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ABSTRACT

Infection, especially extra pulmonary tuberculosis. remain the leading cause of fever of unknown origin
(FUQ). FUO is defined as temperature higher than 38.3 °C with duration of fever of more than 3 weeks. We
reported a case of liver tuberculosis, whose had fever more than 38.3 °C in 2 months. A liver biopsy and
histology evailuation have performed revealing liver niberculosis. The patient received oral anti-tuberculosis
agents. But after three days of anti-tuberculosis treatment, the patient experience jaundice. The patient was
diagnosed as a drug induced hepatitis. After adjusted regimen of oral anti-tuberculosis, the patient’s
condition improved. The patient was back home with good conditions.
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INTRODUCTION

Fever of unknown origin is a condition where a
paticnt suffers from continuous fever for 3 wecks with
a tempcraturc of over 38.3°C with an uncertain causc
even after one week of intensive laboratory and other
medical investigation.>*

Other terms used for this condition include febris et
causa ignota, fever of obscurc origin, fever of
undetermined origin, uncxplained fever, prolonged fever,
pyrexia of unknown origin, and fever of unknown origin
(FUO). The cause of FUQ according io the type of
illncss is classified into the following six groups:'~

I. Infection (45-55%)

Important infectious causcs of FUO include
tuberculosis, sepsis, systemic bacterial infections (such
as salmoncllosis and brucellosis), Bacterial
cndocarditis, mononucleosis, toxoplasmosis and
fungal disease.

Ncoplasm (12-20%)

Important neoplastic causes of FUO include
Hodgkin’s and non-Hodgkin’s discascs, Lcukemia,

™

histiocytosis (particularly in children), Renal cell
carcinoma and Hepatoma.

3. Collagen discase (10-15%}
FUO may be causcd by Sarcoidosis, Polyarthritis
nodosa, Wecgener’s granulomatosis, Juvenile
Rhcumatoid Arthritis and dermatomyocitis.

4. Hypersensitivity disorder
FUQ due to hypersensitivity is chiefly a reaction to
drugs such as sulphonamidc, penicillin, rifampicin,
isoniazid, phenytoin, or methyldopa.

5. Metabohc disorder
Important mctabolic causes of FUO are porphyria
mclabolic disorder, polyserocytis (Familial
Mecditerranean  Fever) and Type V
hyperriglyceridermia.

6. Factitious Fever

Examinations such as blood tes{, microbiological cul-
ture from body fluids/surface lesions, seroimmunaotogical
testing, or rouline x-ray could be used prior to resorting to
available advanced examination modalities such as the
ultrasound, endoscopy, or CT-scan/MRI.*
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At the next phasc, constdcr making a closer
diagnosis through biopsy of suspected sites.
Examinations such as angiography, aortography, or
lymphangiography could also be performed.

Scrological testing is actually very beneficial for
patients with FUQ.' Two blood specimens are usually
required for the test. Efforts should be made to ensure
the availability of the two specimens lo facilitate the
interpretation of the scrological titer results. A titer
increase of four times or more has a very significant
meaning to determine the possible causc of diseasc. H is
important to master the art of interpretation, since
results may not be as apparent.

Isolation of the microorganism causing the diseasc 1s
the chicf diagnostic criteria in palients suspected of
infectious fever. A common cxamnination is blooed, urine,
and stool culture as well as viral isolation.!

With thc wider spectrum of viral disease and the
influence of urbanization, globalization as well as
inadequate cnvironment, there is a greater possibility of
paticnts suffering from viral infection. At this moment,
there needs to be guidelines to differentiate a patient
with viral or bacterial diseasc, which entail a (otally
different ireatment approach. An examination that could
be performed at the initial phasc is hematological
evaluation, where acute bactcrial infection would
produce a shift to the left, with or without leukocytosis.

If such condition is not found and we still nced to
differcntiate viral and bacterial infeclion, C-reactive
protcin (CRP) may be cxamined. CRP may incrcase
over tenfolds in acute bacterial infection. '

X-ray photo is a vital mcdical examination modality,
particularly for diagnosing renal and pulmonary
disorders. The bone marrow and joints are alse ideal
sites for x-ray evaluation.'”

Biopsy plays a great roic in determining the cause of
FUQ, and could be performed where modern medical
support facilitics are unavailable. It is important for the
diagnosis of discascs such as lymphoma, malignant
metastasis, tuberculosis. or fungal infeetion, particularly
in enlarged glands.'*

Considering the fact that the ultrasound is very easy
to use, the association between a disorder in the field of
internal medicing, it use has increased and is more
widespread, particularly [or evaluation of the hearl or
abdomen. This examination method is especially useful
for conditions such as atrial myxoma or vegelations on
the hcart valves.

Abdominal ultrasound can deteet disorders in the liver,
kidneys, retroperitoncal space, and pelvis. Bear in mind
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that faise positives may be obtained, and ultrasound
should always be considered a supportive examinatijon,
taking into consideralion the totality of the discasc.'

In the future, CT-scan is expected to greatly
facilitate diagnosis, by demonstrating body
abnormalities through horizontal sections of body organ
anatomy. I is the ideal examination modality to evaluate
retroperitoncal abnormalities.!

Efforts to treal undiagnosed fever with adjuvant
therapy, and is only justified when all methods to achicve
diagnostic certainty has been attempted.'” The prineciple
is that drugs should be used with the proper indication
according to local knowledge and should be specific in
naturc,

CASE REPORT

Mrs. R, 42 yecars, was admitted to Cipto
Mangunkusumo General Hospital with a chief complaint
of fever since 2 months prior to admission. The fever
was fluctuating, and was sometimes accompanied by
chills in the mornings or afternoons. Therc was no cough
or running nose. The fever responded to medication but
would reemerge afler the medication wears out. The
patient had a loss of appetite.

Six weeks prior lo admission at Cipto Mangunkusumo
General Hospital, the patient had been admitted to
another hospital for 6 weeks. During 1 weck of
hospitalization, the patient’s fever dropped and then rose,
never to fall again. At other hospital, the patient had
undergone a scrics of examination, with results as
follows: nommal chest x-ray; ultrasound revealing a
normal liver and bile duct, a slightly enlarged spleen, and
no cnlargement of paraaorlic lymph nodes. The patient
had also undergone blood testing for malaria and widal,
both turning out negative. C3, C4, and DsDNA (csting
also camc out normal.

There was no problem urinating or with bowel
movements. Becausce the patient felt no improvement,
she came to Cipto Mangunkusumo General Nalional
Hospital.

Prior history revealed no history of jaundice, heart
diseasc or epigastric pain.

From physical examination at admission we found
the following: the patient was modcratety ill, fully
conscious, with a blood pressurc of 110/70 mmHg, pulsc
ratc of 110 x/minutc, body temperature of 38°C, and
respiratory rate of 28 x/minute. Her conjunctiva were
pale, her sclera not jaundiced. Her jugular venous
pressure was 5 — 2 em H,O. Heart cvaluation rcvealed
normal first and sccond heart sounds without murmur or
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gallop. Lung examination demonstrated a vesicular
breath sound without rales or wheezing.

Abdominal evaluation results were as follows: the
abdomen was flal, not distended, without tenderness.
The heart and spleen were not palpable. The
extremities were warm and not edematous,

The results of laboratory examination during
admission were as follows: Hemoglobin level 5.5 g%,
white blood cell count 3800/ml, platelet count 150,000/
ml, ureum level 13 mg/dl, creatinine level 0.9 mg/dl,
sodium level 130 meq/l, potassium level 3.6 meq/l, SGOT
=39 U/, SGPT =35 U/l HIV testing was ncgative and
there was no signs of fungus in the paticnt’s blood.

On the seventh day, bone marrow puncture was
performed, revealing histoptasma. The diagnosis was thus
histoplasmosis. The patient was immediately scheduled
to take Amphoterycin B according to hospital protocol,
which 15 as follows:

« Day 1, administration of a test dosc of 5 mg of
Amphoterycin B

+ Day 2, admmistration of 10 mg of Ampholterycin B

= Day 3, administration of 15 mg of Amphoterycin B

» Day 4, administration of 20 mg of Amphoterycin B

+ Day 5, administration of 25 mg of Amphoterycin B

» And soon.

Note that Amphoterycin B was added to 500 cc of
5% Dextrose to be administcred within 6 hours, and that
i vial of Dexamethasone and 1 tablet of Paracetamol
was administered prior to that.

After the seventh day of Amphoterycin B
administration, the paticnt was still feverish with a body
temperaturc of 38-41°C. Amphotcrycin B was stili
administered, suspecting that the patient suflered from
histoplasmosis that had not responded to treatment.

On the 12™ day of wreatment with Amphoterycin B,
the patient and family refused to continue treatment,
signing a refusal letter. Since the patient necded
trcatment, she was given 2 x 200 mg of liraconazole
(Sporanox).

On the 37™ day, the patient underwent a repeat
abdominal ulirasound as a preparation for biopsy, since
hepatosplenomegaly was found during physical
examination. Ultrasound revealed hepatosplenomegaly
and cnlarged paraaortic and hepatic parahilar lymph
nodces. The patient immediately underwent liver biopsy.

There was a suspicion that the prolonged fever in
this paticnt might be duc to tuberculosis. A Mantoux (est
was thus performed [or screening, and a repeal chest
x-ray taken. The Mantoux test revealed negalive
findings, while the chest X-ray was normal.

On the 42™ day of hospitalization, the liver biopsy
pathology evaluation revealed liver tuberculosis with
casseation.

On the 43 day of treatment, the patient received (he
following oral anti-tuberculosis drugs: rifampisin 1 x 450
mg, INH | x 300 mg, Pirazinamid 3 x 500 mg, Etambutol
2 x 250 mg dan Vit B6 3 x 10 mg. Her fever fell to
37.5°C.

On the 45™ day of hospitalization, which was the third
day of anti-tuberculosis treatment, the paticnt’s sclera
became jaundiced. The patient’s SGOT and SGPT were
then cxamined, turning out to be 182 U/l and 157 U/l
respectively.

Oral anli-tuberculosis was continued, with the
following regimen:

« Ethambulol 2x250 mg
+  Streptomycin 1 x 750 mg
«  Ofloxacin 1 x 400 mg

The patient was scheduled for a rifampycin trial, but
the test was not performed due to financial constraints.

Repeat ultrasound examination did not find signs of
obslruction.

On the 45" day, the subdivision of Hepatology agreed
to continuc oral anti-tuberculosis agents with SGOT.
SGPT, and billirubin monitoring twice weekly. If the
paticnt's condition improves, the previous drugs may be
reused with the smallest most effective dose.

On the 65" day of trcatment, the patient was released
free of fever and in a better condition. Treatment with
Isoniazid was reestablishcd gradually, starting with a dose
of 1 x 100 mg for 3 days then incrcased to 2 x 100 ing,
while all other treatments continued as usual.

Rifampycin was no longer administered to this
paticnt.

DISCUSSION

At the time of admission inte Cipto Mangunkusumo
General Hospital, the patient was diagnosed with
prolonged [ever, since she has had a fever since 2 months
prior Lo admission and had undergone various
cxaminations with normal result. This is in accordance
with the definition stated in various literature.'-2?

Various causcs of fever has been climinated [rom
laboratory examinations, such as ncgative Widal (est
results, ncgative malaria test resulls, negalive HIV test
results, a normal chest x-ray, and a generally nommai
ultrasound finding.

Since the examinations had not provided optimal
results, a bone marrow puncture was performed, firstly
suggesting chronic granulomatous leukemia. Since there
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was no leukocytosis in the patient’s peripheral blood and
histoplasm was found, the diagnosis was histoplasmosis.
The patient immediately received treatment for
histoplasmosis with Amphoterycin B, which was in
accordance with literature stating Amphoterycin B as
the drug of choice for histoplasmosis.®”

After administration of Amphoterycin B for 12 days
according to protocol, the patient remained feverish. Due
to the lack of improvement, a repeat chest x-ray and a
Mantoux test were performed to find possible cryptic
tuberculosis. The chest x-ray turned out normal, and the
Mantoux test negative.

The patient then underwent a repeat abdominal
ultrasound, revealing hepatosplenomegaly and enlarged
paraaortic lymph nodes. A liver biopsy and
histopathology evaluation were then performed,
revealing liver tuberculosis. The patient immediately
received the following oral anti-tuberculosis agents:

» Rifampycin | x450 mg,

» Isoniazid T x 300 mg,

» Pyrazinamid 3 x 500 mg,

» Ethambutol 2 x 250 mg, and
* Vitamin B6 3 x 10 mg.

After three days of anti-tuberculosis treatment, the
patient’s eyes became jaundiced, and liver function
testing revealed an SGOT of 182 U/l and SGPT of 157
U/l. The patient was thus suspected to have suffered
drug-induced hepatitis.

Oral anti-tuberculosis agents were still administered
with an adjusted dose, where rifampycin was replacéd
with streptomycin. The following regimen was thus
administered: 1 x 750 mg of Streptomycin, 2 x 250 mg of
Ethambutol, | x 400 mg of Ofloxacyn. Isoniazid was
temporarily terminated. This was in accordance with
literature, stating that oral anti-tuberculosis agents are the
choice treatment for hepatic tuberculosis®® Literature
also states that rifampycin could disturb liver function.'®

With an adjusted regimen of oral anti-tuberculosis,
the patient’s condition improved, the fever subsided, and
the patient’s eyes were no longer jaundiced.

From abdominal ultrasound on the 13" of September
2001 at Cipto Mangunkusumo Hospital, it was concluded
that the patient suffered from hepatosplenomegaly and
enlarged paraaortic and parahillar hepatic lymph nodes.

The results of histopathology evaluation of the patient’s
liver biopsy were as follows: numerous granulomatous
lesions were found, a large one demonstrating caseous
necrosis, epitheloid cells, and 1-2 Langhan datia cells.
The findings were found to be in accordance with liver
tuberculosis with casseation.
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Figure 1. Histology Evaluation from Liver Biopsy Show
Numerous Granulomatous Lesions, Epitheloid Cells and
Langhan Datia Cells,

REFERENCES

1. Bannister BA. Pyrexia of Unknown Origin. In : Bannister BA,
Begg NT, Gillespie SH, eds. Infectious Disease. 2. London:
Blackwell Science; 2000.p. 379-92,

2. Atkins E. Fever : Historical aspecis. In: R Bomford, B
Henderson, eds. Interleukin-1, Inflammation and Disease. New
York: Elsevier Science Publishers; 1989.p. 3 - 15.

3. Curley FJ, Irwin RS. Tn : JM Rippe et al, editors. Disorder of
lemperature control. Boston : Litlle Brown; 19%6.p. 859 —73.

4. Gelfand J, Dinarello CA. Fever and Hipenthermi : Appproach o
the patient. In : Iselbacher KJ, Braundwald E, Wilson JD, Martin
JB, Fauci AS, Kasper DL, editors. Harrison’s Principles of
Internal Medicine. 14*. New York: McGraw — Hill; 1998.p.
87-8.

5. Gelfand J, Dinarello CA. Treatment. In ; Iselbacher KJ,
Braundwald E, Wilsen JD, Marlin JB, Fauci AS, Kasper DL,
editors. Harrison's Principles of Inticmal Medicine. 14%. New
York: McGraw — Hill; 1998.p. 88-5.

6. Wheat JL et al. Disscminated histoplasmosis in Acquaired
immune deficiency syndrome : Clinical findings, diagnosis and
treatment, and review of the literature. Medicine, 1990 : 361.

7. Bannisier BA. Antimicrobial Chemotherapy. In : Bannister BA,
Bepeg NT, Gillespic SH, editors. Infectious Discase. 2 ™,
London: Blackwell Science; 2000.p. 51-80.

8. Zuckerman JM, Brennan PJ, Infection due to mycobacterium
other than tuberculosis. In : Fishman A, editor Pulmonary
Disease and Disorders, 2 ed Companion Handbook, MeGraw-
Hill. 1994.p. 366 - 74.

9. Sherlock S. The Liver Infection. In : Sherlock S, Dooley I,
editors. Diseases of liver and Billiary System. 10%. Oxford:
Blackwell Science; 1997.p. 52021,

10. Leec WM. Drug - induced hepatotoxicity. N. Engl. J. Med, 1995,
333:1118.

235






