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BE EFIE 57T REMETHS. HIV (human immunodeficiency virus) (Z349 % cART (combination antiretroviral
therapy) HICFRFMEREE T A HIRE L, BH MR THAIKMABERREBICRE L » £ 7. BERTP HIV-RNA »°
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LTI HIVEE TR L, BAMEEDWNE L8658 HIV-RNA OREM(EN Z 5 h iz 3 HIV EOREIRICH 25 T,
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Fig. 1 Brain MRI T, weighted images.
MRI showed multiple high-intensity lesions in the white matter of both bilateral frontal lobes and brain stem. TR 3,500.0 ms, TE
92.0 ms, ST 5.0 mm.

A )V A% HSV, VZV, EBV, HHV-6, HHV-7 & § X TR
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Fig. 2 Clinical course.

Although the patient had taken atazanavir, abacavir, and lamivudine for 2 years, the cognitive impairment developed 2 months prior
to admission. His MMSE was 22/30, and HIV-RNA was 5,200 copy/m! in cCSE The brain magnetic resonance imaging showed high
intensity areas in the white matter of the both frontal lobes and brain stem. Since the drug-resistance was revealed, the new
regimen of cART including raltegravir, zidovudine, and darunavir/ritonavir was introduced. Although his cognitive function
improved to be normal (MMSE 30/30) in 2 weeks, the high intensity area expanded. We thus performed a brain biopsy and
diagnosed as HIV encephalopathy. We continued the new regimen. Six months later, HIV-RNA turned to be undetectable in CSF
and the white matter lesion decreased. (ATV = atazanavir, 3TC = lamivudine, ABC = abacavir, RAL = raltegravir, AZT = zidovudine,
DRV/r = darunavir boosted by ritonavir).

Table 1 Overview of the anti-retroviral drugs and their CNS penetration effectiveness (CPE-score)w> .

4 3 2 1
NRTIs Zidovudine (AZT/ZDV) Abacavir (ABC) Didanosine (DDI) Tenofovir (TDF)
Emtricitabine (FTC) Lamivudine (3TC) Zalcitabine (ddC)
Stavudine (d4T)
NNRTIs Nevirapine (NVP) Delarvirdine (DLV) Etravirine (EVR)
Efavirenz (EFV)
PIs Indinavir/ritonavir (IDV) Darunavir/ritonavir (DRV) Atazanavir (ATV) Nelfinavir (NFV)
Fosamprenavir/ritonavir Atazanavir/ritonavir Ritonavir (RTV/RPV)
Indinavir IDV) Fosamprenavir (FPV) Saquinavir (SQV)
Lopinavir/ritonavir (LPV) Saquinavir/ritonavir
Tipranavir (TPV)
Entry/fusion inhibitors Maraviroc (MRV) Enfuvirtide (INN)
Integrase inhibitor Raltegravir (RGV)

NRTIs = nucleoside reverse transcriptase inhibitors, NNRTIs = non-nucleoside reverse transcriptase inhibitors, PIs = proton inhibitors.
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Abstract

HIV encephalopathy due to drug resistance despite 2-year suppression
of HIV viremia by cART

Hiroaki Sekiya, M.D.”, Michi Kawamoto, M.D.", Masaya Togo, M.D.”,
Hajime Yoshimura, M.D.Y, Yukihiro Imai, M.D., Ph.D.? and Nobuo Kohara, M.D., Ph.D.”

UDepartment of Neurology, Kobe City Medical Center General Hospital
“Department of Pathology, Kobe City Medical Center General Hospital

A 57-year-old man presented with subacute progression of cognitive impairment (MMSE 22/30). He had been
diagnosed as AIDS two years before and taking atazanavir, abacavir, and lamivudine. HIV RNA of plasma had been
negative. On admission, HIV RNA was 4,700 copy/m/ and 5,200 copy/m/ in plasma and in cerebrospinal fluid respectively,
suggesting treatment failure of cART. The brain magnetic resonance imaging showed high intensity areas in the white
matter of the both frontal lobes and brain stem. The drug-resistance test revealed the resistance of lamivudine and
abacavir. We introduced the CNS penetration effectiveness (CPE) score to evaluate the drug penetration of HIV drugs.
As the former regimen had low points (7 points), we optimized the regimen to raltegravir, zidovudine, and darunavir/
ritonavir (scoring 10 points). His cognitive function improved as normal (MMSE 30/30) in 2 weeks and HIV-RNA became
undetectable both in plasma and CSF in a month. In spite of the cognitive improvement, the white matter hyperintensity
expanded. To rule out malignant lymphoma or glioblastoma, the brain biopsy was performed from the right frontal lobe.
It revealed microglial hyperplasia and diffuse perivascular infiltration by CD8+/CD4- lymphocytes. No malignant cells
were found and the polymerase chain reaction analyses excluded other viruses. Considering the drug penetration to the
central nervous system is important for treating HIV encephalopathy.

(Clin Neurol 2014;54:721-725)
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