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S u m m a r y 

A for ty-e ight y e a r - o l d m a l e wi th a m o e b i c l iver a b s c e s s b e c a m e 
e n c e p h a l o p a t h y 3 d a y s fo l lowing ora l m e t r o n i d a z o l e . 
Withdrawal o f t h e d r u g led to p r o m p t r e so lu t i on o f all 
e n c e p h a l o p a t h y s y m p t h o m s . 

R e s u m e 

U n h o m m e a g e d e q u a r a n t e - h u i t a n s p r e s e n t a n t u n a b s c e s du 
fois du a I ' a m i b i a s e es t d e v e n u t a n c e p h a l o p a t i q u e 3 j o u r s a p r d s 
le d e b u t d ' u n t r a i t e m e n t h la m e t r o n i d a z o l e . L ' a r r e t du 
t r a i t emen t a a b o u t i t a la d i s p a r i t i o n r a p i d e d e tous les 
s y m p t o m e s a n c e p h a l o p a t i q u e s . 

I n t r o d u c t i o n 

M e t r o n i d a z o l e is a n i t r o i m i d a z o l e a n t i - m i c r o b i a l c o m p o u n d 
used in t r ea t ing i n f e c t i o n s a n d in fe s t a t i ons c a u s e d by a n a e r o b i c 
b a c t e r i a a n d s u s c e p t i b l e p r o t o z o a . N e u r o l o g i c s ide e f f e c t s 
p r e v i o u s l y a t t r i b u t e d to m e t r o n i d a z o l e inc lude s e n s o r y 
p o l y n e u r o p a t h y [1 -3 ] , a t a x i a (4) , c e r e b e l l a r i n ju ry (5] and 
c o n v u l s i o n (6) . W e d e s c r i b e h e r e a c u t e e n c e p h a l o p a t h y 
a s s o c i a t e d w i t h m e t r o n i d a z o l e t h e r a p y in a pa t ien t wi th 
a m o e b i c h e p a t i c a b s c e s s . 

C a s e p r e s e n t a t i o n 

A 4 8 y e a r - o l d m a n w h o w a s d i a g n o s e d h y p e r t e n s i v e a n d w h o s e 
b l o o d p r e s s u r e w a s s a t i s f a c t o r i l y c o n t r o l l e d o n a da i ly tablet o f 
( a m i l o r i d e / t h i a z i d e c o m b i n a t i o n ) , p r e s e n t e d in hosp i t a l wi th 
fever , r i g o r s , m a l a i s e , r i gh t u p p e r q u a d r a n t a b d o m i n a l pa in , 
p r o f o u n d a n o r e x i a a n d p r o g r e s s i v e w e i g h t loss o f 4 w e e k s 
d u r a t i o n . H e a l s o h a d a 10-day a n t e c e d e n t h i s to ry of foul -
s m e l l i n g , w a t e r y , n o n - b l o o d , a n d n o n - m u c o i d s too l s w h i c h 
r e s p o n d e d ini t ia l ly to o ra l t e t r acyc l ine therapy . H e did not take 
a l c o h o l . 

O n c l i n i c a l e x a m i n a t i o n , he w a s c h r o n i c a l l y i l l - looking, 
w a s t e d , a n d f e b r i l e ( T e m p . 3 8 . 6 ° C ) . T h e r e was a t e n d e r and 
s m o o t h , b u t f i r m h e p a t o m e g a l y wi th n o bru i t o n a u s c u l t a t i o n . 
Dig i t a l r ec t a l e x a m i n a t i o n w a s n o r m a l . B l o o d p r e s s u r e was 
1 3 0 / 8 0 m m H g . T h e r e w a s c a r d i o m e g a l y a n d a loud ao r t i c 
c o m p o n e n t o f t h e s e c o n d h e a r t s o u n d . 

S too l m i c r o s c o p y r e v e a l e d t r o p h o z o i t e s o f E. histolytica. 
T h e p a c k e d ce l l v o l u m e ( P C V ) w a s 3 6 % a n d total wh i t e cel l 
c o u n t w a s 10 x 10 9 /L w i t h n e u t r o p h i l o f 8 9 % , l y m p h o c y t e s 
1 0 % , a n d o e s i n o p h i l s 1 % . T h e e l e c t r o l y t e s a n d rena l f u n c t i o n 
t e s t s w e r e n o r m a l . T h e l ive r f u n c t i o n test s h o w e d an a lka l ine 
p h o s p h a t a s e level o f 3 5 i . u / L ( 2 0 - 9 1 ) , A L T of 2 9 i . u / L (0 -15 ) , 
a n d A S T o f 5 8 i . u / L ( 0 - 2 0 ) . T h e s e r u m a l b u m i n was 3 9 g / L 
( 3 5 - 5 8 ) . T h e c h e s t X-ray s h o w e d s ign i f i can t e l eva t ion o f the 
r igh t d o m e of t h e d i a p h r a g m . 

T h e u l t r a s o n o g r a p h s h o w e d a l a rge cav i ty in the p o s t e r o -
s u p e r i o r p a r t o f t h e r i gh t l o b e o f the l iver . T h e d i a g n o s i s o f 
a m o e b i c l i ve r a b s c e s s w a s m a d e a n d the pa t i en t w a s p l a c e d o n 
o ra l m e t r o n i d a z o l e 4 0 0 m g 8 hour ly . H e b e c a m e res t l e s s , 
c o n f u s e d , a n d d i s o r i e n t e d o n t h e 4 th day o f ini t ia t ing therapy . 
T h e r e w e r e n o o t h e r p r e d i s p o s i n g c o n d i t i o n s fo r the o b s e r v e d 
n e u r o l o g i c findings. H e w a s not t ak ing o t h e r m e d i c a t i o n . A 
c o m p u t e r i z e d t o m o g r a p h y ( C T ) of t h e b r a i n a n d c e r e b r o - s p i n a l 
f luid a n a l y s i s w e r e n o r m a l . H o w e v e r , C T of l iver 
c o r r o b o r a t e d t h e u l t r a s o n g r a p h i c finding. 

M e t r o n i d a z o l e w a s w i t h d r a w n a n d the e n c e p h a l o p a t h y 
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c l e a r e d wi th in 4 days . H e was , h o w e v e r , r e - c h a l l e n g e d wi th 
m e t r o n i d a z o l e 2 days a f t e r c o m p l e t e r e c o v e r y f r o m the 
e n c e p h a l o p a t h y . H e r e -deve loped a n o t h e r e p i s o d e of the a c u t e 
c o n f u s e d s ta te . M e t r o n i d a z o l e was t h e n s t o p p e d c o m p l e t e l y 
wi th the e n c e p h a l o p a t h y c l e a r i n g a g a i n wi th in 3 days . T h e 
nat ient w a s even tua l ly t rea ted wi th c h l o r o q u i n e fo r 3 w e e k s 
and was d i s c h a r g e d f r o m hospi ta l 2 w e e k s a f t e r s t o p p i n g 
m e t r o n i d a z o l e therapy. T h e fo l low-up e x a m i n a t i o n 4 w e e k s 
a f t e r d i s c h a r g e revea led no a b n o r m a l i t y . 

D i s c u s s i o n 

M e t r o n i d a z o l e h a s b e e n p roved to b e a n e f f e c t i v e d r u g in 
a m o e b i a s i s e v e n t h o u g h o c c a s i o n a l r e s i s t a n c e to t h e d r u g h a s 
b e e n r e p o r t e d (7-10] . T h i s pa t i en t r e c o v e r e d c o m p l e t e l y f r o m 
the a c u e e n c e p h a l o p a t h y a f t e r the m e t r o n i d a z o l e w a s 
wi thdraw. ! , t hus s u p p o r t i n g the d i a g n o s i s o f i n e t r o m d a z o l e -
induced a<. u te e n c e p h a l o p a t h y . 

Acute neuro tox ic i ty a s s o c i a t e d wi th m e t r o n i d a z o l e 
therapy in a n a e r o b i c in fec t ions h a s p r e v i o u s l y b e e n d e s c r i b e d 
(5). Howeve r , a c u t e e n c e p h a l o p a t h y a s s o c i a t e d wi th 
me t ron idazo l e the rapy in a m o e b i a s i s in th i s e n v i r o n m e n t is 
u n c o m m o n . Ii is k n o w n that the d r u g c r o s s e s the b l o o d b ra in 
b a r r i e r in h u m a n s . T h e C N S e f f ec t s d o not s e e m s to b e re la ted 
to hepat ic o r renal d y s f u n c t i o n o r to the level of m e t r o n i d a z o l e 
in the b lood o r c e r eb ro - sp ina l f l iud (6). F r y t a k et al. 111) d id 
not find any co r r e l a t i on b e t w e e n m e t r o n i d a z o l e a n d s e i z u r e 
d i so rde r s . 

f i l e m e c h a n i s m of neuro tox ic i ty of m e t r o n i d a z o l e is not 
prec ise ly k n o w n . It is pos tu la ted to be re la ted to b i n d i n g of 
me t ron idazo le o r its me tabo l i t e to n e u r o n a l R N A inh ib i t ing 
pro te in syn thes i s a n d , h e n c e , c a u s i n g a x o n a l d e g e n e r a t i o n 
| 2 . 1 2 ) . C e r e b e l l a r d a m a g e h a s a l s o b e e n f o u n d ( 1 3 . 1 4 ) . 
W h a t e v e r the m e c h a n i s m of e f f e c t s o n the C N S , fibre 
regeneration «s the ru l e [2] w h e n t h e r a p y is s t o p p e d . It is 
c o n c l u d e d , the re fo re , that m e t r o n i d a z o l e c a n c a u s e a n a c u t e 
c o n f u s e d state .n s o m e pa t i en t s t ak ing the d r u g a n d th is r epo r t 
is mean t to s t imu la t e a w a r e n e s s to this r a t h e r ra re ly r e p o r t e d 
e f fec t . 

A c k n o w l e d g e m e n t s 

T h e secre ta r ia l a s s i s t ance of M r . I s aac A d e b a y o a n d M r . 
M . B . O g u n d i r a n is a c k n o w l e d g e d . 
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