik Indonesia. Peraturan Menteri Kesehatan
Republik Indonesia no. 67 Tahun 2016 tentang Penanggulangan Tuberkulosis;
2016. http.//hukor.kemkes.go.id/uploads/produk_hukum/PMK_No._67_ttg_
Penanggulangan_Tuberkolosis_.pdf. Accessed 20 Dec 2018.

Ministry of Heatlh Republic of Indonesia. Indonesia Health Profile 2015.
2016. http://www.depkes.go.id/resources/download/pusdatin/profil-
kesehatan-indonesia/indonesian%20health%20profile%202015.pdf health
profile 2015.pdf. Accessed 3 Dec 2016.

Dinas Kesehatan Pemerintah Kota Yogyakarta. Profil Kesehatan Tahun 2015
Kota Yogyakarta. 2015. http://www.depkes.go.id/resources/download/profil/
PROFIL_KAB_KOTA_2014/3471_DIY_Kota_Yogyakarta_2014.pdf.

Accessed 2 Dec 2015.

Dinas Kesehatan Daerah Istimewa Yogyakarta. Profil Kesehatan Daerah
Istimewa Yogyakarta. 2016. http://www.depkes.go.id/resources/download/
profil/PROFIL_KES_PROVINSI_2015/14_DIY_2015.pdf. Accessed 4 Nov 2016.
Perkumpulan Endokrinologi Indonesia. Konsensus Pengendalian dan
Pencegahan Diabetes Mellitus Tipe 2 di Indonesia. 2015. https.//pbperkeni.
orid/wp-content/uploads/2019/01/4.-Konsensus-Pengelolaan-dan-
Pencegahan-Diabetes-melitus-tipe-2-di-Indonesia-PERKENI-2015.pdf.
Accessed 3 Apr 2017.

World Health Organization. Manual of basic techniques for a health
laboratory. 2003. http//www.who.int/iris/handle/10665/42295.

Accessed 28 March 2017.

Alonzo TA, Pepe MS. Using a combination of reference tests to assess the
accuracy of a new diagnostic test. Stat Med. 1999;18(22):2987-3003.

Li S, Liu B, Peng M, Chen M, Yin W, Tang H, et al. Diagnostic accuracy of Xpert
MTB/RIF for tuberculosis detection in different regions with different endemic
burden: a systematic review and meta-analysis. PLoS One. 2017:1-13.

Corbett EL, Zezai A, Cheung YB, Bandason T, Dauya E, Munyati SS, et al.
Provider-initiated symptom screening for tuberculosis in Zimbabwe:
diagnostic value and the effect of HIV status.

Bull World Health Organ. 2010 Jan;88(1):13-21.

Shayo GA, Minja LT, Egwaga S, Bakari M, Mugusi FM. Symptom-based
screening tool in ruling out active tuberculosis among HIV-infected patients
eligible for isoniazid preventive therapy in Tanzania. Tropical Med Int
Health. 2014;19(6):726-33.

Cohen R, Muzaffar S, Capellan J, Azar H, Chinikamwala M. The validity of
classic symptoms and chest radiographic configuration in predicting
pulmonary tuberculosis. Chest. 1996;109(2):420-3.

Somi GR, O'Brien RJ, Mfinanga GS, Ipuge YA. Evaluation of the MycoDot test
in patients with suspected tuberculosis in a field setting in Tanzania. Int J
Tuberc Lung Dis. 1999;3(3):231-8.

Bah B, Massari V, Sow O, Siriwardana M, Camara LM, Larouze B, et al. Useful
clues to the presence of smear-negative pulmonary tuberculosis in a west
African city. Int J Tuberc Lung Dis. 2002;6(7):592-8.

Siddiqi K, Walley J, Khan MA, Shah K, Safdar N. Clinical guidelines to
diagnose smear-negative pulmonary tuberculosis in Pakistan, a country with
low-HIV prevalence. Tropical Med Int Health. 2006 Mar;11(3):323-31.
Ahmad RA, Matthys F, Dwihardiani B, Rintiswati N, de Vlas SJ,
Mahendradhata Y, et al. Diagnostic work-up and loss of tuberculosis
suspects in Jogjakarta, Indonesia. BMC Public Health. 2012;12:132.

van't Hoog AH, Langendam MW, Mitchell E, Cobelens FG, Sinclair D,
Leeflang MMG, et al. A systematic review of the sensitivity and specificity of
symptom- and chest-radiography screening for active pulmonary
tuberculosis in HIV-negative persons and persons with unknown HIV status.
In: Systematic screening for active tuberculosis: principles and
recommendations: World Health Organization; 2013. http://www.who.int/tb/
tbscreening/en/. Accessed 30th April, 2017.

Mold JW, Holtzclaw BJ, McCarthy L. Night sweats: a systematic review of the
literature. J Am Board Fam Med. 2012;25(6):878-93.

Viera AJ, Bond MM, Yates SW. Diagnosing night sweats.

Am Fam Physician. 2003;67(5):1019-24.

Daniel TM, Iversen PA. Hippocrates and tuberculosis.

Int J Tuberc Lung Dis. 2015;19(4):373-4.

Lu D, Heeren B, Dunne WM. Comparison of the automated mycobacteria
growth Indicator tube system (BACTEC 960/MGIT) with Lowenstein-Jensen
medium for recovery of mycobacteria from clinical specimens.

Am J Clin Pathol. 2002;118(4):542-5.

Chien HP, Yu MC, Wu MH, Lin TP, Luh KT. Comparison of the BACTEC MGIT
960 with Lowenstein-Jensen medium for recovery of mycobacteria from
clinical specimens. Int J Tuberc Lung Dis. 2000;4(9):866-70.


http://apps.who.int/iris/bitstream/handle/10665/274453/9789241565646-eng.pdf?ua=1
http://apps.who.int/iris/bitstream/handle/10665/274453/9789241565646-eng.pdf?ua=1
http://apps.who.int/iris/bitstream/handle/10665/274453/9789241565646-eng.pdf?ua=1
https://puskespemda.net/download/pedoman-nasional-pengendalian-tuberkulosis-2014/
https://puskespemda.net/download/pedoman-nasional-pengendalian-tuberkulosis-2014/
http://www.who.int/tb/publications/2010/9789241547833/en/
http://hukor.kemkes.go.id/uploads/produk_hukum/PMK_No._67_ttg_Penanggulangan_Tuberkolosis_.pdf
http://hukor.kemkes.go.id/uploads/produk_hukum/PMK_No._67_ttg_Penanggulangan_Tuberkolosis_.pdf
http://www.depkes.go.id/resources/download/pusdatin/profil-kesehatan-indonesia/indonesian%20health%20profile%202015.pdf
http://www.depkes.go.id/resources/download/pusdatin/profil-kesehatan-indonesia/indonesian%20health%20profile%202015.pdf
http://www.depkes.go.id/resources/download/profil/PROFIL_KAB_KOTA_2014/3471_DIY_Kota_Yogyakarta_2014.pdf
http://www.depkes.go.id/resources/download/profil/PROFIL_KAB_KOTA_2014/3471_DIY_Kota_Yogyakarta_2014.pdf
http://www.depkes.go.id/resources/download/profil/PROFIL_KES_PROVINSI_2015/14_DIY_2015.pdf
http://www.depkes.go.id/resources/download/profil/PROFIL_KES_PROVINSI_2015/14_DIY_2015.pdf
https://pbperkeni.or.id/wp-content/uploads/2019/01/4.-Konsensus-Pengelolaan-dan-Pencegahan-Diabetes-melitus-tipe-2-di-Indonesia-PERKENI-2015.pdf
https://pbperkeni.or.id/wp-content/uploads/2019/01/4.-Konsensus-Pengelolaan-dan-Pencegahan-Diabetes-melitus-tipe-2-di-Indonesia-PERKENI-2015.pdf
https://pbperkeni.or.id/wp-content/uploads/2019/01/4.-Konsensus-Pengelolaan-dan-Pencegahan-Diabetes-melitus-tipe-2-di-Indonesia-PERKENI-2015.pdf
http://www.who.int/iris/handle/10665/42295
http://www.who.int/tb/tbscreening/en/
http://www.who.int/tb/tbscreening/en/

Saktiawati et al. BVIC Public Health

30.

31

32.

33.

34.

35.

36.

37.

38.

39.

40.

42.

(2019) 19:363

Somoskovi A, Kodmon C, Lantos A, Bartfai Z, Tamasi L, Fuzy J, et al.
Comparison of recoveries of mycobacterium tuberculosis using the
automated BACTEC MGIT 960 system, the BACTEC 460 TB system, and
Lowenstein-Jensen medium. J Clin Microbiol. 2000 Jun;38(6):2395-7.
Heifets L. False diagnosis of tuberculosis.

Int J Tuberc Lung Dis. 2001;5(9):789-90.

Carroll N, Richardson M, Engelke E, de Kock M, Lombard C, van Helden P.
Reduction of the rate of false-positive cultures of Mycobacterium tuberculosis
in a laboratory. Clin Chem Lab Med. 2002;40(9):888-92.

Den Boon S, White NW, Van Lill SWP, Borgdorff MW, Verver S, Lombard CJ,
et al. An evaluation of symptom and chest radiographic screening in
tuberculosis prevalence surveys. Int J Tuberc Lung Dis. 2006;10(8):876-82.
de Boer AS, Blommerde B, de Haas PE, Sebek MM, Weezenbeek KSL,
Dessens M, et al. False-positive mycobacterium tuberculosis cultures in 44
laboratories in the Netherlands (1993 to 2000): incidence, risk factors, and
consequences. J Clin Microbiol. 2002;40(11):4004-9.

Lai CC, Tan CK, Lin SH, Liao CH, Chou CH, Huang YT, et al. Molecular
evidence of false-positive cultures for mycobacterium tuberculosis in a
Taiwanese hospital with a high incidence of TB.

Chest. 2010 May;137(5):1065-70.

Burman WJ, Reves RR. Review of false-positive cultures for mycobacterium
tuberculosis and recommendations for avoiding unnecessary treatment.
Clin Infect Dis. 2000;31(6):1390-5.

Alisjahbana B, van Crevel R, Danusantoso H, Gartinah T, Soemantri ES, Nelwan
RH, et al. Better patient instruction for sputum sampling can improve
microscopic tuberculosis diagnosis. Int J Tuberc Lung Dis. 20059(7):814-7.
Wahyuni CU, Budiono B, Rahariyani LD, Sulistyowati M, Rachmawati T,
Djuwari D, et al. Obstacles for optimal tuberculosis case detection in
primary health centers (PHC) in Sidoarjo district, East Java, Indonesia. BMC
Health Serv Res. 2007;7:135.

Bruins M, Rahim Z, Bos A, van de Sande WW, Endtz HP, van Belkum A.
Diagnosis of active tuberculosis by e-nose analysis of exhaled air.
Tuberculosis. 2013;93(2):232-8.

van Kampen SC, Susanto NH, Simon S, Astiti SD, Chandra R, Burhan E, et al.
Effects of introducing Xpert MTB/RIF on diagnosis and treatment of
drug-resistant tuberculosis patients in Indonesia: a pre-post intervention
study. PLoS One. 2015;10(6):e0123536.

Trinker M, Hofler G, Sill H. False-positive diagnosis of tuberculosis with PCR.
Lancet (London, England). 1996 Nov;348(9038):1388.

Ocheretina O, Byrt E, Mabou MM, Royal-Mardi G, Merveille YM, Rouzier V, et
al. False-positive rifampin resistant results with Xpert MTB/RIF version 4
assay in clinical samples with a low bacterial load.

Diagn Microbiol Infect Dis. 2016;85(1):53-5.

Page 11 of 11

Ready to submit your research? Choose BMC and benefit from:

e fast, convenient online submission

o thorough peer review by experienced researchers in your field

 rapid publication on acceptance

o support for research data, including large and complex data types

e gold Open Access which fosters wider collaboration and increased citations
e maximum visibility for your research: over 100M website views per year

K BMC

At BMC, research is always in progress.

Learn more biomedcentral.com/submissions




	Abstract
	Background
	Methods
	Results
	Conclusions
	Trial registration

	Background
	Methods
	Study aim and design
	Study setting
	Study population
	Study parameters
	Data analysis

	Results
	Discussion
	Conclusion
	Abbreviations
	Acknowledgements
	Funding
	Availability of data and materials
	Authors’ contributions
	Authors’ information
	Ethics approval and consent to participate
	Consent for publication
	Competing interests
	Publisher’s Note
	Author details
	References

