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Dear Editor,
Brucellosis is a significant cause of pyrexia of unknown origin
(PUO) in endemic areas. It is challenging to diagnose this infection
only in clinical grounds.1 The presentation of this infection is
myriad. The exposure history is often distant from the time of
presentation. The incubation period is long and ranges from 2 to
5 months.2 These factors add on to the difficulty in diagnosis. The
differential diagnoses are viral fever, enteric fever, connective tissue,
or autoimmune disorders. We looked at the clinical and laboratory
parameters in culture-confirmed human brucellosis. The purpose
was to see whether any diagnostic clue can be obtained by this
workup. Five patients were identified retrospectively based on
positive blood cultures for Brucella species between January 2012
and December 2018. The set-up is a 600-bedded, tertiary-care
hospital of South India. Blood culture was performed using BacT/
Alert 3D (Biomeriux, France). Brucella species was identified using
VITEK 2 compact (Biomeriux, France). Brucella immunoglobulin
M (IgM) was estimated using anti Brucella abortus IgM ELISA kit
(Euroimmun, Germany). The clinical presentation, laboratory
workup, and treatment protocol are elaborated in Table 1.
Brucellosis poses significant diagnostic challenges due to its
nonspecific presentations. As it is clear from our data, none of our
patients were suspected of brucellosis in the initial assessment.
An exposure history could not be ascertained. The laboratory
workup led to the final diagnosis of brucellosis. The white cell
count is usually normal or slightly low as seen on complete
hemogram, which suggests chronicity. Relative lymphocytosis
or normal lymphocyte count is also suggested. Liver function
tests usually show a mild degree of derangement in brucellosis.
C-reactive protein is consistently more elevated than erythrocyte
sedimentation rate, which may also help differentiate brucellosis
from other chronic infections such as tuberculosis.3 Splenomegaly
is consistently seen. The definitive diagnosis lies in culture. Cultures
are usually positive after 48 hours of incubation. Mantur et al. have
suggested that to maximize detection of the organism by the
BacT/Alert, a prolonged incubation time for at least four weeks is
required.4 Although the current literature says that Brucellae can
be isolated within 5 days of incubation, it may still be worthwhile
to keep the bottles of patients with a positive Brucella IgM for
prolonged incubation.5 This may help in optimizing the recovery
of this slow-growing pathogen. A prompt communication to
the laboratory about suspected brucellosis patients is helpful to
maintain prolonged incubation of blood culture bottles. Although
IgM assays yield faster results than culture, the positive results need
to be interpreted with caution. The Center of Disease Control and
Prevention recommends that the serologic test results should be
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confirmed using established reference testing methods and to
accurately identify the presence of known risk factors. This is to
be done before committing a patient to prolonged antimicrobial
therapy for brucellosis or initiating public health investigations. In
such a scenario, analyzing the serological test results looking into
the hematological and biochemical parameters too can provide a
clue about this infection.6
Common regimens for treatment include doxycycline with
either rifampicin or gentamicin for 6 weeks. Trimethoprim/
sulfamethoxazole can be added as a third agent in cases of
relapse. Prolonged treatment is recommended up to 6 months in
neurobrucellosis or endocarditis.7
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Patient
no
Age
1
47 years

Male

Male

Fever since sore
throat, chills
since 2 days.
Treated as viral
fever. After a
month, developed arthralgia,
myalgia, headache
Fever since
one and a
half months.
Later developed
Intermittent
joint pains, with
rashes on face

Female On and off fever
since 40 days

Female Fever, vomiting,
pain abdomen
since 1 month

Sex
Male

Presenting
complaints
Fever since 1
week

6,870

50.1
(35–65)

44.8

56.2
(35–65)

48.7

4,240

13,110

Lymphocyte
(20–45%)
45.4

Enteric
6,730
fever/connective tissue disorder

Viral
fever with
arthralgia

Pyrexia of
unknown
origin

Pyrexia of
unknown
origin

Provisional
diagnosis
Viral fever

WBC count
(4,400–
11,000/
mm3
4,250

Table 1: Patient profile, laboratory workup, and treatment protocol
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10.6
(11–15
g/dL)

9.8

Hemoglobin
(14–18 g/
dL)
10.5

23

130

Not done

21

121
(169–435
IU/L)

98

Not done

53

Alkaline
phosphatase
ALT (10–15 (45–135
IU/L)
IU/L)
22
95

15.7

24

10

Not done

<3.03

14.8

75

ESR
(0–20/1st
hour)
Not done

Not done

CRP (<10
mg/L)
Not done

Brucella
IgM
positive

Brucella
IgM
positive

Brucella
IgM
positive

Brucella
IgM
positive

Brucella
serology
Not done

Brucella
melitensis
from
blood
culture

Brucella
melitensis
from
blood
culture
Brucella
melitensis
from
blood
culture

Culture
results
Brucella
melitensis
from
blood
culture
Brucella
melitensis
from bone
marrow
culture

Doxycycline and
rifampicin
for
6 weeks

Doxycycline and
rifampicin

Treatment
protocol
Doxycycline,
rifampicin
for 4
weeks
Tab Doxycycline for
6 weeks,
inj.
streptomycin for
3 weeks
Inj. ceftriaxone for
5 days
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