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Central Nervous System Toxoplasmosis in 
HIV-1 Infected Patients with Persistently 
Normal CD4+ Cell Counts 

The seroprevalence of Toxoplasma gondii is high 
in Europe and consequently also the percentage 
of patients with AIDS who develop central nerv- 
ous system (CNS) toxoplasmosis. 

In a retrospective study (supported by grants of 
the National Institute of Health, Project No. 
8205-08) carried out on 772 patients with AIDS 
followed-up at our clinic from January 1985 to 
October 1992, we diagnosed 132 cases of CNS 
toxoplasmosis according to CDC guidelines (1). 
At the time of diagnosis, 118 patients had CD4+ 
cell counts lower than 200/tal, 14 had counts be- 
tween 200 and 350 cells/pl, and 4 had counts 
higher than 600 cells/lal. These four patients, two 
men and two women, all former i.v. drug abusers, 
had attended our clinic for at least 24 months 
before developing CNS toxoplasmosis, and all 
Were otherwise asymptomatic. The early neuro- 
logical symptoms included seizures in two 
patients and progressive headache and photo- 
phobia in the other two. 

In all patients brain CT scan showed hypodense 
lesions with peripheral annular enhancement in 
the temporal (case 1), occipital (case 2 and 4) and 
parietal (case 3)regions and in the hippocampus 
(case 4). Lesions were multiple except in one 
patient. 

These four individuals had detectable levels of 
lgG antibodies to Toxoplasma gondii in sera. In 
one patient an IgM response was also present. 
Chest x-rays and blood cultures showed no 
pathological findings in any of the patients. 

The acute episode in all patients was treated with 
a pyrimethamine/sulfadiazine combination. A 
loading dose of 50-75 mg of pyrimethamine was 
administered together with sulfadiazine at a daily 
close of 100 mg/kg. After six weeks of treatment, 
CT scan demonstrated that the CNS lesions had 
Completely disappeared in all patients. Since 
then, all four patients have been on long-term 
maintenance treatment with pyrimethamine 
(25 mg per day) and sulfadiazine (2 g per day). 
Their general condition to date is good, and their 
CD4+ cell counts remain higher than 600 cells//al. 

Central nervous system (CNS) toxoplasmosis in 
patients with AIDS has been reported to occur 
when CD4+ cell counts drop to 125//31 or lower (2, 
3). Encephalitis caused by Toxoplasma gondii has 
also been recognized to occur in patients under- 
going intensive immunodepressive therapy (4-6), 

but its occurrence in normal adults is rare (7). We 
suggest that CNS toxoplasmosis should be con- 
sidered when neurological symptoms occur in 
HIV-infected patients, even when they are other- 
wise healthy and have high CD4+ cell counts. 
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Atypical Bilateral Symmetric Erosive Chronic 
Polyarthritis in the Course of  Lyme Disease 

Lyme disease was first described in 1977 as an 
epidemic of oligo-arthritis in children who ap- 
peared to be suffering from chronic juvenile 
arthritis (1). Osteo-articular lesions may occur to 
a varying extent. They are generally charac- 
terized by brief but recurring asymmetric oligo- 
articular attacks of arthritis in the large joints or by 
migratory polyarthritis in both the large and small 
joints. Although infrequent, a symmetric sero- 
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negative polyarthritis similar to that of 
rheumatoid arthritis may be present in some 
cases (2). Overt arthritis appears in 60 % of un- 
treated patients, and chronic arthritis develops in 
10 % of these patients (2, 3), usually after at least 
a year of intermittent attacks (2). Even in these 
cases, the attacks are generally self-limited. 
Chronic forms of the disease may lead to erosions 
(3, 4) and, less frequently, to permanent disability 
(3). We report an atypical case of chronic arthritis 
that developed in the course of Lyme disease. 

The subject was a 15-year-old female who com- 
plained of fever, malaise and pain in her joints, 
which showed no signs of inflammation. Accord- 
ing to the patient, a tick had bitten her on the right 
knee one month before. Investigations done at 
the onset of the illness showed no significant ab- 
normality and the patient was prescribed treat- 
ment with 100 mg doxycycline twice daily for ten 
days and 3 g aspirin per day. Approximately 15 
days after the skin lesion had appeared, the 
patient was hospitalized with migratory poly- 
arthritis affecting her wrists, fingers, knees, 
ankles and feet. Test results were normal for nor- 
machromic normocytic anemia, thrombocytosis, 
total and differential leucocyte counts; the 
erythrocyte sedimentation rate was 100 ram. Ad- 
ditional tests showed normal hepatic and renal 
function and normal electrolyte levels; the C- 
reactive protein level was 12 mg/dl. There was 
leucocyturia and urine cultures were positive for 
Proteus mirabilis. Tests for rheumatoid factor and 
anti-nuclear antibodies were negative; tests for 
HLA antigens were positive for A1, B8, CW2, 
DR5 and DQW2. Serological tests were nega- 
tive for Rickettsia conorii, Borrelia burgdorferi, 
Salmonella typhi, Salmonella paratyphi A and 
Salmonella paratyphi 11, Coxiella burnetii, 
Treponema pallidum, Leptospira spp., Yersinia 
enterocolitica 0:3 and 0:9, and Yersinia pseudo- 
tuberculosis T1. The ECG and thoracic and skele- 
tal x-rays were normal. Treatment was begun with 
600,000 U i.m. penicillin G every 24 h for ten days, 
60 mg prednisone daily with a gradually decreas- 
ing dose until discontinuation, and 3 g aspirin 
daily. At the end of this treatment clinical ex- 
amination showed complete recovery. 

Over the following three months, however, the 
patient suffered a progressive decline in her con- 
dition and was again hospitalized, this time with 
bilateral symmetric polyarthritis of the large and 
small joints with radiologic evidence of erosive 
symmetric polyarticular disease of the synovial 
joints (periarticular osteoporosis, marginal os- 
seous erosions and cysts, and diffuse loss of the in- 

Table 1~ Evolution of the antibody response to Borrelia 
burgdorferiin a patient with atypical polyarthritis. 

Test 
No. of days after tick bite 

30 45 90 240 

EIA negative negative positive positive 
Western blot, IgG negative negative positive positive 
Western blot, IgM negative negative positive negative 
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terosseous space). The test results were similar to 
those obtained on the previous occasion with the 
exception that an enzyme immunoassay (Platelia 
Lyme, Diagnostic Pasteur, France) showed 
elevated IgM and IgG levels for Borrelia 
burgdorferi. This was confirmed by Western blot 
(MarDx Diagnostics, USA), which revealed the 
presence of specific IgG and IgM (Table 1). In the 
case of IgM tests the serum was previously 
treated with Absorbent RF (Behring Institute, 
Germany). Tests for detection of non-treponemal 
antibodies (Rapid Plasma Reagin, Beckton- 
Dickinson, USA), antibodies against leptospira 
(Institute Pasteur, France) and Treponema pal- 
lidum hemagglutination (Cellognost, Behring In- 
stitute) were negative. The patient was treated 
with ceftriaxone 1 g i. m. twice daily for 21 days, 
deflazacort 15 mg daily and naproxen, 250 mg 
three times a day, and showed considerable im- 
provement. At present, eight months after finish- 
ing treatment, her articular disease is stable. 

This case of arthritis associated with Lyme disease 
is of particular interest for two reasons. Firstly, the 
illness took the form of bilateral symmetric 
chronic polyarthritis with osteo-articular erosions 
identical to those associated with rheumatoid 
arthritis. Secondly, there was complete absence of 
neurologic or cardiac complications, which is un- 
usual in European cases of Lyme disease. The 
diagnosis was based on the history of a tick bite, 
the serological findings and an excellent response 
to appropriate antibiotics. In confirmed cases of 
Lyme disease there appears to be a direct correla- 
tion between the patient's age at the time of the in- 
itial infection and the total duration of arthritis, 
which tends to be shorter in younger patients (5), 
as in our patient. The presence of chronic arthritis 
with erosion of the bones and joints (2-4) may be 
linked with immunogenetic factors, as suggested 
by the association found with HLA DR4 and DR2 
(5, 6). DR4 has been associated with a lack of 
response to antibiotic treatment, whereas DRw52 
may be associated with arthritic conditions of 
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short durat ion (7). Thus, in genetically pre- 
disposed individuals, the interaction of Borrelia 
burgdorferi, H L A  type II and certain T-cell recep- 
tors could be of critical importance for the type of 
immune response (6). This, however, was not the 
case in our  patient.  

The t reatment  of  arthritis in the third stage of 
Lyme disease is problematic (8). Since tetra- 
cyclines and penicillin G had been administered 
to our patient  previously, we decided to give 
ceftriaxone, which yielded excellent clinical 
results. The  antibody response to Borrelia 
burgdorferi can involve a response of both IgG 
and IgM. Other  studies have shown that some 
patients never  develop antibodies at a detectable 
level (9-13). In some patients IgM antibodies 
remain elevated throughout  the illness, i.e. the 
period of arthritis, (13, 14). Specific IgG antibody, 
on the o ther  hand, is generally not detectabte 
during the first weeks of illness, b u t  patients be- 
COme positive months later when arthritis occurs, 
and levels often remain high for years. Craft et al. 
(14) detected IgM antibody in some patients with 
arthritis even though IgG antibodies were clearly 
elevated. In our  study, both IgG and IgM levels 
were elevated when the patient presented with 
articular lesions. These results suggest that the 
persistence of specific IgM antibodies may also be 
associated with more severe forms of the disease. 
The mechanism behind this persistent response is 
still unknown, but  it may not necessarily require 
an intact spirochete (10). 

The findings in this study indicate the continuing 
need to investigate the possibility of Borrelia 
burgdorferi infection in all cases of chronic 
polyarthritis, with special at tention to those cases 
originally diagnosed as chronic juvenile arthritis. 
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Native  Valve Endocardit is  Caused  by  
Staphylococcus capitis 

Staphylococcus capitis, a coagulase-negative 
staphylococcus, is part  of the normal flora of  the 
skin of the human scalp, forehead,  eyebrows, face, 
neck and ears (1, 2). Recently, three cases of en- 


