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Abstract
Methotrexate (MTX) has many side effects; the most

significant of them is the liver damage. Both honey and
olive oil are natural products that are exhibited a good
reputation not only because of their high nutritional values
but also for their therapeutic properties. The objective of
this study was to evaluate the potential protective effect of
some natural products such as honey and olive oil against
the hepatotoxicity induced by MTX in rats. In this study, 56
adult male rats (weighing 180-200 gm) were divided into 7

equal groups (8 rats each): G1: negative control, G2:



received fresh diluted honey at a dose of 1.2 g/ kg b.wt/
day/ orally, G3: received olive oil at a dose of 1 ml/ day/
orally, G4: injected by single intraperitoneal dose of MTX
(20 mg/kg b.wt), G5: received honey 3 days before
injection of MTX by the same doses as above, G6: received
olive oil 3 days before injection of MTX by the same doses
as above, G7: received both honey and olive oil 3 days
before injection of MTX by the same doses as above. At
the end of the experiment, the rats of all groups were
sacrificed where the blood samples were collected and to
determine liver function tests. Then, the abdomen of the
rats was opened to remove the liver, which was divided
into small pieces. Half of these pieces were homogenized to
measure oxidative stress marker and antioxidative
enzymes. The other liver pieces were processed to make
paraffin blocks that were cut into sections, which were
stained with Hematoxylin and the Eosin, Mason's
Trichrome and Periodic acid Sciff's and
Immunobiologically using caspase 3 antibodies. The results
of this study showed that MTX gave rise to marked toxic

manifestations in the form of of decreased body weight



gain, food consumtion and liver weight and increased liver
enzymes and oxidative stress parameters.
Histopathologically, MTX caused severe damage to the
liver cells with increased fibrosis. Administration of honey
and olive oil both separately or in combination improved
all these changes. These effects were more evident when
the two agents were administered together. In conclusion,
the combined intake of honey and olive oil could be
hepatoprotective. Co-administration of these agents might
form an effective adjuvant therapy and minimize side

effects of chemoherapy in cancerous patients.



