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Fig. 1 MRI of the brain at the onset of blindness.
There is abnormally high signal intensity in the splenium of the corpus
callosum on diffusion-weighted imaging (axial, 1.5 T; TR 4,100 ms,
TE 95 ms; b value = 1,000 s/mm®). This study also showed normal
apparent diffusion coefficient values and isointense on T,-weighted
imaging, hyperintense on T,-weighted imaging and FLAIR imaging.
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Fig. 2 MRI of the brain on 26 days after chemotherapy.

There is abnormally high signal intensity in the bilateral deep white matter in the cerebrum (A, B) as well as the optic nerves (arrow), mid-
brain, pons, medulla, and cerebellum (C, D, E, F) on DWI (axial, 1.5 T; TR 4,100 ms, TE 95 ms; b value = 1,000 s/mm?®). This study also showed
low apparent diffusion coefficient values (axial, 1.5 T; TR 4,100 ms, TE 95 ms; b value = 1,000 s/mm®) (G) and high intensity on T,-weighted
(axial, 1.5 T; TR 4,150 ms, TE 92 ms) (H) and FLAIR images (axial, 1.5 T; TR 9,000 ms, TE 98 ms) (I) for these lesions. T;-weighted image
(coronal, 1.5 T; TR 558 ms, TE 9.9 ms) showed isointensity for these lesions (]).
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Fig. 3 Coronal section of the cerebral hemisphere.
A: Gross pathology, bar = 1 cm. B: Kliiver-Barrera stain, bar = 50 mm. C: Hematoxylin-eosin stain, bar = 50 pm.
Gross appearance (Panel A) shows marked swelling of the white matter with narrow ventricles. Microscopically,
staining intensity is decreased in the white matter, sparing U fibers (Panel B). Multiple vacuolar alterations are
evident in the white matter (Panel C).

Bodian J¢tt TIZFEFEIROEZE IZ B RN THB Y, EEEK
oz, ZERIdERBEPIC e AR Lz i P
121E, SR Y SBRREIERED o7z R R T
X, EfflicbiznIn) el a7y — Uk
By A b A bOWMAHEECTH - 72 (Fig. 4). HAREIC
b PG OF A R T 2 RO 72 MM R P, 18,
R TN NN N = Rl T P R T 1 A
Tz FED 72,

z =

MRI I, BFICRRE L7-9RZECRHE L, 10 H [ CRuRIH
1T L7 EERREDREBI T d B . JEH 2 IR HEEH 2> 2 e BRI L2 31k
HoTBY, KLV LR HEEORELSE 2 b, ik
OO PR LR, BHIZLbhHEEER
W3 & LT, 5-FU % 7213 metronidazole, oxaliplatin %% z
SN CRHHEHITIEOT IS FEREOREHEH ) 2,
BEEICER T A Z L IEWEECTH B, L L, BBl L9 12 DWI
TR IZEESOWE % 723 2 £ 14, 5-FU & metronidazole
TSN TWBA Y oxaliplatin TOHE IFFH 728 T
&7\, F 72 oxaliplatin (2 & 2 FUEBEIX, 5-FU IZHA~VHED
g, Gt T, REIOHERAEIL 5-FU % 7213 metronidazole
DG EZ LN,

5-FUIZ & 2 FBENIE L, ZDFFEARTH LI IVET — LR

THT=WIZEDbDOPEZTHY, £ ENRFAKBL 7 A
P52 ACRIET S, LarL, 5-FUDFHEIC L b &tkicH
ERE % B LGRS T E PO AEAE &
ELED, AHEEOVOPRESATWE Y™ %
CIXBIEHREA P A 2 VHTORET, FHHIRIZLD
WEL L DMENLZ VDS, FETHLH LY. L Liads,
5-FU IZ & 2 FVEE OB BGET 2 #el L 72 b o3 2
W BRICEHERTIIE L AL WS, AIVET =), TH T —
W T OFEDAI & v D d 5. Ohara 5 13 HERHI
1012 &EL 8B (7 HT7—IV2Bl, HNVET—IVA4HBI, TH
T=IVEANVET=IVOME S 16, 5-FULH) I2onwTFE
HDTHELTWE Y, Zhuck s s, KNEEORFRED R
O T A% O, Udiber IZR7-N A EAINH -7, F
c, B EERIL L QICEE SN L DS, MO ENS LD
W2 & o 72, 5-FU L2 & 2 B O REE 2D T B SR
TOLRENTHED Y, +)TFY Fad A hoEESKET &
LTEZLNTWE Y, KEITIE, HEOELLBHORE
& FRUCH LERERDMEZZ T B B, U-fiber ASBHIR 72
N5 Rz ERFERE & ol gAY R 51, 5-FUIC & 521k
EEZTHIFELR . L L—hT, B Cldenl ¢
EANRIE IRz T WS, RBITIHAHEPICEE STV
WA 5T D, F72RBITIE, 5-FUOHGH3H 11

Z DRREHEITET L T2 SAFERII TS 1), 5-FU HEMOD



5-FU & XA b= — LBz Ta

AETEOFVERMEZ 2 L7z 16 58 : 121

Fig. 4 Pathological features of the splenium of the corpus callosum.

A: Gross pathology, bar = 1 cm, inlet: splenium, Kliiver-Barrera stain. B: Kliiver-Barrera stain, bar = 25 pm. C:

Bodian stain, bar = 25 pm. D: CD68 antibody immunostaining, bar = 25 um. Pathologically, the splenium is swollen

(Panel A), and presents pale myelin staining (inlet). Multiple vacuolar alterations are evident (Panel B). The axons

are less impaired (Panel C). CD68-positive cells are present (Panel D).
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Abstract

A case of acute leukoencephalopathy induced by a combination of 5-fluorouracil and metronidazole

Tatsuya Fukumoto, M.D.”, Fumiaki Katada, M.D.", Susumu Sato, M.D.",
Hidehiro Shibayama, M.D.", Shigeo Murayama, M.D.” and Toshio Fukutake, M.D."

YDepartment of Neurology, Kameda General Hospital
“Department of Neurology, Tokyo Metropolitan Geriatric Hospital

We describe a 66-year-old woman who received folinic acid, leucovorin, fluorouracil and oxaliplatin for advanced
rectal carcinoma. These drugs were initiated on day 1, and a pelvic abscess was identified on day 7. Piperacillin-
tazobactam was initially administered, but was changed to ceftriaxone and metronidazole on day 14 on the basis of
antimicrobial susceptibility testing. On the following day, the patient reported blindness, and MRI of the brain showed
signal abnormalities in the splenium of the corpus callosum on DWI, suggestive of metronidazole encephalopathy.
Although the total body exposure was 2 g, metronidazole was discontinued. The patient developed coma a few days later,
and MRI of the brain on day 26 showed high signal intensity extensively involving the white matter in the cerebrum as
well as the brainstem and cerebellum. She died 37 days after the initial administration of the chemotherapy. Pathological
studies demonstrated decreased staining intensity in the myelin sheath and multiple vacuolar alterations, consistent with
toxicity induced by metronidazole and fluorouracil. Care should be taken when administering a combination of these
drugs, even if the total body exposure to each drug is limited.

(Rinsho Shinkeigaku (Clin Neurol) 2018;58:118-123)
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