Case Report

CRYPTOCOCCAL MENINGITISASSOCIATED WITH TUBERCULOSISIN HIV
INFECTED PATIENTS
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Summary: Opportunistic infections are common complications of advanced immuno-deficiency in individuals with Human
Immunodeficiency Virus (HIV) infection. Following involvement of the lung, the central nervous system (CNS) is the
second most commonly affected organ. We report two cases of concurrent cryptococcal meningitis and tuberculosis (TB)
in HIV infected persons. A high suspicion of multiple opportunistic infections should be kept in mind in HIV seropositive

individuds. [Indian J Tuberc 2013; 60: 180-183]
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INTRODUCTION

Tuberculosis (TB) is the most common
opportunistic infection in patients with Human
Immunodeficiency Virus(HIV). Theestimated rel ative
risk of HIV-infected individualsdeveloping TB is20.6
compared to HIV uninfected, in populations with a
generalized HIV epidemict. Cryptococcosis occurs
worldwide and mostly affects the immuno-deficient
individuals>. The condition has been reported more
frequently since the emergence of AIDS.
Cryptococcosisis the most common life threatening
fungal infection in Aquired Immunodeficiency
Syndrome(AIDS) with meningitis being the most
common manifestation®**. Because of increased
immunosuppression due to HIV, we are coming
across more cases harbouring multiple opportunistic
infections such as tuberculosis and cryptococcosis®.
Overlapping of the symptoms and delay in diagnosis
is the main cause for increased mortality in such
cases, thus a report of these cases.

CASEREPORT

Casel: A-30-year-old male, known case of Pulmonary
Tuberculosis was admitted with fever, severe
headache, mental changes and increasing drowsiness
of threeweeks' duration. Hewas on continuation phase

of anti-tubercular treatment. The patient was anaemic
and emaciated, examination of thechest dicited bilateral
vesicular breathing and coarse crepitations. CNS
examination reveded the patient to be disoriented in
time, place and person but responsiveto verbal orders.
Neck rigidity was appreciated. Laboratory evaluation
revealed a hemoglobin of 10.5gm/dl, white blood cell
(WBC) count of 12,500/cmm with 84% neutrophils
and platelets 2,07,000/cmm. Hisurinaysis, liver, rena
function tests and electrolytes were normal. Sputum
was negative for AFB. Asastandard protocol, he was
tested for HIV and cameout to be positivewithaCD4*
count of 97 cellg/ll. ELISA test for HBsSAg and Anti
HCV wasnegative. His x-ray chest revealed bilateral
heterogenous opacities (Fig. 1). Fundoscopy was
normal. Contrast Enhanced Computerized Tomography
(CECT) scan of the brain was normal. Cerebrospina
fluid (CSF) analysis revealed a cell count of 64 cells/
cumm (100% lymphocytes), proteins 34mg/dl, sugar
31mg/dl and ADA was5U/L. Gram and Ziehl-Neglsen
(ZN) stain did not revea any bacterial infection. CSF
for Indian ink stain was positive for Cryptococcus
neoformans (Fig. 2). Thus, patient was diagnosed as
a case of cryptococcal meningitis. Alongwith anti-
tubercular treatment, antifungal treatment was started
with amphotericin B 50mg 1V infusion/day at a dose
of Img/kg/daily and fluconazole 400mg PO daily.
Patient showed significant improvement after two
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Fig 1. X-ray chest PA view showing bilateral
heterogenous opacities.
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weeks of antifungal therapy. Antiretroviral
therapy(ART) was initiated after patient’s condition
stabilized. Patient was discharged in satisfactory
condition after three weeks of stay in our hospital.
Patient is on regular follow up and his general
condition is stable.

Case 2: A-30-year-old married mae was admitted in
our hospitd with severe headache, giddinessand painful
sengitivity to light for the past three days, which was
sudden in onset. Past history revealed that the patient
was taking anti-tubercular trestment (ATT) since past
two months for abdomina tuberculosis on the basis
of contrast enhanced computed tomography(CECT)
abdomen (Fig. 3) which showed lymphadenopathy,
thickening of theileoceca wall, ascitisand cytol ogical
evaluation of ascitic fluid. Patient was also showing
signs of symptomatic improvement prior to this
episode. On examination, the patient was anaemic and
dehydrated. CNS examination showed the patient to
be disorientated and neck rigidity was appreciated.
Examination of the abdomen revealed diffuse
tenderness. Other than ahaemoglobin of 8.0gm/dl, the
laboratory evaluation did not reveal any other
abnormdlity. ELISA test for HIV 1 and 2 came out to

Fig 2: CSF sediment smear showing cryptococcal
cellswith capsule (Indian ink preparation
at 40x magnification)

Fig 3: CECT abdomen showing ileocecal
thickening (arrow) withlymphadenopathy
(arrow heads)
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be positive with a CD4* cell count of 7 cells/pl.
However, ELISA test for HBsAg and Anti HCV was
negative. Electrocardiography (ECG) of the patient
did not reveal any abnormality other than sinus
tachycardia. Fundoscopy also revealed no
abnormality. Ultrasonography (USG) of the abdomen
showed multiple lymphadenopathy with minimal
ascites. Due to gradual deterioration in patient’s
condition, lumbar puncture was performed. CSF
analysis revealed 52cells/cmm in CSF with
lymphocytic pleocytosis (100% lymphocytes), raised
protein (82 mg/dl) and low sugar levels (36 mg/dl).
Gram and ZN staining did not reveal any bacterial
infection. Indiaink smear of CSF sediment showed
budding cryptococci with acapsule. The patient was
diagnosed asacase of cryptococcal meningitisalong
with tuberculosis and HIV. The patient was advised
antifungal trestment but patient left the hospital against
medical advice and could not be followed up.

DISCUSSION

Both our cases were taking treatment for
tuberculosis and their condition deteriorated during
treatment and were admitted with suspicion of
tubercular meningitisand subsequently diagnosed as
being HIV positive and also suffering from
cryptococca meningitis. Another important fact isthat
in both the cases at the time of initiation of treatment
for tuberculosis, screening for HIV wasnot donewhich
isthe protocol thesedaysand if HIV infection had been
detected earlier and ART initiated, meningitis due to
cryptococcus neoformans may have been prevented.

HIV infection, which was first reported in
Indiain the state of Tamil Nadu in 19865, has since
spread to the entire country. Opportunistic infections
are common complications of advanced
immunodeficiency inindividualswith HIV infection.
Following involvement of thelung, the central nervous
systemisthe second most commonly affected organ’.
Tuberculosis is the most common opportunistic
infectionin HIV patientsin Indigfand theseindividuals
are at increased risk of al forms of extrapulmonary
tuberculosis, including tuberculous meningitis®.
Bhagwan et al*® have highlighted the occurrence of
tuberculous meningitis in patients already receiving
antituberculous therapy.

Indian Journal of Tuberculosis

TUBERCULOSIS AND CRYPTOCOCCAL MENINGITIS IN HIV PATIENTS

Cryptococcosis, one of the AIDS defining
infections, considered as “ sleeping disease” became
an“awakening giant” within acoupleof yearsand has
now been predicted asthe “Mycosis of the future” ™,
Cryptococcal meningitis, a more serious form of
meningitis, has been reported as the most common
opportunisticinfection of CNSof Indian patientswith
HIV infection2. Symptoms include headache, stiff
neck, fever and painful sensitivity to light. Untreated
cryptococcal meningitisis a disease associated with
100% mortality. Despite there being case reports of
cryptococcal meningitis along with concurrent
pulmonary tuberculosis', cryptococcal meningitiscan
be and is misdiagnosed as tuberculous meningitis, as
reportedin afew studies, especialy in patientswho
areundergoing treatment for pulmonary tuberculosis.
In both our cases also initially tubercular meningitis
was suspected.

TheCD4' T cell count isthe best indicator of
theimmediatestate of immunol ogic competenceand aso
the strongest predictor of HIV-related complicationsin
these patients. Cryptococcal infection was the major
opportunigticinfection andamajor causeof deathinHIV-
infected patients with CD4* cell count <100 cellg/l in
the pre-highly active antiretrovird therapy era®. The
CD4* cell countinour caseswasa so very low 97cells/
W and 7 cellg/pl respectively.

Thediagnostic dilemmain both the caseswas
compounded as both the cases were taking treatment
for tuberculosis. It has been stated that patients
receiving antitubercul oustherapy weremorelikely to
have tubercular meningitis'®, whereasL evy et al have
suggested that in the presence of multiple
opportunistic infections, the clinical findings of
cryptococcal infection may get overlapped and
confused with the findings of the other opportunistic
infections'® such astuberculosis asin our cases.

By reporting these cases, we intend to
create an awareness amongst clinicians that all
cases diagnosed as suffering from tuberculosis
must be screened for HIV and secondly, a high
index of suspicion and laboratory work up are
the need of the hour to diagnose and treat
multiple opportunistic infections to improve
survival in HIV patients.



URVINDERPAL SINGH ET AL

REFERENCES

Lawn SD, Churchyard G. Epidemiology of HIV-
associated tuberculosis. Curr Opin HIV AIDS2009; 4(4):
325-33.

Seaton A, Seation D, Leitch AG. Crofton and Douglas's
respiratory diseases 14th ed Delhi:Oxford University
Press: 1989;455.

Chuck SL, Sande MA. Infections with Cryptococcus
neoformansin the acquired immunodeficiency syndrome.
N Engl J Med 1989; 321: 794.

Cameron ML, Bartlett JA, Gallis HA, Waskin HA.
Manifestations of pulmonary cryptococcosis in patients
with acquired immunodeficiency syndrome. Rev Infect
Dis 1991, 13: 64-7.

Baradkar V, Mathur M, De A, Kumar S, Rathi M.
Prevalence and clinical presentation of Cryptococcal
meningitisamong HIV seropositive patients. Indian J Sex
Transm Dis 2009; 30: 19-22.

Simoes EA, Babu GP, John TJ, Nirmaa S, Solomon S,
Lakshminarayana CS et al. Evidence for HTLV-3
infection in prostitutes in Tamilnadu (India). Indian J
Med Res 1987; 85: 335-8.

Masliah E, DeTeresa RM, Mallory ME, Hansen LA.
Changesin pathological findingsat autopsy in AIDS cases
for the last 15 years. Aids 2000; 14: 69-74.
Kumarasamy N, Vallabhaneni S, Flanigan TP, Mayer
KH, Solomon S. Clinical profile of HIV in India. Indian
J Med Res 2005; 121: 377-94.

10.

11.

12.

13.

14.

15.

16.

183

Vinnard C, Macgregor RR. Tuberculous meningitis in
HIV-infected individuals. Curr HIV/AIDS Rep 2009; 6:
139-45.

Bhagwan S, Naidoo K. Aetiology, Clinical Presentation,
and Outcome of Meningitis in Patients Coinfected with
Human Immunodeficiency Virusand Tuberculosis. AIDS
Res Treat 2011; 2011: 180352.

Kauffman L, Blumer S. Cryptococcosis: A wakening
giant. In: The black and white yeasts. Proceedings of
the 4™ International conference on mycosis. Washington
DC: Pan American health organisation and science
publication; 1978;176-87.

Sobhani R, Basavargj A, GuptaA, BhaveAS, Kadam DB,
Sangle SA et al. Mortality & clinical characteristics of
hospitalized adult patientswith HIV in Pune, India. Indian
J Med Res 2007; 126: 116-21.

Lakshmi V, SudhaT, TejaVD, UmabalaP. Prevalence of
central nervous system cryptococossis in human
immunodeficiency virus reactive hospitalized patients.
Indian J Med Microbiol 2007; 25 (s): 146-9.
Schaars CF, Meintjes GA, Morroni C, Post FA, Maartens
G. Outcomes of AlDS-associated cryptococcal meningitis
initially treated with 200mg/day or 400mg/day
fluconazole. BMC Infectious Diseases 2006; 6: 118.
Perfect JR, Casadevall A. Cryptococcosis. Infect Dis
Clin North Am 2002; 16: 837-84.

Levy RM, Bredesen DE. Central nervous system
dysfunction in acquired immunodeficiency syndrome. J
Acquire Immune Defic Syndr 1988; 1: 41-64.

Indian Journal of Tuberculosis



