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Fig. 1 Findings of MR images, pathology, and fundoscopic examination.
A and B: Axial MRI of the brain showed multiple high intense lesions in frontal lobe on FLAIR imaging. C and D: Axial MRI of the brain showed
low intense lesions in frontal lobe on T, weighted imaging. Part of lesions was enhanced with gadolinium on T, weighted imaging (arrow in D).

E and F: Hematoxylin-Eosin stain of specimen showed focal necrosis with lymphocytic infiltration (E) and pervascular cuffing (F), Bar = 100 pm.

G and H: Immunostaining for anti-HSV-2 antibody showed that there were numerous HSV-positive neurons (arrow in G) and macrophages

(arrow in H) in the cerebral cortex, Bar = 100 pm. I and J: Fundoscopic examination before foscarnet treatment. Severe vitreous opacity was

seen in the both eye. K and L: Fundoscopic examination after foscarnet treatment. Vitreous opacity was improved after foscarnet treatment.
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Table 1 Adult cases of acute retinal necrosis associated with herpes simplex encephalitis.
Interval of ARN Therapy in acute phase ]
Age Sex ARN onset from Type P Therapy in Outcome of Ref
g . haliti of HSV Antivirus Steroid  Ope chronic phase  visual acuity
meningoencephalitis therapy .
1 34 F NA 1 Acyclovir Oral - Blindness 4
2 63 M 1 Mo NA Acyclovir Pulse - Deteriorated 5
3 25 M L 1 Mo NA Acyclovir Oral + Acyclovir Vlsua(l) z;culty: 6
. 20/200 in
4 49 M L 24 Mo 1 Acyclovir Oral + - Snellen chart 7
5 47 M L 0.13 Mo NA Acyclovir Oral - - Light sence 8
Ganciclovir .
. . Finger
6 60 F Blt 0.75 Mo NA Acyclovir Pulse - Valacyclovir 9
movement
Foscarnet
Acyclovir Finger Our
7 55 M Blt Simultaneous 2 Ganciclovir Pulse - Valacyclovir 8
counting Case
Foscarnet

M: male, F: female, R: right, L: left, Blt: bilateral, Mo: month, ARN: acute retinal necrosis, HSV: herpes simplex virus, NA: not available,

Ref: reference, ope.: operation (3: prophylactic barrier laser photocoagulation, 4: pars palna vitrectomy with lensectomy, endolaser, silicone oil

tamponade).
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Abstract

Acyclovir resistant acute herpes simplex encephalitis associated
with acute retinal necrosis: A case report and review of the literature

Haruchika Ogura, M.D.", Jiro Fukae, M.D."”, Satoshi Kimura, M.D.",
Mikiko Aoki, M.D.?”, Kazuki Nabeshima, M.D.? and Yoshio Tsuboi, M.D.”

YDepartments of Neurology, Fukuoka University
“Department of Pathology, Fukuoka University

A 55-year-old man was admitted to our hospital for investigation of high fever, decreased consciousness and bilateral
visual impairment. His cerebrospinal fluid analysis revealed pleocytosis of mononuclear cells and an increased protein
concentration. FLAIR images revealed multiple high-intensity lesions in the frontal lobe, part of which was enhanced
with gadolinium. Despite initiating treatment with acyclovir and corticosteroids, his consciousness and visual acuity
deteriorated. Immunopathological examination of brain biopsies showed numerous herpes simplex virus type 2-positive
neurons and macrophages, leading to a diagnosis of herpes simplex encephalitis (HSE). Fundoscopic examination
revealed multiple foci of retinitis with vasculopathies, and inflammation in the anterior chamber and vitreous, indicating
acute retinal necrosis (ARN). Foscarnet treatment was initiated in place of acyclovir and his consciousness improved,
with a slight improvement in visual acuity. ARN is typically caused by a herpes virus infection limited to the eyeball, and
rarely in combination with HSE. In such cases, there is a latency of approximately 2—4 weeks between ARN and the
onset of encephalitis. Our case is unique in that HSE and ARN developed simultaneously, and it highlights that there
may not always be a latency between the onsets of the two disorders. Finally, foscarnet should be considered in cases of
HSE and ARN with acyclovir resistance.

(Rinsho Shinkeigaku (Clin Neurol) 2017;57:230-233)
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