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Abstract
Back ground: The failure of current treatment
strategies to control many cases of IBD makes
a strong stimulus to find out new modalities of
treatment.
Objective: to study the effects of ora
curcumin, and black cumin on induced colitis
in rabbits.
Materials and Methods: Colitis was induced
in rabbits by rectal acetic acid-ethanol (model
1), or acetic acid (model 2). The effects of
tested agents (curcumin, and black cumin)
were compared to distilled water (control), and
prednisolone regarding changes in body
weight, colon segment weight, and gross and
microscopical scores.
Result: In model 1, severe gross and
microscopical damage observed in colon.
Gross and microscopical scores of curcumin
group were not significantly different from that
of control and of prednisolone groups.

In model 2, a less severe inflammation
occurred; yet, an evident gross and
microscopical damage were observed.

I ntroduction

Idiopathic inflammatory  bowel
disecase (IBD) comprises those
conditions characterized by a tendency
for chronic or relapsing immune
activation and inflammation within the
gastrointestina  tract®™.  Crohn's
discase (CD) and ulcerative colitis
(UC) are the two magor forms of
idiopathic IBD .
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Black cumin and prednisolone treatment
reduced the loss of body weight of rabbits in
comparison to the control. The gross and
microscopical damages were apparently
lowered when black cumin, curcumin and
prednisolone were used, but these changes
were significant for prednisolone, and black
cumin (grosdly), and for prednisolone
(microscopically).

The gross and microscopical effects of

curcumin, and black cumin were comparable
to those of prednisolone.
Conclusion: Acetic acid-induced colitis in
rabbits (model 1) is preferred for testing the
anti-inflammatory  effectiveness of new
therapeutic modalities.

Black cumin oil and curcumin have an
anti-inflammatory activity in this model.
Keyword: Inflammatory bowel disease, free
oxygen radicals, induced colitis, acetic acid,
curcumin, black cumin.
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Ulcerative colitis and CD pursue a
protracted, relapsing and remitting
?())urse, usually extending over years
3

Recent studies pointed to the
important role of free oxygen radicas
in the pathogenesis of IBD both in
animal models of induced colitisand in
human beings.

One of the more commonly used
models of Induced Colitis in Rabbitsis
acetic acid induced colitis “.This
experimentally induced colitis is
similar to the human condition in
certain aspects {eg., acute
inflammation with neutrophil
infiltration ©®, increased concentrations
of LT B4, and PG E2 ©, superoxide
dismutase  ®.  and  increased
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production of inflammatory mediators,
such as hydrogen peroxide (H202),
nitric oxide (NO), myeloperoxidase
activity (MPO), and tumor necrosis
factor (TNF-alpha)} ©.

Black cumin contains about 0.5-
1.5% volatile ails including Nigellone
and thymoquinone, which are
responsible for Black cumin’s anti-
histamine, anti-oxidant, and anti-
infective effect. Both are effective in
their own standards, however, black
cumin oil is more concentrated than the
herb itself ©. Antioxidant activity of
Nigella sativa essential oil s
documented in many studies “©.

Many studies showed that
curcumin, exhibits antiinflammatory«
antitumor, and antioxidative properties
(1112 and it has been found to have an
acceptable safety in human. A phase 1
human trial with 25 subjects using up
to 8000 mg of curcumin per day for 3
months found no toxicity from
curcumin. Five other human trias
using 1125-2500 mg of curcumin per
day have also found it to be safe. These
human studies have found some
evidence of anti-inflammatory activity
of curcumin 3.

Materials and Methods

Coalitis was induced in male rabbits
by rectal administration of %¢®acetic
acid-30% ethanol (model 1) ¥, or 2%
acetic acid (model 2)™. The animals
were alowed to have free access to
food and water all over the period of
study except for 24 hours before
induction of colitis (fasting). Animals
in different groups were oraly
administered 10 ml of distilled water
(control), prednisolone (2 mg/kg/day
dissolved in 10 ml distilled water), or
curcumin (50 mg/kg/day dissolved in
10 ml of distilled water) (model 1),
black cumin oil (0.2 mi/kg/day, each
dose was followed by 5 ml of distilled
water oraly in addition to distilled
water, prednisolone, and curcumin
(mode I1).
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Each agent (including distilled
water) was administered orally two
days prior to induction of coalitis, the
day of induction, and a dose YYhours
post-induction (i.e.,, 2 hours prior to
killing of the animal). Twenty-four
hours after induction, the animals were
sacrificed and the abdomen was
opened longitudinally, and a segment
of colon 8 cm @®. proxima to anus
was removed for assessment of colonic
inflammation.

The effects were observed as
changes in body weight, colon segment
weight and gross histologica score
(using a dissecting microscope) (Table-
1) @7,

Colonic samples (0.5 cm of length)
were taken from the 8 cm segment,
fixed in 10% formaldehyde and the
routine 5 micron paraffin embedded
sections were prepared. Tissues were
routinely stained with haematoxylin
and eosin, coded, and evaluated blindly
by light microscopy with low and high
power (40 xs) objective lenses @9,
Each dide was scored according to
Christian, et a., 9. to assess the
extent of colonic inflammation. The
score ranges from 0O to 40 (total score),
which represents the sum of the
products of each criterion by the score
of the percentage involvement. All
evauations were performed by
observers unaware of the treatment
groups.

Criteria of scores divided as
follows:

e Inflammation severity scored

from 0-3 as None, Mild, Moderate:

Severe respectively,
e Inflammation extent from 0-3 as
None, M ucosas Submucosa,

Transmural, respectively,

e Crypt damage from 0-4 as None,
Basal 1/3 damage, Basa 2/3 damage,
Crypt lost; surface epithelium present,
Crypt and surface epithelium lost
respectively,
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e Per cent involvement from 0-4 as
1-25%, 26-50%, 51-75%, 76-100%
respectively,

The score (total score) represents
the sum of the products of each of the
first three criteria by the score of the
percentage involvement “°.

Statistical analysis

Results are expressed in tables as
means + standard error of the mean
(SE), or drowns as bar charts. Paired
student's T test was applied for data
from the same group, while unpaired
student's T test was used for data of
different groups. When P value was <
0.01, it was considered as highly
significant, while p < 0.05 was
considered as significant .

Results

In model one, 5% acetic acid- 30%
ethanol induced a severe gross and
microscopical damage in colon with
marked increments in weight of
colonic segment. Gross score and
colon segment weight of curcumin
group were not significantly different
from those of the control and of the
prednisolone groups (p >0.05), (Fig. 1,
Fig. 2, and Fig. 3).

Microscopical score of curcumin
group was aso not significantly
different from that of the control group
(p > 0.05), but, it was significantly
lower than prednisolone group (p
<0.05) (Fig. 4).

In model two, 2% acetic acid
induced a less severe form of
inflammation in colon; yet, it had a
marked effect in reducing the body
weight of rabbits and with evident
gross and microscopical damage in
colon.

Curcumin, Black cumin and
prednisolone treatment reduced the
loss of body weight of rabbits in
comparison to the control group
(Table 2).

The mean (xSE) post-induction
rectal temperature for control group
(38.78 £ 0.2C°, curcumin group
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(38.81 £ 0.2C°, and black cumin
group (38.88 £ 0.09C° showed a
statistically insignificant (p < 0.05)
increment from the mean pre-induction
readings (38.55+ 0.14C°), (38.56 *
0.25C°, and (3874 + 0.21C°
respectively.  While post-induction
readings for prednisolone group (37.84
+ 0.38C°) decreased insignificantly (p
> 0.05) from mean pre-induction
reading (38.61 + 0.15C°).

When comparing mean post-
induction  rectal temperature  of
different treatment groups to the
corresponding readings of control
group, the  differences  were
insignificant (p > 0.05), while when
comparing corresponding readings of
prednisolone and other treatment
groups (curcumin, and black cumin
groups) there was a dignificant
decrease (p < 0.05) in mean post-
induction  rectal temperature  of
prednisolone group, (Fig. 5).

The mean colon segment weight of
curcumin  group and prednisolone
group were insignificantly (p > 0.05)
more than that of the control group.
While that of black cumin group was
insignificantly (p > 0.05) less than that
of the control group, (Fig.6).

As shown in (Table 3), there was
an obvious reduction of the mean gross
histological score of al treatment
groups from that of the control group
and this reduction was significant (p <
0.05) for prednisolone group and black
cumin group, while it was not
significant (p > 0.05) for curcumin
group (Fig. 7).

There was an obvious reduction of
the mean microscopical histological
score of al treatment groups compared
to the control group and this reduction
was significant (p < 0.05) for
prednisolone group only, but not
significant for black cumin and
curcumin groups, (Fig. 8).

The effects of curcumin and black
cumin in regards to colonic segment
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weight, gross histological score, and
microscopical score were comparable
to those of prednisolone (p > 0.05).

Table1l: Grossmucosal inflammation scoring index. (M odified from Brian, et al.,
1997)*"

| Score|[M acroscopic Appearance

|INormal

[INo ulcer; mild petechia/hypervascul arity

[INo ulcer; moderate petechialhypervascul arity

|Ulcer <1 cm with petechialhypervascul arity

|[Same as above at 2 or more sites

Ulcer > 1 cm with petechialhypervascul arity

||Ulcer > 2 cm with petechia/hypervascul arity

Ulcer > 3 cm with petechialhypervascul arity

|Ulcer > 4 cm with petechialhypervascul arity

Offol|N||O||O| || WI[N|F[O

|Ulcer > 5 cm with petechialhypervascul arity

=
o

Ulcer > 6 cm with petechia/hypervascul arity

Table2: Mean Initial and Post-induction Body Weight (g) of control and
treatment groupsin Acetic acid (2 % )-induced colitis

Groups M ean Initial Body Mean qut—induction Body
Weight (+SE) (g) Weight (+SE) (g)
Control 1225 + 86.2 1170 + 88.96 ***
Prednisolone 1228.3+ 83 1183.3 £ 90*
Curcumin 1168.3+£ 55 1046 + 29**
Black cumin 1266.67 + 117.7 1216.67 + 107.3*

*** Highly significant (p< 0.005) in comparison with theinitial B.WWt
** Highly significant ( p < 0.01) in comparison with theinitial B.\Wt
* Sgnificant p < 0.05 in comparison with theinitial B.WW

Table 3: Mean (xSE) gross histological score (0-10) of rabbitsin control and
treatment groupsin acetic acid (2%) - induced colitis

Groups Rl\;%b(i)tfs Mean gross score * (SE)
Control 7 8.86 £ 0.51
Prednisolone 6 7+245*
Curcumin 6 7.17+1.49
Black cumin 6 5+1.67*

*JGgnificant reduction (p < 0.05) in comparison with the control
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Figurel: Mean weight of colon segment (g) of control and treatment groupsin
Acetic acid (5 %) - Ethanol (30% )-induced colitis

Mean gross
histological score

Figure 2: Mean gross histological score (0-10) of control and treatment groupsin
Acetic acid (5 %) - Ethanol (30% )-induced colitis
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Figure 3: the gross appear ance of colon segments of
control and treatment groupsin acetic acid (5 %) -
ethanol (30% )-induced colitis, A: control, B:
prednisolone, C: curcumin.
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Figure 4: Mean microscopical histological score of the colon (0-40), of control
and treatment groupsin Acetic acid (5 %) - Ethanol (30% )-induced calitis
¥ Significant difference (p < 0.05) in comparison with prednisolone group
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Figure5: Themean pre-induction and post-induction rectal temperatur e of
rabbitsin control and treatment groupsin acetic acid (2%) - induced colitis
VSignificant reduction ( p < 0.05) in comparison with post-induction

rectal temperature of curcumin and black cumin groups
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Mean colon segment weight (g)

Figure 6: Mean colon segment weight (g) of rabbitsin control and
treatment groupsin acetic acid (2%) - induced colitis

Figure 7: the gross appear ance of colon segments of control and treatment groupsin acetic
acid (2% )-induced colitis, A: control, B: prednisolone, C: curcumin, D: black cumin
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Figure (8): Mean microscopical histological score (0-40) of rabbitsin control
and treatment groupsin acetic acid (2%) - induced colitis
v Significant reduction (p < 0.05) in comparison with the control group

Discussion

Various anima models have
provided a foundation for future
investigation into the mechanisms
responsible for IBD, which will
hopefully result in the development
and testing of novel therapeutic
regimens 2.

Acetic acid-induced colitis is used
widely because of its reproducibility
(with lesions occurring in 100% of
animals). In addition, it provides an
inexpensive model useful in comparing
the effectiveness of novel therapeutic
agents. @, Its similarity with human
IBD in many aspects make researchers
still use it as one of the models of
induced colitis.

Pilot studies done prior to the
present work governed the selection of
the two models of colitis induction
particularly the second model, i.e,
acetic acid (2%) that was used in
rabbits for the first time.
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In the first model of the present
study, ethanol was used in combination
with acetic acid in order to decrease
the mucosal barrier ®? . so that the
damaging effect of the acid was found
to be more severe and deeper than that
induced by acetic acid alone.

Finding an oraly effective anti-
inflammatory agent is of a maor
importance since the advantages of
oral route are well known.

Moreover, selection of such route
of administration in the present in vivo
study could give a chance for the tested
agent to act systemically and / or
locally at the colon.

Prednisolone, the oral
corticosteroid used commonly as a
standard therapy to control acute
attacks of IBD ®. was used in the
present study as what is caled a
positive control ?>29),
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It was found that non-steroidal
antiinflammatory  drugs exacerbate
experimental colitis in rats ©”. For
that, these agents were not used in this
study.

Turmeric (the dried rhizome of the
perennial herb Curmcua Loga; a mgor
constituent of which is curcumin) and
black cumin oil are relatively safe and
used oraly as food additives, and are
available and relatively cheep; besides,
they ae known to have anti-
inflammatory and antioxidant
propertiesc which may be the starting
point for an effective drug therapy in
IBD.

The schedule of therapy (2 days
before and 1 day after induction of
colitis) was dependent in this study to
evaluate manly the  possble
prophylactic role of the tested agentsin
addition to their effectiveness in initial
therapy for acute attacks of colitis,
which is the magor problem of the
relapsing and remitting IBD.

In model 1 in this study, the
insignificant difference in the means of
weight of colonic segment of
curcumin, and prednisolone groups
from that of the control group may be
due to the severe form of inflammation
and edema induced by the 5% Acetic
acid-30% Ethanol in all groups. For the
same reason there was no significant
correlation  between the  gross
histologica score and the segment
weight in this model correlation
coefficient (r) = 0.185, p > 0.05.

In comparison with model 1,
although there were no significant
differences (p > 0.05) in model 2 in
colon segment weight, but there was a
positive correlation between the gross
histological scores and the
corresponding segment weight (r =
0.37, p <0.05). Rachmilewitz: et a.,
(1995) ®. showed that the weight of
colon segment involved by
inflammation is increased and could be
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decreased by an inhibitor of nitric
oxide synthase.

Regarding the mean gross
histological score in modd 1, its
insignificant  difference  for  dl
treatment groups from that for the
control group, could be explained by
severity of inflammation induced by
acetic acid (5%)—ethanol (30%) that
even could abolish the expected
prednisolone effect (mean gross score
= 0.8 £ 0.16). In model 2, the obvious
reductions in mean gross histological
score for al treatment groups pointed
to the effectiveness of the tested
agents: particularly prednisolone, and
black cumin oil, to reduce
inflammatory process in acetic acid
(2%) model.

Moreover, compared to effect of
prednisolone  on mean gross
histological score, curcumin (models 1
and 2), and black cumin oil (model 2)
had comparable effects; this could
indicate their possible potent initia
anti-inflammatory effects.

In model 1, the insignificant
differences (obtained by al tested
agents) in mean  microscopical
histological scores which simulated
what was found in regard to mean
gross score (see above), enforced the
idea of unsuitability of acetic acid (5%)
—ethanol (30%) model to evaluate the
effectiveness of tested agents in initia
treatment of induced colitis in rabbits.

In model 2, the reductions in
microscopical  scores induced by
curcumin  and black cumin ail
emphasized the effective anti-
inflammatory role of these agents
particularly when these findings
conjugated with their anti-
inflammatory effects detected grossly
(see above). However, for black cumin
group, p value = 0.056 (i.e., so near to
the significance level).

In model 2, compared to control
group¢ prednisolone and black cumin
oil exerted a better apparent protective
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role than curcumin regarding the
induced reduction in mean body
weight.

The significant reduction of mean
body temperature of prednisolone
group from the corresponding readings
for the other treatment groups may
point to its effect on the body
temperature in this model (unknown
mechanism). Although , al of the
means of body temperature were
within the normal range (37.8. - 39.4.
O).

Results of the present study
revealed that curcumin in a daily ord
dose of 50 mg/kg had a comparable
effect with that of prednisolone (given
orally in a dose of 2 mg/kg/day)
against acetic acid —induced caolitis in
rabbits.

Sdh B., e a. (2003) @,
concluded that curcumin was able to
attenuate experimental colitis through
a mechanism correlated with the
inhibition of the activation of
NFkappaB. Other studies showed that
intestinal mucosal CD4 (+) T cells and
B cellsincrease in animals treated with
curcumin, suggesting that curcumin
modulates  lymphocyte-  mediated
immune functions 2.

In the present study, results of
black cumin oil administered oraly in
a daily dose of 0.2 ml/kg/day reveaed
its potential efficacy in attenuation of
experimentally-induced  colitis  in
rabbits, such efficacy was comparable
to that of prednisolone given orally in a
dose of 2 mg/kg/day.

The anti-inflammatory and
analgesic effects of black cumin are
documented by Al-Ghamdi (2001) ©V.
Mansour, et al., (2001) ©®? and Badary,
et a. (2003) . found that
thymoquinone (a volatile oil of black
cumin) to be a potent superoxide anion
scavenger of different free radicals
thus may play an important role as
antioxidant. EI- Abhar, et a., (2003)
®9 found that black cumin oil or
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thymoquinone administered orally
have a protective activity against
gastric mucosal injury in rats which
were subjected to ischemialreperfusion
protocols. Thus, the present study
supports the protective role of black
cumin oil administered orally against
induced injury in gastrointestina
mucosa.
Conclusions
This study showed that:
1. Acetic acid (2%) administered
rectally is preferred in induction of
colitis in rabbits for testing the anti-
inflammatory effectiveness of new
therapeutic modalities.
2. Oral black cumin oil (in dose of 0.2
mi/kg/day) had a potential efficacy in
attenuation of acetic acid -induced
colitisin rabbits.
3. Ora curcumin (in dose of 50
mg/kg/day) had an  accepted
intiinflammatory activity against acetic
acid —induced colitis in rabbits.
Recommendations
e Further in vivo studies are required
to elaborate the preferred doses, safety,
and exact mechanism of action of
black cumin oilc and curcumin in
prophylaxis and  treatment  of
experimentally induced colitis.
e Subsequently, clinica studies are
recommended to explore the potentia
anti-inflammatory effect and safety of
black cumin oil either as monotherapy
or as adjunct to the routinely used
treatment of patients with
inflammatory bowel diseases.
Acknowledgment
We wish to acknowledge the kind

co-operation of the staff of Department
of Pharmacology and Department of
Pathology, College of Medicine, Al-
Nahrain University; for providing great
help during the whole period of the
study.

Finally, we are grateful to al those
who provided us with helps whatever it
were.

25



Effects of Turmeric, Black, Cumin on Induced Colitis...... Azher A. Aljumaa et al

References

1.Bruce E Sands, Crohn's disease. In Feldman
Mark, Friedman Lawrence S, & Sleisnger
Marvin H, Gastrointestinal and liver disease:
pathophysiology/ diagnosis  management.
Seventh edition. 2002; Vol.2, pp2005 <2006 «
2009 <2040 ¢,2041 .Saunders. China.

2.Stenson William F, Inflammatory bowel
disease. In Goldman Lee &Ausiello Dennis.
Cecil textbook of medicine. 22nd edition.
2004. pp. 861- 868 «p. 1333. Saunders. USA.
3.Hadett Christopher, Chilvers Edwin R,
Boon Nicholas A, et a. Davidson's principles
and practice of medicine. Fiftieth edition.
2002; pp. 808-810.Churchill Livingstone.
India.

4. Fitzpatrick L R, Bostwick J S, Renzetti M,
Pendleton R G & Decktor D L. Anti-
inflammatory effects of various drugs on acetic
acid induced colitis in the rat. Agents and
actions. 1990; Vol. 30: 3/4. pp. 393-402.
5.Noa M, Mas R, Carbgjal D, & Vades S.
Effect of D-002 n acetic acid-induced colitisin
rats at single and repeated doses. Pharmacol-
Res. Apr.2000; vol. 41(4): pp. 391-5.

6.Lukas K, Lukas M, & Jachymova M. Local
production of eicosanoids in patients with
ulcerative colitis. Cas-Lek-Cesk. Jan 4, 1995;
vol. (1)134 :pp. 13-7.

7.Kruidenier L, Kuiper |, van-Duijn W, et al.
Differentiadl mucosal expression of three
superoxide dismutase isoforms in
inflammatory bowel disease. J-Pathol. Sep;
vol. 201(1): pp. 7-16.

8.Kurdlay F, Yildiz C, Ozutemiz O, et 4,
2003. Effects of trimetazidine on acetic acid-
induced colitis in female Swiss rats. J-Toxicol-
Environ- Health-A. Jan 24, 2003; vol. 66(2):
pp. 169-79.

9.Chrigtian F Krieglsteinl, Wolfgang H
Cerwinkal, F Stephen Laroux, et al.
Regulation of Murine Intestinal Inflammation
by Reactive Metabolites of Oxygen and
Nitrogen: Divergent Roles of Superoxide and
Nitric Oxide. The Journal of Experimental
Medicine, Vol. 194« Number 9, November, pp.
1207-1218.

10. Burits M & Bucar F 2000. Antioxidant
activity of Nigella sativa essentid oil.
Phytother-Res. Aug. 2001; vol. 14(5), pp. 323-
8.

11. Leu T H, & Maa M C. The molecular
mechanisms for the antitumorigenic effect of
curcumin. Curr-Med-Chem-Anti-Canc-
Agents. May, 2002; val. 2(3): pp. 357-70.

12. Pa S, Choudhuri T, Chattopadhyay S,
Bhattacharya A, Datta G K, Das T, & Sa G.
Mechanisms of curcumin-induced apoptosis of
Ehrlich's ascites carcinoma cells. Biochem-
Biophys-Res-Commun. Nov., 2001; Vol. 2:

IRAQI JOURNAL OF MEDICAL SCIENCES

288(3): pp. 658-65.

13. Chainani-Wu N, Safety and anti-
inflammatory  activity of curcumin: a
component of tumeric (Curcuma longa). J-
Altern- Complement-Med. Feb, 2003; vol.
9(1): pp. 161-8.

14. Christopher A Hathaway, Caroline B
Appleyard, William H Percy& ¢« John L
Williams. Experimental  colitis increases
blood-brain barrier permeability in rabbits. Am
J Physiol Gastrointest Liver Physiol. May,
1999; Voal. 276, Issue 5, pp. G1174-G1180.

15. Empey L R, Walker K, & Fedorak R N.
Indomethacin worsens and a leukotriene
biosynthesis inhibitor accelerates mucosal
healing in rat colitis. Can-J-Physiol-Pharmacol.
May, 1992; vol. 70(5): pp. 660-8.

16. Tannahill Cynthia L, Stevenot Sharon A,
Thompson Martha Campbell« Nick Harry S, &
Valentine  John F. Induction  and
immunolocalization of manganese superoxide
dismutase in acute acetic acid-induced colitis
in the rat. Gastroenterology. 1995; vol. 109:
pp. 800-811.

17. Brian S Myersl, John S Martin, & Daniel
T Dempseyl .Acute experimental colitis
decreases colonic circular smooth muscle
contractility in rats. Am J Physol.
Gastrointest.  Liver  Physiol.  October.
(1997);Vol. 273, Issue 4, G928-G936.

18. Humberto B Jijon, Thomas Churchill,
David Malfair, et al. Inhibition of poly (ADP-
ribose) polymerase attenuates inflammation in
a model of chronic colitis. Am J Physiol
Gastrointest Liver Physio. September. 2000;
Vol. 279, Issue 3, pp. G641-G651.

19. Chrisian F Krieglsteinl, Wolfgang H
Cerwinkal, F Stephen Laroux, et al.
Regulation of Murine Intestinal Inflammation
by Reactive Metabolites of Oxygen and
Nitrogen: Divergent Roles of Superoxide and
Nitric Oxide. The Journal of Experimental
Medicine. 2001; Vol. 194« Number 9,
November, pp. 1207-1218.

20. Christian F Krieglsteinl, Wolfgang H
Cerwinkal, F Stephen Laroux, et al.
Regulation of Murine Intestinal Inflammation
by Reactive Metabolites of Oxygen and
Nitrogen: Divergent Roles of Superoxide and
Nitric Oxide. The Journal of Experimental
Medicine, 2001; Vol. 194« Number 9,
November, pp. 1207-1218.

21. Daneil W W, (1983). Biogtatistics: A
foundation for analysis in the Health sciences
1983. Third edition. John Wiely & Sons. New
York.

22. Snapper Scott B, & Podolsky Danid K,
2000. Inflammatory bowel disease. In: Up-To-
Date in Medicine CD, version 9.1.

23. Fedorak Richard N & Madsen Karen L.

26



Effects of Turmeric, Black, Cumin on Induced Colitis...... Azher A. Aljumaa et al

Naturally occurring and experimental models
of inflammatory bowel disease. In Kirsner
Joseph B. inflammatory bowel disease. Fifth
edition. W.B. Saunders Company. USA. 2000;
pp. 113-116.

24. Banan A, Choudhary S, Zhang Y, Fields J
Z, & Keshavarzian A .Ethanol-induced barrier
dysfunction and its prevention by growth
factors in human intestinal monolayers:
evidence for oxidative and cytoskeleta
mechanisms. J-Pharmacol-Exp-Ther.
Dec,1999; vol. 291(3): pp.1075-85.

25. Nagao Y, Miyata H, Mizuguchi K, Ban M
& Kato K. Effects of ulinastatin on
experimental ulcerative colitis in rats. Nippon-
Y akurigaku-Zasshi. Jan, 1997; vol. 109(1), pp.
41-52.

26. Porter S N, Howarth G S, & Butler R N.
An orally administered growth factor extract
derived from bovine whey suppresses breath
ethane in colitic rats. Scand-J-Gastroenterol.
Sep,1998; vol. 33(9), pp. 967-74.

27. Wallace J L, Keenan C M, Gae D, &
Shoupe T S. Exacerbation of experimental
colitis by nonsteroidal anti-inflammatory drugs
is not related to elevated leukotriene B4
synthesis. Gastroenterology. Jan, 1992; vol.(1)
102:pp. 18-27.

28. Rachmilewitz D, Karmeli F, Okon E,
Bursztyn & M. Experimental colitis is
ameliorated by inhibition of nitric oxide
synthase activity. Gut. 1995; vol. 37: pp. 247-
255.

29. Salh B, Ass K, Templeman V, et 4a.,
Curcumin attenuates DNBinduced murine
colitis. Am-J-Physiol-Gastrointest-Liver-
Physiol. Jul, 2003; Vol. 285(1): G235-43.

30. Churchill M, Chadburn A, Bilinski R T, &
Bertagnolli M M. Inhibition of intestinal
tumors by curcumin is associated with changes
in the intestinal immune cell profile. J-Surg-
Res. Apr, 2000; vol. 89(2): pp. 169-75.

31. Al-Ghamdi M S. The anti-inflammatory,
analgesic and antipyretic activity of Nigella
sativa.  J-Ethnopharmacol. Jun,2001; val.
76(1): pp. 45-8.

32. Mansour M A, Ginawi O T, El-Hadiyah T,
El-Khatib A S, Al- Shabanah O A, & Al-Sawaf
H A. Effects of volatile oil constituents of
Nigella sativa on carbon tetrachloride-induced
hepatotoxicity in mice: evidence for
antioxidant effects of thymoquinone. Res-
Commun-Mol-Pathol-Pharmacol. 2001; Voal.
110(3-4): p 239-51.

33. Badary O A, Taha R A, Gamal-el-Din A
M, & Abdel-Wahab M. Thymoquinone is a
potent superoxide anion scavenger. Drug-
Chem-Toxicol. May, 2003; vol. 26(2): pp. 87-
98.

IRAQI JOURNAL OF MEDICAL SCIENCES

34. El-Abhar H S, Abdallah D M & Saleh S.
The protective effect of black cumin oil or
thymoquinone administered orally against
gastric mucosal injury in rats. Journal of
Ethno-pharmacology. 2003; Vol.84, pp.251—
258.

27



