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Sir,

I

have read the case report titled,
“Neoplastic Fever - All who shivers
are not infected” written by Sharma YB
et al. 1 with great interest. The authors
suggest that any case presenting with
acute fever not responding to standard
line of treatment and having all primary
routine investigations normal, work
up for neoplasm as a cause of fever
should be kept in mind. 1 However,
there are few clarifications needed for
the common readers, which I would
like to highlight.
First of all, clinician commonly
refers to any febrile illness without
an initially obvious aetiology as fever
of unknown origin (FUO). 2 Now a
day as better diagnostic techniques;
including CT and MRI are widely
available, only the cases that are more
difficult to diagnose continue to meet
criteria for classical FUO. The authors
had mentioned in their conclusion
about ‘acute fever not responding to
standard line of treatment’. I would like
to emphasise here that there is nothing
like standard line of treatment for
FUO, instead the treatment should be
individualised. Now looking in to this
particular case antibiotic (ceftriaxone)
and antimalarial (artesunate), both
treatments were started as empirical
on presentation. Then after two days
just because fever was not subsided
even in absence of vital-sign instability
change of antibiotic (ceftazidime) and
a n tim alarial (qu inine ) wer e do ne.
This approach was not explainable.
As we know that both antibiotics are
third generation cephalosporins and
the major difference is useful activity
against pseudomonas aeruginosa
for ceftazidime. So, whether authors
suspected this particular organism
clinically, which led them to switch
over to this molecule was not specified
(as per authors they considered
higher antibiotic but actually one
of parameter to select antibiotics
is suspected organism/spectrum of
organisms). Similarly in this particular
case patient’s peripheral smear for

malaria parasite was already negative,
total count was raised (which is unusual
for malaria) and there was no reason to
suspect artemisinin resistance malaria;
but still antimalarial was changed,
which is also not convincing.
The emphasis in patients with
F U O i s o n c o n t i n u e d o b s e r va t i o n
and examination, with the avoidance
of “shotgun” empirical therapy.
T h e a n t i b i o t i c t h e r a p y , ( e ve n f o r
tuberculosis) may irrevocably alter the
ability to culture fastidious bacteria or
mycobacterium and delineate ultimate
cause. However, vital-sign instability
or neutropenia is an indication for
empirical therapy. 2 Similarly as per
WHO guideline artimisinin should not
be used as monotherapy, as this will
promote resistance to this critically
important class of antimalarials. It
is also recommended that if malaria
is suspected clinically and decision
to treat is made, then a full effective
treatment which has been started
should be completed even the diagnosis
is not confirmed by test. 3
Second, the authors discussed
that in appropriate clinical settings,
therapeutic trials of antitubercular
drugs may be accepted. It is particularly
helpful in cases where there is a history
of prolonged low-grade fever with
evening rise along with raised ESR,
a positive tuberculin test. 1 However,
they themselves started empirical
antitubercular drugs in this particular
patient with a very short duration
of high-grade fever with negative
tuberculin test just considering high
ESR, which was also not convincing.
If the tuberculin test is positive or
if granulomatous hepatitis or other
granulomatous disease is present with
anergy (and sarcoid seems unlikely),
then only a therapeutic trial for
tuberculosis should be undertaken for
classical FUO, with treatment usually
continued for up to 6 weeks. A failure
of the fever to respond over this period
suggests an alternative diagnosis. 2
Third, authors discussed about
“naproxen challenge”, which may be
useful in evaluating prolonged fever
suspected to be of neoplastic origin.
H o we ve r , a u t h o r d i d n o t p r o v i d e
any references in support, which
can be useful in clinical practice.
Vanderschueren S et al.4 concluded that
naproxen test is not specific for tumorrelated fever and has no differential
diagnostic role in the work-up of a
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patient with prolonged unexplained
fever from their study. Ampel NM et
al. 5 also commented after reviewing
Va n d e r s c h u e r e n S e t a l . 4 a t N E J M
journal watch that although the study
was retrospective and few subjects had
a malignancy, the results indicate that
the naproxen test is neither sensitive
nor specific for distinguishing cancer
from other etiologies of occult fever.
This makes sense, since the antipyretic
mechanism of NSAIDs is independent
of the etiology of the fever.
On concluding my comments;
in my opinion the conclusion of
standard line of treatment for acute
unexplained fever; which was shown
in this case, cannot be recommended
as a general approach in routine
practice as discussed above. I also
opine that instead of in its presentation,
uniqueness of the case is actually lies
in its disease entity as anaplastic large
cell lymphoma (ALCL) is a rare type of
non-hodgkin’s lymphoma and primary
involvement in the central nervous
system of ALK positive ALCL, however,
is even rarer or exceptional. 6
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