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Abstract

Background: The prevalence and the patterns of ocular inflammatory disease and ocular tuberculosis (TB) are
largely undocumented among Multidrug Resistant TB (MDR-TB) patients co-infected with Human
Immunodeficiency Virus (HIV) and on antituberculosis and antiretroviral therapy (ART).

Methods: Lilavati Hospital and Research Center and Médecins Sans Frontieres (MSF) organized a cross-sectional
ophthalmological evaluation of HIV/MDR-TB co-infected patients followed in an MSF-run HIV-clinic in Mumbai, India,
which included measuring visual acuity, and slit lamp and dilated fundus examinations.

Results: Between February and April 2012, 47 HIV/MDR-TB co-infected patients (including three patients with
extensively drug-resistant TB) were evaluated. Sixty-four per cent were male, mean age was 39 years (standard
deviation: 8.7) and their median (IQR) CD4 count at the time of evaluation was 264 cells/uL (158-361). Thirteen
patients (27%) had detectable levels of HIV viremia (>20 copies/ml). Overall, examination of the anterior segments
was normal in 45/47 patients (96%). A dilated fundus examination revealed active ocular inflammatory disease in
seven eyes of seven patients (15.5%, 95% Confidence Intervals (Cl); 5.1-25.8%). These included five eyes of five
patients (10%) with choroidal tubercles, one eye of one patient (2%) with presumed tubercular chorioretinitis and
one eye of one patient (2%) with evidence of presumed active CMV retinitis. Presumed ocular tuberculosis was thus
seen in a total of six patients (12.7%, 95% Cl; 3.2-22.2%). Two patients who had completed anti-TB treatment had
active ocular inflammatory disease, in the form of choroidal tubercles (two eyes of two patients). Inactive scars were
seen in three eyes of three patients (6%). Patients with extrapulmonary TB and patients <39 years old were at
significantly higher risk of having ocular TB [Risk Ratio: 13.65 (95% Cl: 2.4-78.5) and 6.38 (95% Cl: 1.05-38.8)
respectively].

Conclusions: Ocular inflammatory disease, mainly ocular tuberculosis, was common in a cohort of HIV/MDR-TB
co-infected patients in Mumbai, India. Ophthalmological examination should be routinely considered in HIV
patients diagnosed with or suspected to have MDR-TB, especially in those with extrapulmonary TB.

Keywords: HIV, TB-HIV, Multidrug-resistant tuberculosis, Ocular inflammatory disease, Ocular tuberculosis,
Operational research, India

* Correspondence: msfocb-asia-epidemio@brussels.msf.org
°Médecins Sans Frontiéres, Mumbai, India
Full list of author information is available at the end of the article

- © 2013 Mehta et al; licensee BioMed Central Ltd. This is an Open Access article distributed under the terms of the Creative
( B|°Med Central Commons Attribution License (http://creativecommons.org/licenses/by/2.0), which permits unrestricted use, distribution, and
reproduction in any medium, provided the original work is properly cited.


mailto:msfocb-asia-epidemio@brussels.msf.org
http://creativecommons.org/licenses/by/2.0

Mehta et al. BMC Infectious Diseases 2013, 13:225
http://www.biomedcentral.com/1471-2334/13/225

Background

Ocular tuberculosis (OTB) results from the haematogen-
ous dissemination of mycobacteria and may affect virtually
any intraocular tissue. Clinical features depend on the spe-
cific tissue involved and may be due to both, direct tissue
infection or due to hypersensitivity reactions. The charac-
teristic findings include tubercles, tuberculomas and
serpiginous-like choroiditis. These represent direct chor-
oidal infection via the hematogenous route. Less common
lesions include lupus vulgaris of the eyelids, conjunctivitis,
corneal ulcers and phlyctenulosis, and scleritis. Neuro-
opthalmological lesions include orbital apex syndrome,
disc edema and sixth nerve palsies.

Non-invasive ocular examinations to detect ocular tu-
berculosis have several potential advantages. They may
suggest a diagnosis in a subset of patients, thus allowing
for a more focused investigational approach. This may
be more important in immunocompromised patients
who tend to have abnormal systemic findings (absence
of fever) or investigational findings (anergic mantoux
tests readings or unusual chest radiography). These find-
ings may delay a diagnosis of systemic tuberculosis with
the attendant risks of poor outcomes.

The association between systemic TB disease and ocu-
lar dissemination has been widely reported. The ocular
morbidity pattern in 2010 eyes of 1005 patients with ac-
tive pulmonary and extrapulmonary tuberculosis disease
was studied prospectively in India; 1.4% of patients had
ocular lesions [1]. In a study from Spain, Bouza et al. ex-
amined 100 patients with culture-positive tuberculosis
and found that 18 (18%) of patients had tubercular
choroiditis, papillitis, retinitis, and vitritis [2]. Eleven out
of these 18 patients were HIV-infected. Systemic dissem-
ination has also been reported to significantly increase
the likelihood of ocular lesions up to 60% [3].

It is unclear whether the dual HIV-TB epidemic has
lead to an increase in the prevalence and incidence of
ocular tuberculosis in patients with active TB disease
and co-infected with HIV. In various studies from
Africa, differing proportions of ocular tuberculosis in as-
sociation with HIV infection have been reported, varying
between 0 to 2.8%, depending on the size and clinical
characteristic of the studied cohort [4,5]. Opportunistic
ocular infections are rare in an African population, des-
pite the increasing availability of antiretroviral drugs
with its attendant reduction of morbidity and mortality.
In a prospective study from Mumbai, India, 23.5% of
AIDS patients with systemic tuberculosis had ocular le-
sions [6] but a much lower prevalence was seen in a
neighbouring city, where although as many as 66% of
1268 AIDS patients had systemic tuberculosis, only 1%
of patients had ocular TB [7]. Babu et al., in the largest
Indian cohort of referred HIV/AIDS patients (766) from
a tertiary care centre, described ocular tuberculosis in 19
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eyes of 15 patients (2.0%). Clinical presentations in-
cluded choroidal granulomas in 10 eyes, subretinal
abscess in seven eyes (worsening to panophthalmitis in
three eyes), and conjunctival tuberculosis and pano-
phthalmitis each in one eye [8].

Multidrug-resistant tuberculosis (MDR-TB) is defined
as TB that is resistant to both isoniazid and rifampicin.
Extensively drug-resistant tuberculosis (XDR-TB) is de-
fined as MDR-TB with additional resistance to any
fluoroquinolone and to at least one of three injectable
second-line anti-tuberculosis drugs used in treatment
(capreomycin, kanamycin or amikacin).

To-date, no data are available on the overall preva-
lence or common presentations of ocular inflammatory
disease (OID), especially ocular tuberculosis, in patients
with MDR-TB including those co-infected with HIV.

The objectives of this study were 1) to assess the
prevalence and presentations of ocular inflammatory dis-
ease and ocular tuberculosis, in particular, in a cohort of
MDR-TB patients co-infected with HIV and 2) to iden-
tify possible risk factors for developing ocular tubercu-
losis, including those factors related to HIV infection
and to drug resistance.

Method

Ethics statement

The study was approved by the Institutional Review
Board of Lilavati Hospital & Research Center, Mumbai,
India and by the Médecins Sans Frontiéres independent
Ethics Review Board, Geneva, Switzerland. Patients were
counselled about the study and an informed consent was
obtained.

Study design

This was a cross-sectional study in a cohort of MDR-TB
patients co-infected with HIV receiving care and treat-
ment at an HIV clinic in Mumbai, India.

Setting and study population

Meédecins Sans Frontiéres (MSF) has been operating an
HIV clinic in Mumbai since 2006 and has been treating
MDR-TB among HIV-infected individuals since May
2007. MDR-TB treatment became available in the public
sector in Mumbai only in late 2010. Patients received
empirical or when possible individualized therapy
through an ambulatory, community-based program that
we have described elsewhere [9]. In summary, an indi-
vidualized TB treatment regimen is designed for each
patient, based on the first and second line drug suscepti-
bility test (DST) results and on a patient’s treatment his-
tory. Patients are treated for at least 20 months, based
on WHO guidelines updated in 2011 [10]. For treatment
of HIV, first line antiretroviral therapy (ART) typically
consists of two nucleoside/tide reverse transcriptase
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inhibitors (NRTIs) and one non-nucleoside reverse tran-
scriptase inhibitor (NNRTI), while patients in need of
second line ART received a protease inhibitor-based
regimen along with NRTIs [11].

The study was conducted from February 2012 to April
2012. All MDR-TB patients co-infected with HIV who
were followed in the MSF clinic at the time of the study
were eligible to be included in the study, regardless if
they were on treatment during the study period or had
completed the treatment earlier. There were no exclu-
sion criteria for this study; only patients who died, were
lost to follow-up or were transferred out were not in-
cluded in the study.

Clinical evaluation protocol

Patients underwent a detailed clinical evaluation: pa-
tients were asked for systemic and ocular complaints, in-
cluding self-reported ones that may have been due to
antiretroviral and/or antituberculosis therapy. Systemic
evaluation was conducted as per the HIV clinic follow-
up protocol: this consisted of clinical assessment and
laboratory monitoring, including complete and differen-
tial blood counts, baseline hepatic and renal function
tests, HIV markers (subtype of infection, viral load and
CD4 counts), sputum collection on two consecutive days
or extrapulmonary biopsy (commonly lymph nodes) as
necessary. All collected samples underwent smear stud-
ies (with Ziehl Neelsen stain), culture and drug suscepti-
bility testing for first and second line anti-TB drugs
when culture was positive. Appropriate radiography was
also carried out.

Patients underwent a full ophthalmological evaluation
by a consultant ophthalmologist familiar with ocular com-
plications of HIV/AIDS, including visual acuity screening,
slit lamp examination and dilated fundus examination of
the entire retina in all patients using an indirect ophthal-
moscope. The presence and severity of ocular inflamma-
tory disease was assessed by documenting the presence,
grade and type of anterior uveitis, presence and grade of
vitreous cells (classified as grade 1, 2, 3 or 4), “snow-balls”,
and the presence of cystoid macular oedema (CME),
periphlebitis and intraocular pressure evaluation. We
followed the currently accepted SUN (standardized uveitis
nomenclature [12]) for the classification and grading of
the ocular inflammation. Fundus fluorescein angiography
or optical coherence tomography was done whenever
deemed necessary by the physician.

Data collection and analysis

Demographic and clinical information were systematic-
ally recorded in standardized clinical files. Information
on HIV and antiretroviral therapy was entered into a
specifically designed database. Data related to clinical
evaluation of eyes were entered in a specific simple
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database. Data from all patients evaluated between
February 2012 and April 2012 were included in the ana-
lyses. Patient characteristics were summarized using
descriptive statistics. We used t-test, chi-square and
Fisher’s exact test to assess differences between variables,
as appropriate. Univariate and multivariate logistic re-
gression and generalized linear models (GLM) were fit-
ted to assess risk factors associated with the occurrence
of ocular TB. Factors and covariates used as predictors
included: age, sex, nadir CD4 count and CD4 count at
the time of evaluation, HIV viral load, tuberculosis site
(pulmonary/extrapulmonary), drug resistance pattern
(MDR/XDR) and time on antiretroviral and anti-Tb
treatment. We used the cohort’s mean age as a cut-off
point in the modelling. For the parameter estimation in
the generalized linear models we used the hybrid
method and a robust estimator. The Wald statistic was
used for the main analysis in the final model and the
Wald type for the 95% confidence intervals. A p-value of
less than 0.05 was considered to indicate statistical
significance. The computer software SPSS (IBM, SPSS,
Statistics, version 20) was used for analysis.

Results

Patient characteristics

A total of 51 patients were examined during the course of
this study. No patient refused consent to participate. Four
patients were excluded from the analyses; two HIV-
infected patients were found to have pan-susceptible TB
and two patients with MDR-TB were not HIV-infected,
but were followed in the HIV clinic because they were
household contacts of co-infected patients. Thus, forty-
seven patients were included in the analyses: 28 (59.6%)
males, 17(36.2%) females and two (4.2%) transgenders.
Ages ranged from 12 years to 54 years (mean 39 years,
SD: 8.7). The commonest subtype of HIV infection was
type HIV-1 (44, 93.6%) followed by HIV-2 (2, 4.2%) and
mixed HIV/1-2 infection (1, 2.1%). The median nadir
CD4-count and the median CD4-count at the time of the
evaluation were 153 cells/puL (IQR: 85-247) and 264 cells/
puL (IQR: 158-361) respectively. Thirteen patients (27%)
had detectable levels of HIV viremia (>20 copies/ml) at
the time of the evaluation. Fourteen patients (24.8%) had
been diagnosed with extrapulmonary TB (EPTB). The
drug resistance patterns included 44 patients (93.6%) with
multidrug resistance, and three patients (6.6%) with exten-
sive drug resistance. Patients were on antiretroviral treat-
ment for a median of 17.5 months (IQR: 4-32.5) and on
second-line anti-TB treatment for a median of 13 months
(IQR: 4-21) (Table 1).

Ocular inflammatory disease & ocular tuberculosis
Overall, examination of the anterior chamber was nor-
mal in 45/47 patients (96%). The examination of one
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Table 1 Patient characteristics (n=47)

Characteristic

Mean age (years) (SD) 39 (8.7)

Sex

Male, n (%) 30 (63.8)*

HIV infection & Antiretroviral treatment

Median nadir CD4 count (cells/uL) (IQR) 153
(85-247)

Median CD4 count at the time of evaluation 264

(cells/uL) (IQR) (158-361)

HIV viral load undetectable (<20 copies/uL) at 34 (723)

the time of evaluation, n (%)

Median duration of antiretroviral treatment 17.5

(months) (IQR) (4-32.5)

Tuberculosis and anti-TB treatment

Multidrug-resistant TB (MDR-TB), n (%) 44 (93.6)

Extensively and extremely drug-resistant TB 3(64)

(XDR & XXDR-TB), n (%)

Extra-pulmonary TB 14 (29.8)

Median duration of anti-TB treatment (months) (IQR) 13 (4-21)

* Two biological males were transgender.

patient (2%) showed a corneal opacity and one patient
(2%) had a well functioning bleb from prior glaucoma
surgery. Both patients were on ART and anti-TB treat-
ment at the time of the study. Among 36 patients on
ART and anti-TB treatment at the time of clinical evalu-
ation and among 11 patients who had completed anti-
TB treatment prior to the study, the examination of the
anterior chambers was normal in 34 patients (94.4%)
and in 11 patients (100%) respectively.

A dilated fundus examination revealed active or inactive
ocular inflammatory disease in seven eyes of seven pa-
tients (15.5%, 95% Confidence Intervals (CI): 5.1-25.8%).
These included five eyes of five patients (10.6%) with pre-
sumed choroidal tubercles (Additional file 1), three of
whom were still on anti-TB treatment. Presumed tubercu-
lar chorioretinitis and CMV retinitis was each seen in one
eye of one patient on treatment (2.1% respectively). Pre-
sumed ocular tuberculosis was thus seen in a total of six
patients (12.7%, 95% CIL: 3.2% to 22.2%). Of note, two
patients who had completed anti-TB treatment had active
ocular inflammatory disease, in the form of choroidal
tubercles (two eyes of two patients).

Inactive scars were seen in three eyes of three patients
(6.3%): one scar in one eye of a patient on treatment and
two scars in two eyes of two patients who had com-
pleted treatment (one year and six months prior to this
evaluation respectively). Other pathology seen included
HIV retinopathy (two eyes of one patient, 2.1%) and sec-
ondary open angle glaucoma (one eye of one patient,
2.1%) not related to TB or HIV-infection. No cases of
multifocal choroidopathy, vasculitis, anterior uveitis,
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intermediate uveitis or panuveitis were seen in the over-
all cohort. Table 2 summarizes the findings of the cross-
sectional evaluation.

Visual screening showed acuities ranging from 6/6 to
hand movements. Causes of visual loss included CMV
retinitis, presumed tubercular chorioretinitis, corneal
opacities and uncorrected refractive errors. All the
patients with choroidal tubercles were visually asymp-
tomatic whereas the patient with chorioretinitis had pro-
found visual loss due to the macular location of the
disease. No cases of elevated intraocular pressure were
found. One patient (2.1%) was on topical antiglaucoma
medication but the intraocular pressure was normal. We
found no patients with ocular adverse events due to
antiretroviral or antituberculosis drugs in this Mumbai
cohort as previously reported [13].

Risk factors for ocular tuberculosis

In wunivariate analyses, co-infected patients with
extrapulmonary tuberculosis or patients with both pul-
monary and extrapulmonary disease were eleven times
more at risk of ocular TB compared with those having
only pulmonary TB (risk ratio [RR] 11.62, 95% confi-
dence interval [CI] 1.96-68.87, Table 3). Age below 39
years was associated with a five-fold increase in the
prevalence of ocular TB, though this association was not
statistically significant. Increased immunosuppression, as
evidenced by the nadir CD4 T-cell count and CD4-
count at the time of the evaluation, was not associated
with heightened prevalence of ocular TB (Table 3). Gen-
der, HIV viremia and time on anti-TB treatment did not
show an association with ocular TB prevalence.

In multivariate analyses, extrapulmonary infection
remained the most important determinant of ocular TB
occurrence, i.e. with the greatest adjusted risk ratio
(aRR: 13.65, 95% CI: 2.4-78.5, p=0.003). The only other

Table 2 Ophthalmological examination findings among
HIV/MDR-TB co-infected patients in Mumbai, India (n=47)

Findings

Eyes/patients (%)

Anterior segment

normal 90/45(96)

corneal opacity 1/1(2)

bleb 1/1Q2)

Posterior segment

normal 81/38(76)

tubercles 5/5(10)

scars 3/3(6)

chorioretinitis 1/1(2)

CMV retinitis 1/1(2)

HIV retinopathy 2/1(2)

Secondary open-angle glaucoma 1/1Q2)
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Table 3 Univariate and multivariate analysis of risk factors for ocular tuberculosis among HIV/MDR-TB co-infected

patients (n=47)

Factors Risk ratio 95% Confidence p Adjusted 95% Cl p
intervals (Cl) risk ratio
Sex Male 1
Female 0.17 0.02- 1.51 0.1
Age, years >40 1 1
<39 4.80 0.85-26.95 0.07 6.38 1.05-38.80 0.04
Nadir CD4-count <200 1
>200 0.65 0.13-3.21 0.60
CD4-count at evaluation <200 1 1
>200 0.59 0.10-3.35 0.55 021 0.18-2.52 021
HIV viral load at evaluation undetectable 1
detectable 1.18 0.20-6.75 0.85
Tuberculosis site pulmonary 1 1
extrapulmonary 11.62 1.96-68.87 0.007 13.65 2.37-78.53 0.003
Time on MDR-TB treatment (months) >6 1 1
<6 053 0.09-2.99 047 039 0.03-4.79 0.46

factor independently associated with ocular TB was age
below 39 years (aRR: 6.38, 95% CI: 1.05-38.8, p=0.04).
The final multivariate model showed that immune status
and duration of anti-TB treatment were not associated
with the risk of ocular TB (Table 3).

Discussion

In this study we report rates of ocular inflammatory dis-
ease and presumed ocular tuberculosis from a cohort of
MDR-TB patients co-infected with HIV on antiretroviral
and anti-TB treatment. Despite India’s large burden of
MDR-TB and large absolute numbers of people living
with HIV, there are discouragingly few reports of experi-
ences with these patients [8,14,15]. To our knowledge
this is the first report on ocular disease from co-infected
patients in Asia and probably elsewhere.

We studied a relatively large cohort of HIV/MDR TB
co-infected patients and found a fairly high prevalence
of ocular inflammatory disease, commonest of which
was presumed ocular tuberculosis followed by CMV ret-
initis. Other commonly described ocular inflammatory/
infectious diseases in HIV infected patients such as
toxoplasmosis or other viral retinitis (presumed herpes
simplex/herpes zoster infections) were not seen in this
study, probably due to effective antiretroviral therapy.

In this Mumbai cohort, we observed a high yield of
ocular tuberculosis that is possibly due to the greater
propensity of HIV/AIDS patients to develop tubercu-
losis, along with the hyperendemic disease patterns of
tuberculosis seen in India. Patients who develop second-
ary MDR-TB (due to incorrect or inadequate regimens),
as well those who contract primary MDR-TB, are likely
to have a delay in diagnosis, with a corresponding

extended period of mycobacteraemia, that increases the
risk of ocular infection.

Our study reveals a higher prevalence of presumed
ocular tuberculosis than that reported by Biswas et al. in
a cohort of pulmonary tuberculosis patients in an era
where drug resistance was presumably far less common,
but less than that reported by Mehta et al. in a cohort of
HIV/TB patients [1,6]. Both these reports and other
similar studies did not address the issue of drug resist-
ance in enrolled patients and this remains an unknown
factor that does not permit accurate comparisons across
these studies. It is possible that an increasing prevalence
of drug-resistant tuberculosis, with or without HIV in-
fection, is causing a corresponding increase in the preva-
lence of ocular tuberculosis.

The commonest pattern of ocular inflammation en-
countered in this Mumbai cohort was choroidal tubercles
representing presumed choroidal tubercular infection,
followed by presumed tubercular chorioretinitis. Poster-
ior segment ocular tuberculosis in the form of multifocal
choroidopathy or vasculitis was not seen in this cohort.
Similarly, the classical patterns of granulomatous or non-
granulomatous anterior, intermediate or panuveitis were
not seen in any of the patients in our cohort. Our study
differs significantly from Babu et al. who noticed a lower
prevalence and a distinctly different clinical pattern. This
is probably because we studied all patients irrespective of
visual symptomatology, allowing us to detect asymptom-
atic patients having ocular tuberculosis without visual
morbidity. The large institutional cohort reported by
Babu and co-workers consisted of visually symptomatic
referrals to a large tertiary care center, often after a sig-
nificant delay.
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Earlier reports from the developed world suggested
mycobacterial ocular infections were much less com-
mon. In a study in 1987, tuberculosis was responsible
for 0.2% of cases of posterior uveitis and no cases of
anterior uveitis in Southern California [16]. Increasingly,
more recent reports are identifying a resurgence of
tuberculosis as the infecting organism in non-immuno-
compromised patients with ocular inflammatory disease.
In Italy, recent studies have described the clinical and in-
vestigational features of cohorts of 35 and 53 patients
[17,18]. In reports from Germany, PET/CT scan studies,
being the imaging modality of choice, were able to sug-
gest a tuberculous etiology in nine of 20 patients who
tested positive in a quantiferon gold test. Mycobacterium
tuberculosis was shown in cultures of lymph node biop-
sies in two patients. A good therapeutic response was
achieved in nine of 11 (82%) patients with anti-TB
therapy [19].

Among the risk factors we studied with univariate and
multivariate models, age and extrapulmonary tubercu-
losis were independently and significantly associated
with the occurrence of ocular TB. Widespread dissemin-
ation of mycobacterial infection, which is often seen in
patients with extrapulmonary tuberculosis, may explain
the higher risk for ocular TB possible risk factor. Inter-
estingly, in this cohort of co-infected patients, severe im-
munosuppression, as evidenced in the nadir CD4 T-cell
counts, was not associated with heightened prevalence
of ocular TB.

Findings suggestive of ocular tuberculosis were recorded
in two patients who had successfully completed their sec-
ond line anti-TB regimen. These two patients underwent
fluorescein angiography after an informed consent, and in-
creased hyperfluorescence was seen suggestive of active
intraocular inflammation. These patients, followed in our
HIV clinic, are currently in good health, and are being
closely monitored for the need for retreatment. Potentially,
the use of ocular evaluation, in these groups of patients,
may serve as a marker to monitor the therapeutic re-
sponse. Larger cohorts that assess the ongoing ocular re-
sponse of these patients may furnish data whether such
patients may be better served by non-standard treatment
regimens (therapeutic composition or duration) but such
data are currently not available.

There are some limitations to this study. First, the
study design was cross-sectional and the data were col-
lected from a cohort in a specific programmatic setting.
Our findings may not be applicable to other populations
with HIV/MDR-TB co-infection. Second, even though
this Mumbai cohort is relatively large, we suggest cau-
tion in the generalization of these study findings and the
study of risk factors. However, considering the small size
of the global MDR-TB cohort on treatment [12,13], our
data yields important information regarding ocular
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inflammatory disease and ocular tuberculosis among
HIV/MDR-TB patients in a resource-constrained setting.
Third, the diagnosis of choroidal TB was presumptive,
based on characteristic clinical findings. However, the
presence of virtually pathognomonic findings (tubercles)
in the context of systemic TB, as is the case in the
Mumbai cohort, could be considered adequate for the
diagnosis. The presence of other findings (vasculitis, retin-
itis etc.) is more contentious and may need specific micro-
biological or histopathological confirmation. Fourthly, the
patients in our study were previously diagnosed with
tuberculosis, thus the diagnostic utility of detecting ocular
tuberculosis cannot be analyzed for this cohort.

The detection of ocular inflammatory disease in these
patients has several potential applications. First, a proto-
col that mandates retinal screening of all those present-
ing with low CD4 counts, and at subsequent regular
intervals in certain cases, may help in the early diagnosis
of ocular infections (tuberculosis and other opportunis-
tic infections) as well as assess for drug toxicity
(e.g. linezolid-induced optic neuropathy). Since specialty
ophthalmologic consultation is rarely available in
resource-limited settings [20], we have investigated the
possibility of HIV/AIDS clinicians performing indirect
ophthalmoscopy at the primary care level as part of rou-
tine evaluation for OIs [21], and documented the feasi-
bility of this strategy [22]. In support of this approach,
all 6 cases of ocular TB in this report could have been
detected in the HIV clinic by a trained HIV clinician
performing dilated indirect ophthalmoscopy.

Second, assessment of tubercular healing may act as a
clinical in vivo measure of systemic healing, even as an
in vivo clinical tool for timing antitubercular therapy
cessation, as compared to the current standard “one size
fits all” duration of therapy. Investigating this possibility
will require a prospective study correlating clinical out-
comes with ocular outcomes documented with retinal
photography.

Ophthalmologists will increasingly encounter drug-
resistant forms of TB disease and need to be familiar
with the disease patterns and second and third lines of
anti-TB therapy. Clinicians providing care to MDR-TB
patients co-infected with HIV and public health officials
involved in programs for such patients should be aware
of the ocular manifestations and the implications for
them.

Conclusions

In conclusion, based on our findings, we suggest that
ophthalmological examination should be routinely con-
sidered in HIV patients diagnosed with or suspected to
have MDR-TB, especially in those with extrapulmonary
TB.
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Additional file

Additional file 1: A fundus photo of 40 year old male with HIV 1
and extrapulmonary and pulmonary multidrug resistant
tuberculosis showing a choroidal tubercle close to the optic nerve
head.

Competing interests
The authors declare that they have no conflict of interest.

Authors’ contributions

SM & PI conceived the study and wrote the first study protocol. Pl & SM
designed the study. SM collected the data with additional help from HM &
SK. PI & SM analysed the data. SM & PI drafted the manuscript, and edited
multiple versions with inputs from PS, HM & SK. All authors reviewed and
approved the final version of the manuscript.

Acknowledgments

The authors wish to acknowledge the contribution of health care workers
from the MSF clinic, staff from the Ophthalmology Department at Lilavati
Hospital, as well as the patients suffering from HIV and MDR-TB and their
families. We are grateful to Tony Reid for his support with the ethics
clearance and his great editorial support, and Dr. David Heiden for reviewing
the manuscript and offering valuable feedback.

Author details

1Ophthalmology Department, Lilavati Hospital and Research Centre, Mumbai,
India. “Médecins Sans Frontiéres, Mumbai, India. *South African Medical Unit,
Meédecins Sans Frontieres, Cape Town, South Africa.

Received: 17 November 2012 Accepted: 14 May 2013
Published: 20 May 2013

References

1. Biswas J, Badrinath SS: Ocular morbidity in patients with active systemic
tuberculosis. Int Ophthalmol 1995, 19(5):293-298.

2. Bouza E, Merino P, Munoz P, Sanchez-Carillo C, Yanez J, Cortes C: Ocular
tuberculosis: A prospective study in a general hospital. Medicine
(Baltimore) 1997, 76:53-61.

3. Mehta S: Ocular lesions in acute disseminated tuberculosis. Ocul Immunol
Inflamm 2004, 12(4):311-315.

4. Beare NA, Kublin JG, Lewis DK, Schijffelen MJ, Peters RP, Joaki G, Kumwenda
J, Zijlstra EE: Ocular disease in patients with tuberculosis and HIV
presenting with fever in Africa. Br J Ophthalmol 2002, 86(10):1076-1079.

5. Cochereau |, Mlika-Cabanne N, Godinaud P, Niyongabo T, Poste B,
Ngayiragije A, et al: AIDS related eye disease in Burundi, Africa.

Br J Ophthalmol 1999, 83:339-342.

6. Mehta S, Gilada IS: Ocular tuberculosis in acquired immune deficiency
syndrome (AIDS). Ocul Immunol Inflamm 2005, 13(1):87-89.

7. Banker AS, Chauhan R, Banker DA: HIV and Opportunistic Eye Diseases.
Exp Rev Ophthalmol 2009, 4(2):173-185.

8. Babu RB, Sudharshan S, Kumarasamy N, Therese L, Biswas J: Ocular
tuberculosis in acquired immunodeficiency syndrome. Am J Ophthalmol
2006, 142(3):413-418.

9. lIsaakidis P, Cox HS, Varghese B, Montaldo C, Da Silva E, et al: Ambulatory
Multi-drug Resistant Tuberculosis Treatment Outcomes In A Cohort Of
HIV-Infected Patients In A Slum Setting In Mumbai, India. PLoS One 2011,
6(12):228066.

10.  World Health Organization: Guidelines for the programmatic management of
drug-resistant tuberculosis, 2011 Update. Geneva, Switzerland; 2011.

11. World Health Organization (WHO): Antiretroviral therapy for HIV infection in
adults and adolescents. Recommendations for a public health approach. 2010
revision. Geneva, Switzerland; 2010.

12. Jabs DA, Nussenblatt RB, Rosenbaum JT, Standardization of Uveitis
Nomenclature (SUN) Working Group: Standardization of uveitis
nomenclature for reporting clinical data. Results of the First International
Workshop. Am J Ophthalmol 2005, 140:509-516.

13. Isaakidis P, Varghese B, Mansoor H, Cox HS, Ladomirska J, Saranchuk P, et al:
Adverse Events Among HIV/MDR-TB Co-Infected Patients Receiving

Page 7 of 7

Antiretroviral And Second Line Anti-TB Treatment In Mumbai, India.
PLoS One 2012, 7(7).e40781.

14.  Orenstein EW, Basu S, Shah NS, Andrews JR, Friedland GH, et al- Treatment
outcomes among patients with multidrug-resistant tuberculosis:
systematic review and meta-analysis. Lancet Infect Dis 2009, 9:153-161.

15. Johnston JC, Shahidi NC, Sadatsafavi M, Fitzgerald JM: Treatment
Outcomes of Multidrug-Resistant Tuberculosis: A Systematic Review and
Meta-Analysis. PLoS One 2009, 4(9).e6914.

16. Henderly DE, Genstler AJ, Smith RE, Rao NA: Changing patterns of uveitis.
Am J Ophthalmol 1987, 103:131-136.

17. Cimino L, Herbort CP, Aldigeri R, Salvarani C, Boiardi L: Tuberculous uveitis, a
resurgent and underdiagnosed disease. Int Ophthalmol 2009, 29(2):67-74.

18. Modorati G, Berchicci L, Miserocchi E, Scarpellini P, Mantegani P, Bandello F,
Ortis C: Clinical application of an in-house ELISPOT assay in patients with
suspicious tuberculous uveitis and no signs of active tuberculosis.

Eur J Ophthalmol 2012, 22(5):808-813.

19.  Doycheva D, Deuter C, Hetzel J, Frick JS, Aschoff P, Schuelen E, Zierhut M,
Pfannenberg C: The use of positron emission tomography/CT in the
diagnosis of tuberculosis-associated uveitis. Br J Ophthalmol 2011,
95(9):1290-1294.

20. Sommer A: Global access to eye care. Arch Ophthalmol 2007, 125:399-400.

21, Saranchuk P, Bedelu M, Heiden D: Retinal Examination Can Help Identify
Disseminated Tuberculosis in Patients With HIV/AIDS. Clin Infect Dis 2012, 56
(2): 310-312.

22. Tun N, London N, Kyaw MK, Smithuis F, Ford N, Margolis T, Drew WL,
Lewallen S, Heiden D. CMV retinitis screening and treatment in a resource-
poor setting: three-year experience from a primary care HIV/ AIDS
programme in Myanmar. J Int AIDS Soc 2011, 14:41.

doi:10.1186/1471-2334-13-225

Cite this article as: Mehta et al: Ocular inflammatory disease and ocular
tuberculosis in a cohort of patients co-infected with HIV and multidrug-
resistant tuberculosis in Mumbai, India: a cross-sectional study. BMC
Infectious Diseases 2013 13:225.

Submit your next manuscript to BioMed Central
and take full advantage of:

¢ Convenient online submission

¢ Thorough peer review

* No space constraints or color figure charges

¢ Immediate publication on acceptance

¢ Inclusion in PubMed, CAS, Scopus and Google Scholar

* Research which is freely available for redistribution

Submit your manuscript at ( -
www.biomedcentral.com/submit BiolVed Central

. J



http://www.biomedcentral.com/content/supplementary/1471-2334-13-225-S1.doc

	Abstract
	Background
	Methods
	Results
	Conclusions

	Background
	Method
	Ethics statement
	Study design
	Setting and study population
	Clinical evaluation protocol
	Data collection and analysis

	Results
	Patient characteristics
	Ocular inflammatory disease & ocular tuberculosis
	Risk factors for ocular tuberculosis

	Discussion
	Conclusions
	Additional file
	Competing interests
	Authors’ contributions
	Acknowledgments
	Author details
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.440 793.440]
>> setpagedevice


