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����� !

 ) #�#����� W�����'#730/0  =P  #�#����� W
���- !(  

)230/0  =P) #�#�� 
��( M�� � (450/0  =P  ���� (

.#�Q� W��7&� 	��% �#  

�)5�� �#      W
�� � W
�- !W���'# !|��� V�# �

#�� �&'�� :,�� 	��% �# �, �# #�#�� .  

  
 ����1�	� � 
� �
��� . ������ ���� ���� �� �� �����  �! �  

����  

�����  

A B  �����P 

*� *+,��+�  2/11 ± 9/35  3/10 ± 1/33  300/0 

./0  

(����) ���34  

�!�  )6/17 (6  )6/20 (7  
760/0 

�5  )4/82 (28  )4/79 (27  

�!,+� 6��  

(����) ���34  

*���  )2/41 (14  )9/55 (19  
230/0 


�7� 8�  )8/58 (20  )1/44 (15  
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 ���
����'() � 

 ����2#�$
� ����� %&�'!& � 
��!��� . ���� �� �� ����� ��( � )*+ �� ����� ,�-  

�����  �	��  �	��   ����A  ����B  �����P 

��9!� �7� 8  

���!� :;�9 ���34  

����� <=>  44/3 ± 88/6  06/5 ± 71/6  870/0 

����� �3?  80/1 ± 91/2  91/2 ± 56/3  550/0 

 ���@�P 001/0 < 001/0 < 730/0 

���!� :�
  

����� <=>  47/1 ± 29/7  04/1 ± 79/7  110/0 

����� �3?  41/1 ± 38/4  35/1 ± 59/4  540/0 

 ���@�P 001/0 < 001/0 < 230/0 

� ���5 ��A���!  

����� <=>  80/6 ± 32/6  70/4 ± 52/6  720/0 

����� �3?  20/1 ± 59/3  30/2 ± 80/2  450/0 

 ���@�P 001/0 < 001/0 < 560/0 

��9!� "7� 8  

���!� :;�9 ���34  

����� <=>  92/2 ± 41/4  21/2 ± 41/5  120/0 

����� �3?  98/1 ± 65/2  78/1 ± 62/2  950/0 

 ���@�P 001/0 < 001/0 < 350/0 

���!� :�
  

����� <=>  71/1 ± 50/5  18/1 ± 47/6  008/0 

����� �3?  83/1 ± 41/3  50/1 ± 26/3  720/0 

 ���@�P 016/0 001/0 < 230/0 

���!� ���5 ��A  

����� <=>  50/3 ± 60/4  30/4 ± 20/4  720/0 

����� �3?  70/1 ± 80/2  10/1 ± 90/1  450/0 

 ���@�P 001/0 < 006/0 110/0 

��9!� 7� 6����  

���!� :;�9 ���34  

����� <=>  41/3 ± 65/5  94/3 ± 01/6  560/0 

����� �3?  98/1 ± 28/3  45/2 ± 06/3  570/0 

 ���@�P 001/0 < 001/0 < 880/0 

���!� :�
  

����� <=>  74/1 ± 47/6  31/1 ± 09/7  021/0 

����� �3?  60/1 ± 60/4  50/1 ± 60/4  910/0 

 ���@�P 001/0 < 001/0 < 190/0 

���!� ���5 ��A  

����� <=>  30/3 ± 41/5  20/3 ± 32/5  240/0 

����� �3?  30/3 ± 26/3  90/1 ± 94/2  330/0 

 ���@�P 001/0 < 001/0 < 870/0 

  

 �# ��� #�#�� W
� M�� � #�#�� WP+5 #�
��

#�Q� W��7&� 	��%� !�&QF� � W
-  8���- SQU �# #�#�

 ���)5�� 
�����#  	
����� ���'���# 	����% �# !V�# �  �

 $���� ��� �� !��&��+�   #��� �&�1�� ���#   
��� �# ���� !

$��� 	��% �# lP&E� !
���# #�Q� ��# .  

 
��(< V�[��Repeated measures ANOVA   ����

�)5�� �# �� #�# 
�1�    
��� !W�����n� 
���� V�# � #�

#�#�� WP+5 #�#�� W
- !    #�#��� 
���( M��� �

$��� lP&E� !��F�H� #��� 	��% �# �# .�-�
� ���#  

 �����$ n�����W�� �� �%}$ ���,�   �# ���, �# #�#���

!�)5�� �# 	��% �# �#��'� 	
��� � 
��=  � W���fF��

&��+��!�   �+5 W
�� � W
- !W��'# �� #�# 
�1� WP
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#�#�� �#  ��, �#  	���%  
���=  W����fF�� �  &���+��� 

:,�� ���$ ��# �&-�#  ����!  ���� �#  W���'#  ��)+5 � 

M�� 
��(  !#�#���  W���7�  ����$ ��#�  ���� �#  	���% 

#�0� �-�
� .W
- #�#�� �# SQU 
���# �# �#��'� 


�%
��� &��+��!�  ���  ����  ����$ ��#� �� �&�1  #���! �# 

F�5$ �� 
�� !
���# W��7� �# 	��% ���$ ��# #�Q�.  

 
����(<Repeated measures ANOVA  ����� 

$��� W��7�      W�����n� ��d� (� 	���% �# ���� �� ���#

.#�
� 
�1� #�#�� W
� � W
- !W��'#  

 �?4� l�c� W��'# �������  S�QU (�  �# 
����#

	
��� �'���# 	��% �#  �  !��&���+� � W���fF�� =�
�

  X����� ��31/7 ± 15/9  �21/6 ± 93/9   ����  � #���

$����� lP&��E�   
��1� 	
,���1� 	����% �# ����� ���#  

)500/0  =P .(
�� (�    �?�4� l��c� W��'# !
���#

 X���� �� !	��% �# �#34/4 ± 82/3  �34/3 ± 95/2 

$��� lP&E� � #�� ���     	
,��1� 	���% �# ���� ���#

) 
1�220/0  =P     �# 8��+[� �# ���� ���~ S���U .(

     =�
�� 	���% �# =�, �?�4� l�c� W��'# !�)5��

  $���� ���� �� !��&��+� 	��% �# =, � W���fF��  ���#

) #�� 	#�� �
�9 :,��001/0 < P.(  

 
��(< V�[��Repeated measures ANOVA   ����

 �Q4� 
���# 
�� �# �?4� l�c� W����n� #�# 
�1�

  ����% �# �# S��QU ���� $����� W����7� !	   #��
��� ��#  

)950/0  =P S?- �# .(1   �# �?�4� l��c� j�(�� !

.��� 	
�< 
���# 
�� � SQU  

 M�
0 �#3   ��?��� �# ������ l��T�� � ������� !

MIDAS  �6-HIT   	���% �# �# 
���# 
�� � SQU �#

 ��)5�� �# !M�
0 ��� ]Q� .��� 	
�<   !|��� M�� �

 ��?��MIDAS  �6-HIT 
���# 
�� �#   ��� �Q�4� !

$��� ��� �� 	��% �# �, �# SQU   �#��� �
�9 :,�� ��#

$��� lP&E� ��� .
1� 	
,�1� 	��% �# �# ���#  

  

 
 )./1 .�0
�1�  , �	�&� ��!����  2�325  �75 �3��  %�6�

���� �� �� ����� ��( � )*+ �� 
.0�  

  

 
��(< V�[��Repeated measures ANOVA   ����

#�0� V
* (� $��5 $��� W��7�  ��# ���	��% �#!  �#

   ��?��� W�����n�MIDAS    �# 
�����# W
�� $�� �#

�)5�� M�� � #�� .  

���)5�� �# ��?���� !|���� V�# � MIDAS  
����

   $���� ���� ��� 
���#     :,��� 	���% �# ��, �# ���#

 !���C+, .�'�� SQU (�$��� lP&E� 
���#   ���� ���#

 ��� !
1� 	
,�1� 	��% �# 
�� (�<
   �# ��?��� ���� !

$��� ��� �� ��&��+� 	��%  ��-�# ��&1�� :,�� ��# !

 
��(< X45 �� ���Repeated measures ANOVA !

 ��?�� W����n�MIDAS #�Q� W��7&� 	��% �# �#.  

����n� $���� ��?�� WMIDAS  ��)5�� �# �#  �

       
����# 
��� �# !��?��� ���� ��� #�# 
��1� ��� |��

  $���� ���� �� !SQU �� �Q4�     ���� !��-�# :,��� ��#

$��� lP&E� �-�
� #�0� 	��% �# ��� ���#.  

��  
��(< X45Repeated measures ANOVA! 

 ���)5�� �# 8���+[� �# �����0� �  !|������E� lP&

$��� 
1� 	
,�1� 	��% �# ��� ���#.  

�# M�
0 3 !������� �  l���T��  ��?��� 6-HIT 

25 

20 

15 

10 

5 

0 

< ;-)#"��=5"� �,�:'�/ 
O?�� 

 g&S����� 2"  

 )4���� 2"��  
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����'() � 

��� �# �# 	��% �#��'�  	
���� �  
���=  W����fF�� � 

&��+��� 	
�< ��� .�� X45  ��&��e  ���  ���#  !	
��< 

��?�� 6-HIT ���   =�, 	��% �# �, �# 
���# 
�� �#

���)5�� �# �  ���)5�� �# =��, !M�� �  �# =��, � V�#

��� :,�� �)5�� �# 8�+[�$ ��#  lP&E� ��� !�-�#

���$ ��#  ����    
�1� 	
,��1� 	���% �# .   
���(< V��[��

Repeated measures ANOVA   ���� #�# 
���1� �����

 ��?��6 -HIT �� $� �#�S5 M�� �  V�# � ���  8��+[�

�)5�� �#$��� lP&E� 	��% �# �# ! .�-�
� ��#  

�# �$ W
� ��0�� |��  �#)�)5��(!   8��+[� �#

20   
�� 	���% (� �7��=   � W����fF��13    	���% (� ��7�

&��+��!�   ���# p����* ���R# $��   ��- .
�
�-�j  ����� 

����* � � �# 	
- 	
,�1��
���+   �����* !	���% �# � 

-���%$ �����' ��$ 11  
�� 	��% �# #����=  �fF�� W���

� 13  &���+� 	��% �# #�����   ��C+, .#����!� 4   (� ��7�


� 	��%�=   �����* ���R# W���fF�� �  Q�c*$   
�
�-  

)1 �)5�� �# �7� �  � M��3 �)5�� �# �7� �  .(V�#  

��    
���(< X�45Fisher's exact!  ������'$  (���� 

p���* �# 	��% 
��=  W���fF��  ���  ����  ����$ ��#� 

���&1 #��(�� .�j ����'$    p����* (�����#  M�
�0 4 

	
�< ���.  

  

���  

l
, )�$ (� V�[�� ��� !��F�H� �>���4 � uv���  &���+��� 

�# �>���4 �� 
��= W���fF�� �# 9�: % ���� (� �� 
��� 

���� � 	��# �� #�� .�# ��� !��F�H� 68 ����+  P&�Q�  ��� 

��
�� 
�� � 	��# �� �# �$ �� |��  j���>&� � ��T 


���# �� 
��= W���fF�� � ��+��� ���U 
�&'�%.    

  
 ����3 ��.�& ����� %&�'!& � 
��!��� .MIDAS  �6-HIT ���� �� �� ����� ��( � )*+ ��  

�����   �����  �	��   ����A  ����B ����� P  

��9!� �7� 8  

MIDAS  

����� <=>  00/16 ± 67/28  34/16 ± 56/25  430/0 

����� �3?  90/9 ± 69/14  40/11 ± 11/11  180/0 

 ���@�P 001/0 < 001/0 < 750/0 

6-HIT 

����� <=>  70/10 ± 18/58  60/8 ± 12/60  410/0 

����� �3?  04/10 ± 68/45  90/6 ± 06/45  770/0 

 ���@�P 001/0 < 001/0 < 230/0 

��9!� "7� 8  

MIDAS  

����� <=>  40/9 ± 59/13  90/9 ± 00/19  170/0 

 �3?�����  30/8 ± 90/4  30/9 ± 47/10  013/0 

 ���@�P 001/0 <  003/0 050/0 

6-HIT 

����� <=>  60/12 ± 24/43  58/9 ± 35/48  060/0 

����� �3?  30/9 ± 44/38  25/8 ± 41/37  630/0 

 ���@�P 001/0 < 039/0 340/0 

��9!� 7� 6����  

MIDAS  

����� <=>  80/8 ± 60/22  80/17 ± 20/23  880/0 

����� �3?  40/5 ± 20/10  60/9 ± 39/11  610/0 

 ���@�P 001/0 < 001/0 < 800/0 

6-HIT  
����� <=>  82/12 ± 29/51  82/8 ± 76/54  070/0 

����� �3?  91/8 ± 59/42  82/6 ± 76/41  550/0  
 ���@�P 001/0 < 001/0 < 360/0 

MIDAS: Migraine disability assessment score; HIT: Headache impact test 
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 ����4���� �� �� ;�&�< ���( #!&��= �
��� .  

�����  ���	�  �!  
����  

 �����P  
"��	#$�� %���  &��!	'�  

��9!� �7� 8  

�C��D �7�?  )4/79 (27  )2/88 (30  

360/0 
�
���E  )9/2 (1  )9/2 (1  

�=FD  )9/2 (1  )8/8 (3  

! ��  )7/14 (5  )0 (0  

��9!� "7� 8  

�C��D �7�?  )8/61 (21  )5/73 (25  

490/0 
�
���E  )5/23 (8  )5/26 (9  

�=FD  )9/2 (1  )0 (0  

! ��  )8/11 (4  )0 (0  

��9!� 7� 6����  

�C��D �7�?  )6/70 (48  )8/61 (21  

008/0  
�
���E  )2/16 (11  )2/38 (13  

�=FD  )4/4 (3  )0 (0  

! ��  )8/8 (6  )0 (0  

  

 ��&� �����      #���� ����# �# ��, !	
��< ���# ��� e�

:�9 �# !��F�H�   
��#�� �u�� 
���� =�P* #�* (� ���%

$����� lP&��E� �   #�
���� ���d� (� 	����% �# ����� ���#

     #�#��� 
���( M��� � 
����� W
- !
���� WP+5

.�-�
� #�0�      ���,����� Y���� ��� !����# l�� (�

MIDAS  �6-HIT   $���� lP&�E� ���   �# ���� ���#

    p����* (���� !e���&� ]Q� �� ��� !
1� 	
,�1� ���#

   �# 	���% �# !$Q�c* p����* 	}�� �� $����#  ��'��

	
���       !
����# ��T� 
����+�� � #��� ��&+� ��&��+� �

.
�&-�# ��&��+� l�c� ���� ��&1�� S��+�  

 �# ��&��+� ��uv�:�9 ���%  
���� WP+5 #�* (�

��F�H� 
�R �#     ��&'�% ����U $����� #��� ��� ���# �

     :,�}��9 �# !M���g� 
�����* ���� .�����Charles  �

   e���&� ����1� $[��&� !
���?+, ���F�H�    ��� ����5 �

   !���F�H� ���� �# .
�< ��#60    #�
�5 !���+��3   	���

 �� 
���# �T�mg 10    ]�Q� ��� 
�&'�% ���U ��&��+�

     W
�� #�
��� =�, � #�#��� W
- =, !S3�5 e��&�

     ���� �Q��4� WP��+5 W����'# � #�#���� WP��+5

Baseline ) ��� 	#�� �
�9 :,��20.(  

��F�H� �#  �Bigal  ��&��+� (� !
���?+, �  (�# ���

mg 20-10  �# 	�� �� W
� ��38   
�- 	#�7&�� ��+��

 ��� ��F�H� ��� �# ��    W
�� =�, � #�#��� W
- =,

     ���� �Q��4� WP��+5 W����'# � #�#���� WP��+5

Baseline 9 :,����
  	#��) #��21  !����# l�� (� .(

      ��)+0 (� ��&���+� p����* (� 
��&� �# ��� 
�R �,

    ��/�) $�-���% p����* !(r��) $&���9 p���* !8

$Q)U p���* !(M�/�� � =?- #�# !6��7&��-   $�U��*

)=�  
�E ���1'�9 �  �Congestive Heart Failure 

 ��CHF  (��-�9# � =,�� !#�#��) $Qc* p���* !(

) ��� 	
- #�� ($+�<) $��E �22 !18-16  �# ���� !(

��F�H� ����* !���5 �      ��� �
�0 � ��0�� S���U �

��# D�� �� �[��   � 
�1� 	
,��1� 
���+�� �# !##�% �

     ��c&b� p����* S���- ��/�� !	
- 	
,�1� p���*

.#�� $-���%  
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��F�H� e��&� X45 ��     �# ��� 
��R ��, !���5 �

	
��� l�c� 
���+��   W����fF�� =�
�� �   (� �#�����

   ���� ���# ���� ��� !
�#�% 
,�1� $Qc* p���* (���

 �#:�9 ���%  � 
���� WP+5 #�* (� W
� � W
-

$��� ��uv� !#�#��  $E�� ��� ��Q��� ��� �# .�-�# ��#

  ���F�H� ����1� $[��&� ��� ���# W��F�H�   �� ����5 �

.
�#�� r���%  

�# ��F�H� � Hering � Kuritky �� ��� 29 �� ���+ 

� �� P&Q��!
��  �1b��u�$  
���=    :,��� �# W���fF��

 #�#�� WP+5����$ 
-� �# .�� H�� !��F��
���+   ���

�# 	����% �#����'� 	
����� � 
����=  (�# ���� W����fF��  

mg 400 �# 	��% ���'� 	
��� � �+����#  �4>��=   ��� �

 W
�8  ��&� .
�
- jU�� 
���# �T� �&7,�e  
��1�  #�#

 
�� ���=   uv�� !W����fF�����   #�
�52/86   �# 
�3�#

9�: %��� � (��
�� �-�# )23.(  

�#  ���R :,�}9      =�
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Abstract 
Background: Considering high prevalence of treatment failure in migraine and resistance to common 
drugs and their side effects, trying to find new treatments in chronic and relapsing migraine is 
important. The aim of this study was comparing the effect on memantine and sodium valpruate in 
treatment of chronic and episodic migraine headaches.  

Methods: In a cross-over clinical trial study, 70 patients with chronic or relapsing migraine were 
selected and randomly divided in two equal groups. The groups were treated using memantine or 
sodim valruate for 3 months and after 4 weeks of wash-out, the method of treatment was replaced and 
continued for 3 months. The number of headache attacks, pain intensity, analgesia consumption and 
duration of headache were compared between the two groups. 

Findings: Time, intensity and duration of headaches were decreased in both groups significantly; but 
the number of attacks and duration of headache was not significantly different. The decrease of 
headache intensity in the memantine groups was significantly higher than the sodium valpruate groups 
(P = 0.021). 

Conclusion: Both memantine and sodium valpruate had positive effects for prevention of relapsing 
migraine attack, headache intensity and duration of headache; but the side effects of memantine in lower 
and it is a better selection for prevention of migraine headache. 
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