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ABSTRACT
Eighty apparently healthy and coccidia-free New Zealand white male rabbits (average weight of

774.69gm) were used. They were divided into eight equal groups in separate cages. The 1st group served
as the normal (negative) control rabbits.The 2nd group was orally administered 50mg secnidazole
!kg.B.wt., once a day, for 6 consecutive days. The 3rd group was orally administered 50mg amprolium
sulphate 20% /kg.B.wt., once a day, for 6 consecutive days. The 4th group was administered the
combination of the above two drugs (with the same doses and duration as in the 2nd and 3rd groups).
Each rabbit of the 5th, 6th, 7th and 8th groups was orally inoculated with infective dose of 5 x 10'
sporulated oocysts of Eimeria stiedae (E.Stiedae). The 5th group served as positive infected non-treated
control. The 6th group was treated with secnidazole. The 7th group was treated with amprolium sulphate
20%, and the 8th group was treated with the combination of both drugs (the doses and duration of drugs
as in the non infected groups). Haematological, serum biochemical, parasitological and histopathological
investigations were carried out at 15 days post E.Stiedae infection (7th day of drug treatments) and 25
days post infection (10th day post stopping of drug administration). Rabbits were weighed twice at 15
and 25 days post infection. Treatment of rabbits with the combination of secnidazole and amprolium 20%
elicited slight toxic effects than amprolium alone especially in the non-infected rabbits, but was the best
anticoccidial activity, followed by treatment with amprolium 20% alone which induced a moderate
toxicosis and a moderate anticoccidial activity. The secnidazole treatment showed the least toxicity; but
induced a significant anticoccidial activity (inspite of its least anticoccidial activity compared with the
other two systems of treatment). For achieving a better anticoccidial activity and least toxicity, we suggest
more trials for reducing doses and/or duration of treatment with a combination of amprolium and
secnidazole. Trials for field application of secnidazole as anticoccidial drug are suggested for more
evaluation.
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INTRODUCTION

The isolation of the antibiotic Azomycin
(2-nitroimidazole) from the streptomycete,
which showed trichomonocidal activity led to
the chemical synthesis and biological testing
ofplany other nitroimidazoles (1).

From the biologically active
Nitroheterocyclic compounds are the 2
nitroimidazoles and the 5-nitroimidazoles, and
from the biologically active 5-nitroimidazoles
are metronidazole (flagyl), Tinidazole,
omidazole, benzoylmetronidazole, nimorazole
and secnidazole (flagentyl) were used against
Entamoeba histolytica, Trichomonas vaginalis
and Giardia muris in rodent models (2).

The mode of action of nitroimidazoles
(which are electron acceptors) on the protozoa
and anaerobic bacteria is due to their reduction
of nitroreductase enzyme of the
microorganisms giving a reduced cytotoxic
product, which in tum reacts with DNA, and

Accepted 17/3/2005
consequently the DNA synthesis of the
microorganisms was inhibited causing their
death (3).

The role of 5-nitroimidazole
(metronidazole) for controlling coccidiosis in
animals and poultry was tested by several
authors. The highly satisfactory control of
coccidiosis outbreaks in rabbits by
metronidazole through reduction of hepatic
and intestinal lesions and clinical signs by the
oral dose level of 40mg/kg.B.wt. for 3 days, in
parallel with subcutaneous injection of
20mg/kg.B.wt. of 1% of its solution. No
significant toxic signs were observed(4).. The
metronidazole may be used for the control of
rabbit coccidiosis(5). In Egypt, Shaksllauk et
al. (6) compared the anticoccidial activity of
metronidazole (by oral dose of 25mgIL
drinking water), sulfaquinoxaline (oral dose of
25mgIL water) and Lasalocid (75ppm in
ration) in groups of Balady chickens. The
results indicated that all the three drugs
improved the body weight gain, feed
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Fig.(I): Liver sections of rabbits orally administered with 50mg/k.gB.wt. of secnidazole and/or amprolium sulphate 
20% (once a day, for 6 days) as follow: A-(gr. 2) non-infected rabbit at 7th day post secnidazole treatment [15 days 
post infection (PI)] showing vacuolation and slight degenerative changes of some hepatocytes. B- (gr.2) non
infected rabbit after 10 days of secnidazole treatment cessation (25 days PI), showing focal degenerative changes of 
some hepatocytes with congestion. C- (gr. 3) non-infected rabbit on the 7th day of amprolium treatment showing 
vacuolar degeneration and focal necrosis of hepatocytes. D- (gr. 4) non-infected rabbit at 7th day of combined 
treatment showing clear vacuolation and degenerative changes of hepatocytes with focal necrotic areas. (H & E , X 
400). 
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B- Cocc.idia infected + 
secnidazole treated (15 days 

PI) (gr.6) X 400 

C-Coccidia infected
 
+ amprolium treated (15 days PI) (gr. 7)
 

X400
 

D- Coccidia infected (15 days PI) 
+(secnidazole and amprolium) treated (gr.8) 

X400 

Fig.(2): Liver sections of coccidia infected rabbits orally administered with 50mglkg.b.wt. of secnidazole and/or 
amprolium, once a day, for 6 days, as follow: A- (gr. 5) positive (infected, nOIi\-treated) control rabbits on the 15th 
day post infection, showing numerous developmental stages of E.stiedae (shizonts, gametes and oocysts) in the 
epithelial lining of the severly destructed bile ductules (H & E , 200). B- (gr. 6) coccidia infectedl rabbit with 
secnidazole treatment (15 days pI) showing different developmental stages of E.stiedae ill the slightly destructed 
epithelial lining of bile ductules. C- (gr. 7) coccidia infected rabbit treated with amprolium (I5 days PI) showing 
different developmental stages of E.Stiedae in the moderately destructed epithleial lining of bile ductules. D- (gr. 8) 
coccidia infected rabbit treated with combined drugs (15 days PI) showing few number of developmental stages of 
E.S!iedae without destruction of the epitheliallinining of the bile ductules. (H & E, X 400) . 
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C- Coccidia infected
 
+ amproliulU treated (25 days PI) (gr.7)
 

X 40
 

B-Coccidia infected +
 
secnidazole treated (25 days PI)(gr. 6)
 

X40
 

A- Coccidia infected (25 days PI) 
+(secnidazole'and amprolium treated (gr.8) 

: X 40 

Fig. (3) : Liver sections of coccidia infected rabbits, orally administered with 30mglkg.Rwt. of secnidazole and/or 
amprolium, once a day, for 6 days, as follow: A- (gr. 5) positive control rabbit (infected, non-treated) 25 days PI 
showing great numbers of cystic fomlation of bile ductules causing pressure atrophy of the surrounding hepatic 
parenchyma. 8- (gr. 6) coccidia infected rabbit treated with secnidazole at 2~ days PI (10 days post stopping of 
treatment) showing few cystic formation of bile ductules surrounded by fibrous connective tissue. C- (gr. 7) coccidia 
infected rabbit previousely treated with amprolium (at 25 days PI) showing few number of cystic formation' of bile 
ductules surrounded by fibrous tissue. 0- (gr. 8) coccidia infected rabbit treat~d with combined drugs (25 days PI) 
showing very few cystic formation of bile ductules surrounded by connective ti5sue.' (H & E, X 40). 












