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(i) EEG in the acute critical period
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(ii) EEG after clinical improvement
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EEG (electroencephalogram) during hospitalization.

An EEG (i) was recorded two days after admission when the patient was of JCS II-30. It showed the periodic synchronous discharges (PSDs)

occurring every 1-2 sec almost continuously throughout the recording. An EEG (ii) was recorded after hemodialysis, when the consciousness

improved. PSDs disappeared, and the posterior dominant rhythm of 7 Hz appeared.
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Tablel New EEG Terminology proposed by ACNS (American Clinical Neurophysiology Society) in 2005.

~ Terminology Possible disease

PDs L Suppression-burst patterns
(Periodic Discharges)

Lateralized PDs
(LPDs)

PSIDDs (periodic short-interval diffuse discharges)
conventional PSD of 0.5-4s interval

PLIDDs (periodic long-interval diffuse discharges)

Generalized PDs conventional PSD of 4-30s interval
(GPDs) Triphasic Wave

CJD (Creutzfeldt-Jakob
disease)

SSPE (subacute sclerosing
panencephalitis)

Metabolic
encephalopathies
(particularly hepatic
encephalopathy)

anoxia, toxic, drug
overdose

- Terminology Possible disease

PLEDs (LPDs), BiPLEDs (BIPDs)

acute destructive lesion (Stroke, Hematoma),
infection disease (Herpes encephalopathy),
acute progressive brain tumor/abscess,
metabolic encephalopathy,

NCSE (non-convulsive status epilepticus),
EPC (epileptioc partial continua), etc

(This table is modified from Hirch L] et al., J Clin Neurophysiol. 22(2): 128-35, 2005.)

AT L, BN~ & COLIRREITA % 23 - Mk FIE.
AR - RAG R  RHAMERREE (B0, (B > BRgEir
AEECRL AR ELE  ORHAMERREEE (B, HIER 797 v 23
A7 74 (B, KFERE B), UCB ¥V v/8r
e - DI BRI : HARX D7 1 27 Ak Stt, BLEFl
it el
et (BHEh) M R S92V - A7 T4 ()
SRR G RE - WHIESR  rT7v c AI AT T4 Y (), KE

Lk (), 2—Y—E—TY /8y, HANRETLHE ()

X "

1) Kristen B, William K, Giorgio T, et al. Neurotoxicity associated
with standard doses of valacyclovir in renal insufficiency. Hosp
Pharm 2011;46:774-778.

2) Asahi T, Tsutsui M, Wakasugi M, et al. Valacyclovir neuro-
toxicity: clinical experience and review of the literature. Eur J
Neurol 2009;16:457-460.

3) Kambhampati G, Pakkivenkata U, Kazory A, et al. Valacyclovir
neurotoxicity can be effectively managed by hemodialysis. Eur
J Neurol 2011;18:e33.

4) Linssen-Schuurmans CD, van Kan EJ, Feith GW, et al.
Neurotoxicity caused by valacyclovir in a patient on hemodialysis.
Ther Drug Monit 1998;20:385-386.

5) Helldén A, Lycke J, Vander T, et al. The acyclovir metabolite
CMMRG is detectable in the CSF of subjects with neuropsychiatric
symptoms during acyclovir and valacyclovir treatment. ]
Antimicrob Chemother 2006;57:945-949.

6) Gallagher RM, Kirkham JJ, Mason JR, et al. Development and
inter-rater reliability of the Liverpool adverse drug reaction
causality assessment tool. PLoS One 2011;6:€28096.

7) Andraus ME, Andraus CE Alves-Leon SV, Periodic EEG patterns:
importance of their recognition and clinical significance. Arq
Neuropsiquiatr 2012;70:145-151.

8) Begum T, Ikeda A, Yoshioka A, et al. Rapid recovery from coma
with multifocal PLEDs in a patient with severe dementia and
transient hypoxemia. Intern Med 2006;45:823-826.



NG YOI K B — @O IR R CE 2 ) SERIERE 7 & 72 L 2 miln e Bl 56 : 507

Abstract

Periodic synchronous discharge occurred in an elderly
with acute valacyclovir-associated encephalopathy

Mitsuyoshi Nakatani, M.D."?, Mitsuhiro Tsukino, M.D., Ph.D.?,
Ryosuke Takahashi, M.D., Ph.D." and Akio Ikeda, M.D., Ph.D.”

UDepartment of Neurology, Graduate School of Medicine, Kyoto University
“Department of Neurology, Graduate School of Medicine, Juntendo University
“Department of Respiratory Medicine, Hikone Municipal Hospital
“Department of Epilepsy, Movement Disorders and Physiology, Kyoto University

An 81-year-old woman suffering from sarcoidosis, chronic renal failure caused by hypertention was treated by
valacyclovir 500 mg/day, for the diagnosis of herpes zoster of her right back. Her consciousness gradually became worse,
and 3 days after taking the drug, she was sent to the emergency department of the hospital. Her conscious level was
E2V2M5 (Glasgow Coma Scale) and myoclonus especially in her lower extremities occurred. Head CT and MRI show no
obvious, acute abnormal findings other than chronic ischemic lesions, while an electroencephalogram (EEG) shows
periodic synchronous discharges (PSDs) and disorganized background activity. Based on these findings, she was
diagnosed as valacyclovir-associated acute encephalopathy. After conservative therapy of maintenance hemodialysis, her
consciousness gradually improved, and PSDs disappeared accordingly and background activity of EEG became improved.
In this case report, we presented valacyclovir-associated neurotoxicity with PSDs in EEG as potentially a surrogate
marker. We should be cautious to use valaciclovir which may cause drug-induced encephalopathy especially in elderly or
patients with renal failure even though the dose was adjusted in advance.

(Rinsho Shinkeigaku (Clin Neurol) 2016;56:504-507)
Key words: valacyclovir, encephalopathy, chronic renal failure, electroencephalogram (EEG), periodic synchronous discharges
(PSDs)




