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Fever of Unknown Origin? Ask About House Pets
B Y  G R E G  M U I R H E A D

Contributing Writer  

M A U I ,  H AWA I I —  “ Ask about pets in
every febrile patient you see” was one of
the take-home messages from Dr. Jay M.
Lieberman as he discussed infections you
can get from your pets. 

And in particular, he said, “Consider cat-
scratch disease in any patient with fever of
unknown origin who has contact with
cats—particularly if they’re kittens.”

He presented several cases of children
with prolonged fevers who remained with-
out a diagnosis, de-
spite extensive eval-
uations, until the
possibility of cat-
scratch disease was
entertained and a
history of contact
with kittens was
obtained. The diag-
nosis of cat-scratch
disease often can be
made from the history and physical ex-
amination, and serologies may not be re-
liable, Dr. Lieberman said at a meeting
sponsored by the University Children’s
Medical Group and the American Acade-
my of Pediatrics.

Kittens are more likely to cause cat-
scratch disease than are older cats. The dis-
ease is caused by Bartonella henselae, and
approximately 40% of cats are bacteremic
with the organism, explained Dr. Lieber-
man, professor of clinical pediatrics at the
University of California, Irvine. 

Cat-scratch disease is transmitted to hu-
mans through scratches, licks, or bites
from kittens, less often from older cats,
and sometimes from dogs. 

A primary papule may be seen 3-12
days after inoculation time, followed 7-60
days (average 12-14 days) later by region-
al lymphadenopathy that may suppurate
or regress over 2-4 months. Lym-
phadenopathy usually involves the nodes

that drain the site of inoculation. Fever oc-
curs in half of patients, and malaise,
anorexia, and headache also may occur. 

The area around the nodes may be non-
inflamed but can be warm, tender, and
erythematous, Dr. Lieberman said at the
meeting, which also was sponsored by
California Chapter 2 of the AAP. As many
as 30% of nodes will suppurate sponta-
neously. 

Atypical presentations of cat-scratch
disease included prolonged fever/fever of
unknown origin, granulomatous hepati-
tis, conjunctivitis with preauricular

adenopathy (Pari-
naud’s oculoglan-
dular syndrome),
encephalopathy/
encephalitis, os-
teomyelitis, and oc-
ular disease.

Although pa-
tients may be treat-
ed with rifampin or
gentamicin or

t r i m e t h o p r i m - s u l f a m e t h ox a z o l e
(TMP/SMZ), or a combination of anti-in-
fectives, Dr. Lieberman does not routine-
ly recommend their use. “In general, we
have not treated our patients with an-
timicrobial therapy,” he said. “Most pa-
tients do not require specific therapy, and
the illness resolves on its own.” 

One prospective randomized trial of
azithromycin vs. placebo found a signifi-
cantly greater decrease in lymph node
size in azithromycin-treated patients at 30
days, but there was no significant differ-
ence thereafter (Pediatr. Infect. Dis. J.
1998;17:447-52).

Dr. Lieberman then discussed other in-
fections that can be acquired from pets:
� Dog- and cat-bite wound infections.
Approximately 5%-15% of dog bites lead
to infections, as do 20%-50% of cat bites.
Pasteurella species, short gram-negative
coccobacilli that are part of the normal flo-
ra of cats and dogs, are isolated from 75%

of infections from cat
bites and 50% of infec-
tions from dog bites.
Pasteurella organisms
are not susceptible to
cephalexin or di-
cloxacillin, he said. 

To help prevent infec-
tion from bites, wounds
should be cleaned, de-
brided, and closed. Bite
wounds should be
reevaluated in 1-2 days.
When indicated, there
may be a need for
tetanus and/or rabies
prophylaxis.

Antibiotic prophylax-
is is indicated for punc-
ture wounds (including
all cat bites), bites over
tendons, joints, and bone; bites on the face
and/or genitals; bites involving an im-
munocompromised person; and bites that
cannot be well cleaned and debrided. An-
tibiotic prophylaxis, when indicated, may
be used for 48-72 hours.

Amoxicillin-clavulanate is the antibiotic
of choice for prevention or treatment of
animal bite wound infections, he said. Al-
ternatives include a combination of
cephalexin or dicloxacillin and penicillin V
or a combination of clindamycin and
trimethoprim-sulfamethoxazole. 
� Rat-bite fever. This is “caused by Strep-
tobacillus moniliformis, an unusual gram-
negative pleomorphic rod. It is normal oral
flora in rats and can be excreted in rat
urine. Humans are infected after a bite or
scratch—or kiss—from an infected rat, or
after handling a rat or ingesting food or wa-
ter contaminated with rat excreta,” ex-
plained Dr. Lieberman. 

There is an incubation period of 2-10
days, followed by rapid onset of fever,
chills, headache, and myalgia. Rash may de-
velop 2-4 days after the onset of fever. The
rash usually is maculopapular, often in-

cluding the palms of hands and soles of
feet, and it may evolve into petechiae, pur-
pura, and vesicles. About half of patients
develop an asymmetric septic polyarthritis.
Dr. Lieberman described three children
with rat-bite fever seen at his hospital over
the past several years, all of whom pre-
sented with fevers, polyarthritis, and the
characteristic rash, which was most promi-
nent on the soles of the feet. 

The treatment of choice is penicillin G.
� Salmonellosis. About 3% of U.S. house-
holds have reptiles, most commonly
lizards, snakes, and turtles. Tortoises are
chronic, intermittent shedders of Salmo-
nella, and the Centers for Disease Control
and Prevention estimates that more than
70,000 reptile-associated U.S. cases of sal-
monellosis occur each year, Dr. Lieberman
said. Reptiles should be kept out of child
care centers and households in which chil-
dren are younger than 5 years or im-
munocompromised people live, he noted. 

Dr. Lieberman disclosed that he is a
consultant and a member of the speakers’
bureaus for GlaxoSmithKline, Sanofi Pas-
teur, and Merck & Co. ■

Lymphadenopathy usually involves the nodes that drain
the site of inoculation. Fever occurs in half of patients. 
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Cat-scratch
disease can be
transmitted to
humans by kittens,
older cats, and
sometimes dogs.

DR. LIEBERMAN

Fever Plus Abdominal Pain May Indicate CSD Complication
B Y  B R U C E  J A N C I N

Denver Bureau

A S P E N ,  C O L O.  —  Hepatosplenic cat-scratch disease
is a diagnostic possibility worth bearing in mind in a child
with fever of unknown origin and prominent abdominal
pain, Dr. Karen Dahl said a conference on pediatric in-
fectious diseases sponsored by Children’s Hospital, Den-
ver, and the University of Colorado.

“Hepatomegaly is seen about half the time in these pa-
tients. Splenomegaly is even less common. Typically, liv-
er function tests are normal. So it’s a little bit of a silent
disease except for the pain they may have, which may
cause you to pursue ultrasound for other possible diag-
noses,” noted Dr. Dahl, chief of the pediatric infectious
disease division at Helen DeVos Children’s Hospital,
Grand Rapids, Mich.

The literature suggests that children with hepatosplenic
cat-scratch disease (CSD) benefit from prompt antimi-
crobial therapy, which shortens the duration of fever, al-
though these are retrospective nonrandomized studies,
she added.

Dr. Dahl noted that in one series of 19 patients with
hepatosplenic CSD with serologically confirmed Bar-

tonella henselae infection, 13 had microabscesses of both
liver and spleen, while the remaining 6 were evenly di-
vided between those with lesions of one organ or the
other. None of the patients had a solitary lesion.

All 19 patients had an elevated erythrocyte sedimen-
tation rate. Thirteen presented with abdominal pain,
mostly left-sided, although the chief complaint in all 19
patients was fever of 1-4 weeks’ duration. Only five pa-
tients had lymphadenopathy. None had the classic CSD
inoculation site papule. 

All patients were treated with gentamicin, rifampin,
and/or trimethoprim/sulfamethoxazole in various com-
binations. Defervescence occurred within 1-5 days after
starting therapy, even in patients with prolonged fever. The
fastest response was seen with rifampin monotherapy at
15-20 mg/kg per day (Clin. Infect. Dis. 1999;28:778-84).

The largest published CSD treatment study involved
268 patients with a mixed bag of disease manifestations.
Fourteen antimicrobials, including various cephalosporins
and penicillins, were identified as being of little or no val-
ue in the retrospective study. 

Indeed, only four agents were deemed effective by in-
vestigators: rifampin, ciprofloxacin, gentamicin, and
trimethoprim/sulfamethoxazole. Response rates ranged

from a high of 87% with rifampin to 58% with trimetho-
prim/sulfamethoxazole (Pediatr. Infect. Dis. J. 1992;
11:474-8).

However, azithromycin wasn’t among the drugs in-
cluded in this study. And it so happens azithromycin
showed significant efficacy in the only randomized dou-
ble-blind placebo-controlled trial ever conducted in CSD.
The study, which involved 29 patients with CSD chronic
lymphadenopathy, showed 7 of 14 patients who received
a 5-day course of azithromycin had a significant reduc-
tion in lymph node size within 30 days, compared with
1 of 15 on placebo (Pediatr. Infect. Dis. J. 1998;17:447-52).

These studies—all of which are old, small, and/or un-
controlled and retrospective—highlight the shortcomings
of the CSD literature.

“In some ways you can’t go wrong with cat-scratch dis-
ease; the literature will support you no matter what you
choose to do,” Dr. Dahl quipped. “The most important
thing is to keep your index of suspicion high if you live
in an area where cat-scratch disease is common. Don’t
necessarily exclude cat-scratch because there’s no lym-
phadenopathy or they don’t tell you they’ve been
scratched by a kitten. Your serologic diagnosis will be
very useful.” ■


