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@ �
��.  

����� ������: ��2� $��2� �� 
"�8�� ����' 0M�N��� 0%&� ��' 0�� �
���� ����'  

  

 �!��:  0%�[) 7��\�Q�) 0,��� 4�2�*��>�A�O2� ���	!).  �� "��#� ��#� $� %&�� '�	��()�� ��)'� *�� �� +,�	'�� -�.�)� �/ ��01

2�� . 7�N&�� 
#*<D ��#E	�� ,5Y)1392 ]31 )226 :(149-138  

  

�����  

 ��������	
� ����	�� )Ulcerative colitis  ����UC( �

��� �� �����	� �������     ��� ���� ���	�� ���  !�"

 �����# ���$ �� �% ��&��' ����    ��� (����� )� 


�  *�# +�
� !�,��� �-�  �
�)1 .(  �0�$� !1�	����

 �% �� �� �����2 3�,45 
 ���6 7�8  !��-�� 3��

�!"�#$ %��&� 



 

 

 ����	
 ��
�� �����
� ����–  ���31  / ����
226 / � �!"#��$%& '���( 1392 139 

www.mui.ac.ir  

��������� 
���� �
 ������� ������� 	
�� 
���  �����#!$ 

�  9�:� ,46�� .      ;61����# <��= !���� ��� !���>� ��

�  +��?��� !��-�� ,6�=�  ����@A  )� 9� ��A   ���B��61

�1���# ��
�B�  !�" � �� ����� 
 �4-�� C���� 7��D6

�E��
 FE�  �����	� !�"��" ,4)4-2.(  

 ��J6 ��  ��   ,���  K�0��   L�-� !��"   +,�44�  !T 

)ThCD4+( �� �-�  *D6  ,4�=�� ��=�� !��-�� ��M�� .

�� *�# ���  ,�	�� !�N	� O���   K�0�� �������	�   !��"

Th1 ,���	�� αTNF 
 δTNF ���  ,��44�. 4IL �5IL  


13IL K�0� P��� !�" Th2�  ,�	��  ,6�=)6-5.(  

7:�=       S��?6 ��� �������	
� ���	�� ������	� !�"

 
 1���2
��� ���  )���T% 9���2
���6 ����=. �%  U��A�� ���"

  3����-� 
 3�������� !)����)%   ��  ��" ��V ,�6 . 3��� 

 ��W�?�����6 �� !   C��:
 U�A�� ��:     X���# �,�= ���

����6 �4-��� �,= K�&2 
 , Th2  
Th1 �   ��=)7 .(  

 9�� ���  �,= K�&2      FE�� *��;�2� ��Z� �� ��"
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 �,= C:) FE� �� �"  ]�b

��b�6 ,$�� !     +
��V ��" !���� ��	
� s�,6� ���V��

 ,���V �@��o  ��) K� �2 n@e)17.( 

UI = US + UA  

 UI)Ulcer index :(��	
� s�,6�  

 US)Ulcer severity :(�d�� C:) �,= !,4�  

 UA)Ulcer area :(�����b�6 �b�����  !  �����V��
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3 :�#�
  

,�� -
 67�$  0 :01!  

1 :8�9�  
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�b 10 �0�   K� 

Tris HCl �150 ����0�  K����   
 ,������0� C�,����  

100Triton X-  ,$�� L�    ��� ���� ��" 
 ��� �� !���



 

  

142  ����	
 ��
�� �����
� ����–  ���31  / ����
226 / � �!"#��$%& '���( 1392  

www.mui.ac.ir  

��������� 
���� �
 ������� ������� 	
�� 
��� ����#!$ � 
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 9D�4  1�?���6�� �,  ��10 �A�� �� �D�W� 13000 

 �D�W� �� �
� ��4 �d��  ��6��� !   ����V   )� +��?���� ���

 K���{�� 1�?���6����  ��� (���M6�,��= . �� �6���6�#����  

80– �d�� ��6�� !  ���V �� ) ��   ,�= !��,��N6 ;�	��6% .

3�������  9 ��= ���" Tumor necrosis factor alpha 

)α -TNF( 
 6 -IL )Interleukin 6(  �6���	�� ���2�� ��

�0��
 �� ��� ! ��� ELISA    ������ n�@e ���   9�-&	�

�6�:��� !    ,�= (��M6� +,6)��� .    ~��  K��e �� [l�d  

450  �� �6�6 P���ELISA reader +)�,6�  !��V���V, .

  ]��b �� �����2 
� 3�� FE�  ��0�  �� (�V��B�#  ����	 

 ��2�� 3�>�
�#,= 3��&� )21.(  

+���  ���� �#�B���
�B�  
 �#�B���
���  ������6 !���"

 ���$ ���&  m��o6�± 3�N6��    ,�= f��;�V . ��� )% 

 !���� %Kolmogorov–Smirnov  K��� �6 ������� !�����

  �����6 ����� �1�-" 
 ����   ,�= +��?���� .   3��� �
��?�

�"����  3�N6�� !    K��e ��� �)
 �@�6 9 �= L��� ���#

)�0�  ��6�� �� (�V �� (  ����	
� s�,6� �MPO� TNF-α 

 
IL-6  )� +��?��� �� �� )%ANOVA   ���� L-� �� 


Dunnett's post hoc (�6 P��� 
   ��;�2�SPSS  ����6  !

5/11 )version 11.5, SPSS Inc., Chicago, IL (  ;�	��6%

,= .����D  ! �  +
��V L���� ���# ��T !�"����  3�   !��"

 c��0��  )����� � 9 ���=   
 L�#�B���
���  ]����%

�� ���#   )� +��?���� �� L�#�B�
�B�  !�" ��� )%  !��" 

Mann–Whitney  
Kruskal–Wallis  (�M6�  
 ,����V

05/0 < P �4&  ��� ,= k�2.   
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    ]���% �[����	� �&��
 �[���	� �,= �� ���# ���5

��b�6 ,$�� 
 ��2�� !  L�1�	����" ����)�� !��� ��V��

 . 9� ��	��)Total colitis(  !�� ���#

  �&��
 �[���	� �,= �� ���# �� u�-

     ��  ���� ��� ��2��� ]���%  ,��% .  3�N6��� 
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��V ��  

   ���" ��
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  ��$	) 
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17/33 ± 76/106 

28/16 ± 50/169 
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51/0 ± 66/3 85/1 ± 39/9 35/2 ± 05/13  

03/1 ± 66/2 59/1 ± 87/4 43/2 ± 54/7  

89/0 ± 00/3 46/1 ± 17/7 83/1 ± 17/10  

  00 ± 00 00 ± 00 00 ± 00  

m��o6� ���&  ± 3�N6��  �x��� +,= ,6�  
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�$	��� +�
(  4	5��� .�/  4	5��� !�)�  ��6�
� 7�)8  ��9	$ �:�� � 
�(��  

 �!�
��L�  0/0 ± 0/3  0/0 ± 0/3  40/0 ± 8/3  51/0 ± 66/3  

�$:� �
�H�  8/0 ± 5/1  6/0 ± 0/2  88/0 ± 5/2  83/0 ± 50/1  

"�1F5 <  7/0 ± 8/1  2/1 ± 8/1  04/1 ± 5/2  81/0 ± 60/1  

�71MN )Sham(  0/0 ± 0/0  0/0 ± 0/0  00/0 ± 0/0  00/0 ± 00/0  
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:	F$ # :05/0 < P �� (��) 
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 >#.3. H;� TNF-α )Tumor necrosis factor alpha ((��) �� !? �� 9� 0�� 12�3� ���  �@
� 4	��� �	�� A��- �	
�� ���..  

** :01/0 < P  (��) �����. 
,/�& ## :01/0 < P  (��) ��
:	F$ 
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Abstract 
Background: Ketotifen is a bronchodilator and anti-allergic drug with antagonistic effects on 
histamine H1 receptors. The present study evaluated the effects of ketotifen on ulcerative colitis 
induced by acetic acid in rats.  

Methods: Colitis was induced by 2 mL of 4% acetic acid in rats. It was treated with 2 mg/kg/day 
ketotifen or 1 mg/kg/day dexamethasone from two hours before the induction of colitis until four days 
after. The rats were sacrificed 24 hours after the last dose and the colon tissue was studied for 
macroscopic changes (ulcer area and severity and the weight/length ratio of colon), microscopic 
changes (inflammation severity, inflammation extent, crypt damage, and percent of involvement), and 
biochemical tests (myeloperoxidase activity, tumor necrosis factor-α, and interleukin-6). 

Findings: Ketotifen caused significant improvement of macroscopic and microscopic signs compared 
to negative control group. Myeloperoxidase activity in ketotifen and dexamethasone groups was 
significantly different from that in the negative control group. However, the two mentioned groups had 
no significant differences with the sham group in terms of myeloperoxidase activity and interleukin-6. 
Tumor necrosis factor-α decreased similarly in dexamethasone and sham groups. However, the level 
of this mediator was higher in the ketotifen group than in the dexamethasone group (P < 0.05). 

Conclusion: Ketotifen caused significant reductions in mucosal damage and the release of 
inflammatory mediators. No significant differences were seen between ketotifen (2 mg/kg) and 
dexamethasone (1 mg/kg) in reduction of macroscopic changes, histological test results, 
myeloperoxidase activity, and interleukin-6. Considering that ketotifen could alleviate the induced 
ulcerative colitis in rats, it may be a suitable drug for further evaluations in clinical trials on patients 
with irritable bowel disease. 
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