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Dear Editor,

Toxoplasmic encephalitis (TE) in patients with acquired im-
munodeficiency syndrome (AIDS) almost exclusively results
from reactivation of latent tissue cysts of Toxoplasma gondii
because of progressively deteriorating cellular immunity in
the hosts." Current treatment guidelines for TE recommend
pyrimethamine (PYR) plus sulfadiazine (SDZ) for initial ther-
apy of choice, and PYR plus clindamycin (CLD) for patients
intolerant of SDZ or who do not respond to PYR-SDZ, while
trimethoprim-sulfamethoxazole (TMP-SMX) for an alterna-
tive.! Of note, PYR has higher side effects (especially hema-
tologic toxicities) and higher price, and is not always readily
accessible in many countries.” PYR is reportedly no longer
available in retail pharmacies in the USA (https://clinicalinfo.
hiv.gov/en/news/notice-availability-pyrimethamine). This
underscore the importance of reports added to the not yet
pooled enough cases to clarify the potential therapeutic role
of TMP-SMX and TMP-SMX containing regimen against TE.

A 49-year-old woman with underlying AIDS and tetralogy
of Fallot was poorly compliant to antiretroviral therapy
(ART) and primary prophylaxis for Pneumocystis jirovecii
pneumonia (PJP) with TMP-SMX (80—400 mg) per day. She
first experienced severe headaches in September 2013
when her CD4-T lymphocyte count was 77 cells/uL. Brain
computed tomography (CT) and magnetic resonance imag-
ing (MRI) revealed ill-defined lesions in bilateral cerebrums,
with a midline left shift (Fig. 1, A-C); her anti-toxoplasma
immunoglobulin G (IgG) antibody was positive, and IgM
negative. It was clinically and radiologically improving
under treatment with TMP-SMX (5 mg/kg-25 mg/kg) per
12 h for 6 months. Treatment was then switched to sec-
ondary prophylaxis with TMP-SMX (80 mg—400 mg) per day.
However, she was again poorly compliant to medication,
and once declined follow-up serological evaluations.

https://doi.org/10.1016/j.jmii.2024.02.008

On 2016/03/22, the patient was presented to our
Emergency Services because of a 2-week sustained head-
ache and progressively altered consciousness. Her CD4-T
lymphocyte was 156 cells/pL, and HIV viral load 121,506
copies/mL. Brain CT (Fig. 1, D) and MRI (Fig. 1, E) disclosed
an ill-defined mass lesion over the right basal ganglia with
marked perifocal edema. Intravenous TMP-SMX (5 mg/kg-
25 mg/kg) per 12 h and CLD 600 mg per 6 h were adminis-
tered for an assumed relapsing TE. Mannitol and dexa-
methasone were tailored based on clinical responses. Her
altered consciousness improved one week later with
consistent findings in the follow-up brain CT (Fig. 1, F). The
patient was released after a 3-week hospitalization, and
oral-form TMP-SMX (5 mg/kg-25 mg/kg) per 12 h was pre-
scribed for continuous treatment on an outpatient basis.
Therapeutic TMP-SMX was switched to its secondary pro-
phylactic dosage 4 months later. Follow-up brain CT at 21
months later indicated continuous regressive change,
despite residual hypo-dense lesions over the right putamen
and right temporal lobe (Fig. 1, G).

When last seen on 2023/8/31, the patient was clinically
well, with CD4-T lymphocyte count of 396 cells/pL. This
case suggests that TMP-SMX plus CLD be effectively treat
acute TE. TMP-SMX alone was previously reported to be as
effective as PYR plus SDZ in the treatment of acute TE in a
randomized control trial with 77 patients included.® Focal
subacute neurological deficits and ring-enhancing brain
lesions in the basal ganglia are frequently encountered in
TE?; the earlier the diagnosis of TE, the better the outcome
is.* Unfortunately, small number HIV-infected patients
suffering TE are seronegative for T. gondii." Under these
circumstance, multiplex polymerase chain reaction (PCR)
assay targeting T. gondii may facilitate early diagnosis.’

When compared with PYR-containing regimens in
treating TE, in addition to less side effects and thereby
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Figure 1.  (A) Brain CT (2013/09/07) and (B) brain MRI (2013/
09/09) showed huge ill-defined lesions in bilateral cerebrums
(more prominent over the right one) with brain swelling and
midline shift to the left; (C) regressive brain lesions in follow-
up CT (2013/12/27). (D) Brain CT (2016/03/22) and (E) MRI
(2016/03/24) showed an ill-defined mass (about 36 x 27 mm)
over the right basal ganglia; (F) evolutionary brain CT imaging
(2016/04/14) was found after 3-week antitoxoplasmic treat-
ment, and (G) brain CT imaging (2018/01/05) found 21 months
later.

possible more tolerability and higher drug compliance,
lower drug cost, and easy accessibility, TMP-SMX with its
parenteral formulation available for subsequent second-
ary prophylaxis, simultaneously offers cross-protection
against PJP in such an immunocompromised patient.’
This report suggests that TMP-SMX plus CLD merit a well-
controlled clinical trial to consolidate evidence of the
effectiveness of this antibiotic combination in the treat-
ment of TE.
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