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Background: Migraine is one of the common neurological 

diseases. the aims of this study are to compare the effective- 

ness and tolerability of Topiramate and Melatonin drugs as 

monotherapy in the prophylaxis of migraine and to support 

the use of Melatonin as a preventive therapy. 
 

Materials and Methods: a prospective, comparative study, 

in which 200 Patients diagnosed with migraine were enrolled. 

Monthly headache frequency, headache severity, mean at- 

tack duration in hours, and disability, were assessed at the 

baseline and at the end of 3rd month of follow up. Tolerability 

measures including the incidence of adverse events were re- 

corded also. 

Results: Forty patients withdrew from the study, the anal- 

ysis was performed for the remaining cases, 160 patients, 

(76 in topiramate group and 84 in melatonin group). There 

was a significant improvement in the clinical response after 3 

months of treatment in all parameters, and without significant 

differences between both groups. 

Conclusion: this study showed that the Melatonin is effective 

as, if not superior to, Topiramate for episodic migraine pro- 

phylaxis. Moreover, it is more tolerated and has less adverse 

events than Topiramate. 

Key words: Migraine, Topiramate, Melatonin. 

Antecedentes: la migraña es una de las enfermedades 

neurológicas más frecuentes. los objetivos de este estudio 

son comparar la eficacia y la tolerabilidad de los fármacos 

topiramato y melatonina como monoterapia en la profilaxis 

de la migraña y apoyar el uso de melatonina como terapia 

preventiva. 
 

Materiales y métodos: estudio prospectivo, comparativo, en 

el que se inscribieron 200 pacientes diagnosticados de mi- 

graña. La frecuencia mensual de los dolores de cabeza, la 

gravedad del dolor de cabeza, la duración media del ataque 

en horas y la discapacidad se evaluaron al inicio y al final 

del tercer mes de seguimiento. También se registraron las 

medidas de tolerabilidad, incluida la incidencia de eventos 

adversos. 

Resultados: Cuarenta pacientes se retiraron del estudio, el 

análisis se realizó para los casos restantes, 160 pacientes, 

(76 en el grupo de topiramato y 84 en el grupo de melato- 

nina). Hubo una mejora significativa en la respuesta clínica 

a los 3 meses de tratamiento en todos los parámetros, y sin 

diferencias significativas entre ambos grupos. 
 

Conclusión: este estudio mostró que la melatonina es efi- 

caz, si no superior, al topiramato para la profilaxis de la mi- 

graña episódica. Además, es más tolerado y tiene menos 

efectos adversos que el topiramato. 
 

Palabras clave: migraña, topiramato, melatonina. 
 

 

 

 

Migraine is one of the common neurological diseases and it is 

characterized by throbbing unilateral headache attacks, that 

are associated with phonophobia, photophobia, nausea, and 

vomiting, and it is exacerbated by physical activity1. 

Effective treatment of migraine starts with making a correct 

diagnosis, excluding the alternate causes, addressing the 

impact on the patient’s life and educating the patient regard- 

ing therapeutic options, treatment duration, adverse effects 
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SURÀOH�DQG�HIIHFWV�RI�SV\FKRVRFLDO�UROHV�DV�SDUW�RI�WKH�PDQ-
agement2.

7KH�SKDUPDFRORJLF�W\SHV�RI�WUHDWPHQW�LQFOXGH�DERUWLYH��DFXWH��
DQG�SUHYHQWLYH� �SURSK\ODFWLF�� WKHUDS\��7KHVH� WZR� W\SHV�GLI-
IHU�VLJQLÀFDQWO\�LQ�WKHLU�PHFKDQLVPV�DV�DERUWLYH�WUHDWPHQW�LV�
XVHG�WR�DWWHQXDWH�V\PSWRPV�RI�WKH�DWWDFNV�ZKHUHDV�3UHYHQ-
WLYH� WKHUDS\� LV� XVHG� WR� UHGXFH� KHDGDFKH� IUHTXHQF\�� VHYHU-
ity, or duration3��$GGLWLRQDO�EHQHÀWV�IRU�3UHYHQWLYH�WKHUDS\��LW�
PD\�LPSURYH�WKH�DELOLW\�RI�WKH�SDWLHQWV�WR�IXQFWLRQ��HQKDQFH�
WKH�UHVSRQVH�WR�WKH�DFXWH�WUHDWPHQWV�DQG�UHGXFH�WKH�FRVWV�RI�
KHDOWK�FDUH2.

+RZHYHU��EHFDXVH�RI� WKH�YDULHW\�RI�PLJUDLQH�FKDUDFWHULVWLFV�
DPRQJ�SDWLHQWV�DQG�RYHU�WLPH�ZLWKLQ�WKH�LQGLYLGXDOV�DQG�EH-
FDXVH�PRVW�SUHYHQWLYH� WUHDWPHQWV�DUH�QRW�GHVLJQHG� IRU�PL-
JUDLQH�VSHFLÀFDOO\�DQG�PD\�KDYH�YDULDEOH�HIÀFDFLHV�DQG�DG-
YHUVH�HYHQWV�RU� LQWHUDFWLRQV�� WKHUHIRUH��RSWLPL]LQJ�WKH�WUHDW-
PHQW� IRU�HDFK�SDWLHQW� UHPDLQHG�FKDOOHQJLQJ�DQG� WKH�XVH�RI�
WKHVH�SUHYHQWLYH�PHGLFDWLRQV�RU�WDNLQJ�D�PD[LPXP�HIÀFDF\�
IURP�WKHP�DSSHDUHG�RQO\�LQ�IHZ�PLJUDLQH�SDWLHQWV1.

7KH� XVH� RI� HYLGHQFH�EDVHG� WUHDWPHQWV� LV� LPSRUWDQW� WR� WKH�
VXFFHVV� RI�PLJUDLQH� SUHYHQWLRQ2. 7KHUH� DUH� VHYHUDO� VWXGLHV�
LQWHUHVWHG� LQ� ÀQGLQJ�RWKHU�SUHYHQWLYH�GUXJV�ZLWK� IHZHU�VLGH�
HIIHFWV�DQG�PRUH�HIIHFWLYHQHVV�

Topiramate� ZDV� ÀUVW� DSSURYHG� LQ� ����� DV� DQ� DQWLHSLOHSWLF�
GUXJ�DQG�ZDV�ODWHU�DSSURYHG�LQ������IRU�PLJUDLQH�SURSK\OD[LV�
in adults4.

0HODWRQLQ�KDV�DQ�DQDOJHVLF�PHFKDQLVP�DQG�LW�FDQ�SUHYHQW�
WKH�DWWDFNV�E\�LWV�UXOLQJ�RQ�QHXUDO�SDWKZD\V�DQG�QHXURWUDQV-
PLWWHUV�� IRU� H[DPSOH�� LQKLELWLQJ� GRSDPLQH� UHOHDVH�� OLPLWLQJ�
QLWULF�R[LGH�V\QWKHVLV��DQG�DQWDJRQL]LQJ�H[FLWRWR[LFLW\��$OVR��
0HODWRQLQ�FDQ�UHJXODWH�WKH�EUDLQ�EORRG�ÁRZ�E\�VXSSUHVVLQJ�
&DOFLWRQLQ� JHQH�UHODWHG� SHSWLGH� �&*53�� UHOHDVH�� /DVWO\�� LW�
LV�UHSRUWHG�WKDW�0HODWRQLQ�OHYHOV�DUH�GHFUHDVHG�LQ�SDWLHQWV�
ZLWK�PLJUDLQH���.

1RW�PDQ\�VWXGLHV�KDYH�EHHQ�FRQGXFWHG�WR�FRPSDUH�WKH�HI-
IHFWLYHQHVV�RI�0HODWRQLQ�ZLWK�WRSLUDPDWH��6R�WKH�DLPV�RI�WKLV�
VWXG\� DUH� WR� FRPSDUH� WKH� HIIHFWLYHQHVV� DQG� WROHUDELOLW\� RI�
WKHVH�GUXJV�DV�PRQRWKHUDS\� LQ� WKH�SURSK\OD[LV�RI�PLJUDLQH�
DQG�WR�VXSSRUW�WKH�XVH�RI�0HODWRQLQ�DV�SUHYHQWLYH�WKHUDS\�

Materials and Methods

$� SURVSHFWLYH�� RSHQ�ODEHO� FRPSDUDWLYH� VWXG\�� LQ� ZKLFK� ����
3DWLHQWV� GLDJQRVHG� ZLWK� PLJUDLQH� DWWHQGLQJ� QHXURORJLFDO�
FRQVXOWDWLRQ� LQ� WHDFKLQJ�KRVSLWDOV� LQ� ,UDT��GXULQJ� WKH��st ten 
PRQWKV�RI�������ZHUH�HQUROOHG�DIWHU�REWDLQLQJ�LQIRUPHG�FRQ-
VHQW�DQG�,QVWLWXWLRQDO�(WKLFV�&RPPLWWHH�DSSURYDO��

,QFOXVLRQ�&ULWHULD� 
���3DWLHQWV�DJHG�EHWZHHQ����WR����\HDUV�IURP�ERWK�JHQGHUV��
IXOÀOOLQJ�PLJUDLQH�GLDJQRVWLF�FULWHULD�DFFRUGLQJ�WR�WKH�,QWHU-
QDWLRQDO�&ODVVLÀFDWLRQ�RI�+HDGDFKH Disorders, experiencing 
PRUH�WKDQ���DWWDFNV��PRQWK�

Exclusion Criteria

���$Q\�3DWLHQW�ZDV������RU�!����\HDUV�ROG�

���,I�WKHUH�ZDV�XVH�RI�DQ\�SURSK\ODFWLF�PHGLFDWLRQ�LQ�WKH�ODVW��

���PRQWKV�

���,I�WKH�PLJUDLQH�GLDJQRVLV�ZDV�QRW�GHÀQLWHO\�FRQÀUPHG�RU�
WKHUH�ZHUH�RWKHU�SULPDU\�KHDGDFKHV��WHQVLRQ�W\SH��FOXV-
WHU�KHDGDFKH��HWF��RU�VHFRQGDU\�KHDGDFKHV�LQ�WKH�VDPH�
patient. 

4. Any Pregnant and lactating woman.

���,I�WKH�3DWLHQW�ZDV�DOOHUJLF�WR�DQ\�RI�WKH�VWXG\�PHGLFDWLRQV�

���,I�WKH�SDWLHQW�KDV�DQ\�VLJQLÀFDQW�YDVFXODU��LQFOXGLQJ�XQ-
FRQWUROOHG�K\SHUWHQVLRQ���FDUGLDF��QHXURORJLFDO��UHQDO��KH-
patic, or respiratory diseases.

���$Q\�3DWLHQW�ZKR�KDV�D�PDMRU�SV\FKLDWULF�GLVHDVH�DQG�XQ-
dergoing treatment. 

���$Q\�SDWLHQW�ZKR�KDV�PHGLFDWLRQ�RYHUXVH� �WDNLQJ�HUJRWD-
PLQH��WULSWDQ��QRQVWHURLGDO�DQWL�LQÁDPPDWRU\�GUXJV��RSLRLG��
RU�FRPELQHG�DQDOJHVLF�PHGLFDWLRQV�IRU�PRUH�WKDQ�WHQ�GD\V�
SHU�PRQWK�� RU� WDNLQJ� VLPSOH� DQDOJHVLD� IRU� !��� GD\V� SHU�
PRQWK�IRU�PRUH�WKDQ�WKUHH�PRQWKV�

7KH� LQFOXGHG� SDWLHQWV� ZHUH� ���� DQG� GLYLGHG� LQWR� �� JURXSV�
HTXDOO\�DQG�HDFK�JURXS�UHFHLYHG�RQH�RI�WKH�SURSK\ODFWLF�DJHQWV�
�7RSLUDPDWH�WDEOHW����PJ�WZLFH�GDLO\�DQG�PHODWRQLQ�WDEOHW���PJ�
RQFH�GDLO\�IRU�WKUHH�PRQWKV���8VH�RI�DFXWH�PLJUDLQH�PHGLFDWLRQ�
ZDV�SHUPLWWHG�IRU�EUHDNWKURXJK�PLJUDLQH�DWWDFNs

��'DWD�UHJDUGLQJ�SDWLHQWV·�DJH��JHQGHU��DJH�DW�RQVHW�RI�PL-
JUDLQH��DQG�IDPLO\�KLVWRU\�RI�PLJUDLQH�ZHUH�FROOHFWHG�

��WKH� QXPEHU� RI� PLJUDLQH� DWWDFNV� �0RQWKO\� KHDGDFKH� IUH-
TXHQF\���LWV�VHYHULW\��XVLQJ�*OREDO�DVVHVVPHQW�RI�PLJUDLQH�
VHYHULW\� �*$06��7��+HDGDFKH�GXUDWLRQ� LQ� KRXUV�� DQG�GLV-
DELOLW\� �XVLQJ� 0LJUDLQH� 'LVDELOLW\� $VVHVVPHQW� �0,'$6��
TXHVWLRQQDLUH�LQ�ZKLFK�WKHUH�LV���JUDGHV�DV�IROORZ��,��������
IRU�/LWWOH�RU�1R�'LVDELOLW\��,,��������IRU�0LOG�'LVDELOLW\��,,,������
�����IRU�0RGHUDWH�'LVDELOLW\�DQG�,9�����RU�!��IRU�6HYHUH�'LV-
DELOLW\���ZHUH�DVVHVVHG�DQG�UHFRUGHG�DW�WKH�EDVHOLQH�DQG�DW�
WKH�HQG�RI��UG�PRQWK�RI�IROORZ�XS8.

��7ROHUDELOLW\� PHDVXUHV� LQFOXGHG� WKH� LQFLGHQFH� RI� DGYHUVH�
HYHQWV��LQYROYLQJ�WKRVH�WKDW�OHG�WR�WKH�SUHPDWXUH�ZLWKGUDZDO�
IURP� WKH�VWXG\�RU�VHULRXV�DGYHUVH�HYHQWV� WKDW�FDXVH�GLV-
DELOLW\��WKRVH�ZKLFK�ZHUH�OLIH�WKUHDWHQLQJ��RU�UHTXLUHG�KRVSL-
WDOL]DWLRQ��7KH�DGYHUVH�HYHQWV�ZHUH�UHFRUGHG�LI�WKH\�ZHUH�
FRQVLGHUHG�WR�EH�UHODWHG�WR�VWXG\�PHGLFDWLRQ�

6WDWLVWLFDO�$QDO\VLV� 
$OO�FROOHFWHG�LQIRUPDWLRQ�ZDV�HQWHUHG�LQ�H[FHO�VKHHW�DQG�
DQDO\]HG�XVLQJ�,%0�6366�6WDWLVWLFV�YHUVLRQ����VRIWZDUH��
������'HVFULSWLYH�VWDWLVWLFV��&KL�VTXDUH�WHVW��)LVKHU�H[DFW�
test, paired and unpaired-t-test were used.

https://reference.medscape.com/drug/topamax-trokendi-xr-topiramate-343023


AV
FT

  A
rc

hi
vo

s 
Ve

ne
zo

la
no

s 
de

 F
ar

m
ac

ol
og

ía
 y

 T
er

ap
éu

tic
a

Vo
lu

m
en

 4
0,

 n
úm

er
o 

1,
 2

02
1

29

www.revistaavft.com

5HVXOWV

Demographic data

7KH�QXPEHU�RI�SDWLHQWV�ZKR�ZHUH�UDQGRPL]HG� WR� WUHDWPHQW�
ZDV�������7UHDWPHQW�JURXSV�SUHVHQWHG�VLPLODU�GHPRJUDSKLF�
DQG�EDVHOLQH�FOLQLFDO�FKDUDFWHULVWLFV��7DEOH�����7KHUH�ZHUH�QR�
VLJQLÀFDQW�GLIIHUHQFHV�LQ�DOO�YDULDEOHV�

)RUW\�SDWLHQWV�ZLWKGUHZ�IURP�WKH�VWXG\��WKH�DQDO\VLV�ZDV�SHU-
IRUPHG�IRU� WKH�UHPDLQLQJ�FDVHV������SDWLHQWV������ LQ� WRSLUD-
PDWH�JURXS�DQG����LQ�PHODWRQLQ�JURXS���ÀJXUH���

Table 1. Comparison of characteristics of patients in groups

Group data Total Topiramate Melatonin P value*

N. 200 100 100
Age in years 
(mean ± SD) 31.36±9.53 31.77± 9.48 30.95 ± 9.61 0.544

Onset age of 
migraine (mean 
± SD)

24.92±8.68 25.67± 8.63 24.17± 8.70 0.222

Monthly 
headache 
frequency 
(mean ±SD)

6.92±2.56 7.07 ± 2.56 6.77 ± 2.57 0.409

Severity of 
headache 
(mean ±SD)

3.92±1.65 3.80 ± 1.63 4.03 ± 1.67 0.325

Headache 
duration in 
hours (mean 
±SD)

10.15±11.34 10.38 ± 11.68 9.92 ± 11.04 0.775

Headache 
disability: 
MIDAS (mean 
±SD)

13.98±7.68 13.68 ± 7.75 14.28 ± 7.63 0.581

Sex M 64 34 30 0.54F 136 66 70

6LJQLÀFDQW�3�YDOXH�DW����������

1���1XPEHU��6'��6WDQGDUG�'HYLDWLRQ��0��0DOH��)��)HPDOH��

&OLQLFDO�HIÀFDF\�0HDVXUHV�

7KH�HIÀFDF\�RI�ERWK�GUXJV�ZDV�DVVLVWHG�E\�FRPSDULQJ�WKH�IUH-
TXHQF\�RI�WKH�QXPEHU�RI�PLJUDLQH�KHDGDFKH�GD\V�SHU�PRQWK��
VHYHULW\��PHDQ�GXUDWLRQ�RI�KHDGDFKH��DQG�GLVDELOLW\�IURP�WKH�
DWWDFNV�DW�]HUR�WLPH�DQG�DIWHU���PRQWKV�RI�WKHUDS\��ZH�IRXQG�
WKDW�WKHUH�ZDV�D�VLJQLÀFDQW�LPSURYHPHQW�LQ�DOO�SDUDPHWHUV��LQ�
ERWK�JURXSV��S���������7DEOH���

Table 2. Comparison of headache characteristics before and after 
WUHDWPHQW�LQ�7RSLUDPDWH�DQG�0HODWRQLQ�JURXSV�

Group data

Topiramate Melatonin

Before 
treatment 

(mean±SD)

after 
treatment 

(mean±SD)

P 
value*

Before 
treatment 

(mean±SD)

after 
treatment 

(mean±SD)

P 
value*

monthly 
headache 
frequency

7.07 ± 2.56 3.82±1.97 0.000* 6.77±2.57 3.71±1.88 0.000*

Severity of 
headache

3.80 ± 1.63 2.57±1.54 0.000* 4.03±1.67 2.49±1.47 0.000*

Headache 
duration in 

hours
10.38±11.68 6.71 ± 7.47 0.017* 9.92 ± 11.04 6.27 ± 6.68 0.008*

Headache 
disability: 
MIDAS

13.68±7.75 10.16±7.67 0.003* 14.28 ± 7.63 10.00±7.41 0.000*


6LJQLÀFDQW�3�YDOXH�DW�������

$OVR�� WKHUH�ZHUH� QR� VLJQLÀFDQW� GLIIHUHQFHV� LQ� DOO� SDUDPHWHUV�
DW�WKH�EDVHOLQH��DV�PHQWLRQHG�LQ�WDEOH���DQG�LQ�WKH�FOLQLFDO�UH-
VSRQVH�DIWHU���PRQWKV�EHWZHHQ�ERWK�JURXSV��S!��������7DEOH���

Table 3. Comparison of clinical response in both groups

Group data

Before treatment

P 
value*

After treatment

P 
value*

Topiramate 
(n=100)

Melatonin
(n=100)

Topiramate
(n=76)

Melatonin
(n=84)

(mean±SD) (mean±SD) (mean±SD) (mean±SD)

monthly 
headache 
frequency 

7.07±2.56 6.77±2.57 0.409 3.82±1.97 3.71±1.88 0.718

Severity of 
headache

3.80±1.63 4.03±1.67 0. 325 2.42±1.48 2.38±1.43 0.737

Headache 
duration in 

hours
10.38±11.68 9.92±11.04 0. 775 6.71±7.47 6.27±6.68 0.694

Headache 
disability: 
MIDAS

13.68±7.75 14.28±7.63 0.581 10.16±7.67 10.00±7.41 0.893


6LJQLÀFDQW�3�YDOXH�DW�������

7KH�SHUFHQWDJHV�RI�FRPSOHWH�DQG�ZHOO�UHVSRQGHUV��LQ�ZKLFK�
WKHUH� ZHUH� �� ���� UHGXFWLRQ� LQ� DWWDFN� IUHTXHQF\��� DIWHU� ��
PRQWKV�RI�WUHDWPHQW��ZHUH�PRUH�SURPLQHQW�LQ�WKH�0HODWRQLQ�
JURXS�����IURP����SDWLHQWV����������WKDQ�RI�WRSLUDPDWH�JURXS�
����IURP����SDWLHQWV���������� EXW�VWDWLVWLFDOO\��WKLV�GLIIHUHQFH�
ZDV�QRW�VLJQLÀFDQW�� WDEOH���� WKRVH�ZLWK�FRPSOHWH�UHVSRQVHV�
ZHUH�KLJKHU�LQ�7RSLUDPDWH�JURXS�WKDQ�LQ�WKH�0HODWRQLQ�JURXS�
�����YV������������SDWLHQWV�LQ�ERWK�JURXSV���

)LJXUH����7KH�GLVWULEXWLRQ�RI�SDWLHQWV�ZKRVH�LQFOXGHG�LQ�WKH�VWXG\��
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7KUHH�SDWLHQWV��������H[SHULHQFHG�ZRUVHQLQJ�RI�WKHLU�KHDG-
DFKH�LQ�WKH�7RSLUDPDWH�JURXS��ZKLOH�RQH�SDWLHQW��������H[SH-
ULHQFHG�WKDW�LQ�WKH�0HODWRQLQ�JURXS�

7KH�SHUFHQWDJH�RI�SDWLHQWV�ZLWK�UHVSRQGHU�UDWHV��������UH-
GXFWLRQ�� LQ�PLJUDLQH� VHYHULW\�ZDV� ������ LQ� WKH�7RSLUDPDWH�
JURXS�DQG�������LQ�WKH�0HODWRQLQ�JURXS��%XW�WKHUH�LV�QR�VWD-
WLVWLFDO�GLIIHUHQFH�EHWZHHQ�WKHP��WDEOH���

7DEOH�����&RPSDULVRQ�RI�WKH�UHVSRQGHU�UDWH�EHWZHHQ�WRSLUDPDWH�
and melatonin groups

The responder rate
Topiramate 

(%)
76 (100%)

Melatonin 
(%) 84 
(100%)

3�YDOXH


)UHTXHQF\
�������UHGXFWLRQ� ���������� ����������

0.57
�������UHGXFWLRQ ��������� ���������

6HYHULW\
�������UHGXFWLRQ� ��������� ���������

0.52
�������UHGXFWLRQ ��������� ���������


6LJQLÀFDQW�3�YDOXH�DW�������

7KH�SHUFHQWDJHV� RI� SDWLHQWV�ZKR�KDG� D� UHGXFWLRQ� LQ�PHDQ�
KHDGDFKH�GXUDWLRQ�ZHUH�DERXW�����LQ�ERWK�JURXSV��������LQ�
WRSLUDPDWH�JURXS�DQG�������LQ�PHODWRQLQ�JURXS���ZKLOH�WKRVH�
ZLWK�������UHGXFWLRQV�LQ�PHDQ�GXUDWLRQ�ZHUH���������������
LQ� WKH�7RSLUDPDWH� JURXS� DQG� ���� �������� LQ� WKH�0HODWRQLQ�
JURXS��7KH�GLIIHUHQFHV�EHWZHHQ�WKH�WZR�JURXSV�ZHUH�QRW�VWD-
WLVWLFDOO\�VLJQLÀFDQW��7DEOH���

$FFRUGLQJ�WR�0,'$6��WKHUH�ZDV�D�UHGXFWLRQ�LQ�PHDQ�VFRUHV�
IURP��������������WR��������������LQ�WKH�7RSLUDPDWH�JURXS��
DQG�IURP��������������WR��������������LQ�WKH�0HODWRQLQ�JURXS��
WDEOH����7KH�GLIIHUHQFHV�LQ�WKH�UHGXFWLRQ�RI�GLVDELOLW\�EHWZHHQ�
WKH�WZR�JURXSV�ZHUH�QRW�VWDWLVWLFDOO\�VLJQLÀFDQW��7DEOH���

7ROHUDELOLW\�DQG�VDIHW\�
)RUW\�SDWLHQWV�ZHUH�ZLWKGUDZQ�IURP�WKH�VWXG\��DGYHUVH�HYHQWV�
RFFXUUHQFH�ZDV�WKH�PRVW�FRPPRQ�UHDVRQ�IRU�SUHPDWXUH�ZLWK-
GUDZDO�IRU�DOO�UDQGRPL]HG�SDWLHQWV��7DEOH���

7DEOH������WKH�VLGH�HIIHFWV�LQ�ERWK�WUHDWPHQW�JURXSV

Side effects Topiramate 
(N=76)(%)

Melatonin 
(N=84)(%) 3�YDOXH


Sleepiness 15(19.7) 15(17.8) 0.760
Dizziness 7(9.2) 10(11.9) 0.580
Paresthesia 30(39.4) ------ 0.000*

Anorexia 13(17.1) ------ 0.000*

Fatigability 7(9.2) 5(5.9) 0.434
Dry mouth 2(2.6) ------ 0.134
Diarrhea 3(3.9) ------ 0.066
Worsening headache 3(3.9) 1(1.1) 0.264
Constipation ------ 1(1.1) 0.340
concentration/attention 
GLI¿FXOWLHV 10(13.1) 3(3.5) 0.026*

Tremor 3(3.9) ------ 0.066


6LJQLÀFDQW�3�YDOXH�DW������

7ROHUDELOLW\�ZDV�HYDOXDWHG�DFFRUGLQJ�WR�DGYHUVH�HYHQWV� WKDW�
DUH�UHSRUWHG�E\�WKH�SDWLHQWV��ZKHUH�����DGYHUVH�HYHQWV�UH-
FRUGHG�E\����SDWLHQWV��PRVW�RI�WKHP���������RFFXUUHG�LQ�WKH�
7RSLUDPDWH� JURXS�� WKH�PRVW� FRPPRQ�DGYHUVH� HYHQWV�ZHUH�

3DUHVWKHVLD� �������� LQ� WKH� 7RSLUDPDWH� JURXS� �DPHOLRUDWHG�
ZLWK�SRWDVVLXP�VXSSOHPHQWV��DQG�VOHHSLQHVV�LQ�ERWK�JURXSV��

Discussion

0HODWRQLQ�DQG�PLJUDLQH�DUH� OLQNHG� LQ�VHYHUDO�ZD\V�DQG� WKH�
SK\VLRORJLFDO�HIIHFWV�RI�0HODWRQLQ�SURYH�WKH�HIIHFWLYHQHVV�RI�LW�
LQ�WKH�SURSK\OD[LV�RI�FKURQLF�KHDGDFKHV������.

7KH�SUHVHQW� VWXG\�ZDV�D�SURVSHFWLYH�� FRPSDUDWLYH� VWXG\�� LQ�
ZKLFK�WKH�HIIHFWLYHQHVV�RI�7RSLUDPDWH�DQG�0HODWRQLQ�LQ�D�PL-
JUDLQH�SURSK\OD[LV�� WKHLU� WROHUDELOLW\�DQG� WKH�GLVDELOLW\�DVVRFL-
DWHG�ZLWK�PLJUDLQH�EHIRUH�DQG�DIWHU�WUHDWPHQW�ZHUH�FRPSDUHG��

����SDWLHQWV�SDUWLFLSDWHG� LQ�WKLV�VWXG\�� WKH�PHDQ�DJH�RI�SD-
WLHQWV�ZDV�DERXW����\HDUV������������RI�WKHP�ZHUH�IHPDOH��
7KHVH�ÀQGLQJV�VXJJHVW�WKDW�PLJUDLQH�LV�PRUH�FRPPRQ�LQ�IH-
PDOHV�DQG�DW�WKH�PHDQ�DJH�RI�WKLUWLHV��WKHVH�ÀQGLQJV�DUH�VXS-
SRUWHG�E\�PDQ\�VWXGLHV�OLNH�RI�.HOPDQ�/��ZKR�IRXQG�WKDW�´D�
WRWDO�RI�������SDWLHQWV�ZHUH�IHPDOH�DQG�PHDQ�DJH�ZDV������
\HDUV����������\HDUVµ11.

&OLQLFDO�HIÀFDF\:
(IIHFWLYH�PLJUDLQH� SUHYHQWLRQ� GHSHQGV� RQ�3DWLHQW� H[SHFWD-
tions as well as treating clinicians, most clinicians accept ev-
LGHQFH�EDVHG�H[SHFWDWLRQV�RI�UHGXFLQJ�DWWDFN�IUHTXHQF\�DQG�
VHYHULW\�E\�����

7KHUHIRUH��WKH�JRDO�RI�DSSURSULDWH�SUHYHQWLYH�WUHDWPHQW�LV�LP-
SURYHPHQW�WKH�TXDOLW\�RI�FDUH�IRU�PLJUDLQH�SDWLHQWV�E\�D�����
UHGXFWLRQ�LQ�WKH�DWWDFN�IUHTXHQF\�DQG�VHYHULW\��DQG�E\�WKH�LP-
SURYHPHQW�RI�WKH�3HUIRUPDQFH�DQG�SURGXFWLYLW\12. 

����SDWLHQWV�����LQ�WKH�WRSLUDPDWH�JURXS�DQG����LQ�WKH�PHOD-
WRQLQ�JURXS��FRPSOHWHG�WKH�VWXG\���0HODWRQLQ�ZDV�DW�OHDVW�DV�
HIIHFWLYH�DV�7RSLUDPDWH� LQ� WKH�UHGXFWLRQ�RI� WKH�PRQWKO\�UDWH�
RI�PLJUDLQH�HSLVRGHV�IURP�SURVSHFWLYH�EDVHOLQH�WR�WKH�HQG�RI�
WKH� WUHDWPHQW� SKDVH��7KHUH�ZHUH� QR� VWDWLVWLFDOO\� VLJQLÀFDQW�
GLIIHUHQFHV�EHWZHHQ�ERWK�JURXSV�LQ�DQ\�RI�WKH�SUHVFULEHG�HI-
ÀFDF\�YDULDEOHV�

7KH�UHVSRQGHU�UDWH�������UHGXFWLRQ�LQ�DWWDFN�IUHTXHQF\�� LQ�
WKH�7RSLUDPDWH�JURXS�ZDV��������DQG�WKLV�LV�FRPSDWLEOH�ZLWK�
�%UDQGHV�-/�HW�DO�������DQG�6LOEHUVWHLQ�6'�HW�DO�������13,14, 
LQ�ZKLFK�WKH�UHVSRQGHU�UDWHV�ZHUH�����DQG��������UHVSHF-
WLYHO\��LQ�SDWLHQWV�RQ����PJ�GDLO\�GRVH��DV�LQ�WKLV�VWXG\��EXW�LW�
ZDV�KLJKHU�ZLWK�����PJ������DQG��������DQG�����PJ������
DQG���������7KLV�PHDQ�WKDW����PJ�LV�VWLOO�HIIHFWLYH�EXW�LW�LV�QRW�
WKH�RSWLPDO�GRVH�RI�7RSLUDPDWH��DOWKRXJK�WKH�VLGH�HIIHFWV�DUH�
PRUH�FRPPRQ�ZLWK�ODUJHU�GRVHV�DQG�WKHVH�PD\�OHDG�WR�VWRS-
SLQJ�LQWDNH�WKLV�PHGLFDWLRQ�E\�PDQ\�SDWLHQWV�LQ�RXU�VRFLHW\�

7KH�PHDQ�GXUDWLRQ�RI�PLJUDLQH�HSLVRGHV�ZDV����������������
DQG� ����� �� ������ LQ� 7RSLUDPDWH� DQG� 0HODWRQLQ� JURXSV� UH-
VSHFWLYHO\��ZKLOH�LW�ZDV�DURXQG��������KRXUV�LQ�RWKHU�VWXGLHV�
(Long R et al,2018; Gonçalves AL et al, 2016; Peres  M et 
DO��������'RGLFN�':�HW�DO�����������������7KLV�GHIHUHQFH�PD\�
EH�UHODWHG�WR�HDUO\�LQWDNH�RI�DFXWH�DERUWLYH�PHGLFDWLRQ�DW�WKH�
EHJLQQLQJ�RI� HSLVRGHV� LQ�RXU� VRFLHW\�� DQG�DFFRUGLQJ� WR�ELWV�
RI� DGYLFH�JLYHQ� WR� WKRVH�SDWLHQWV� GXULQJ� WKH� IROORZ�XS�SHUL-
RG��ZKLFK�GHÀQLWHO\�ZLOO�GHFUHDVH�WKH�GXUDWLRQ�RI�WKH�DWWDFN��
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7KHUH�ZDV�D� VLJQLÀFDQW� UHGXFWLRQ� LQ�PHDQ�GXUDWLRQ� LQ�ERWK�
JURXSV��LQ�WKH�7RSLUDPDWH�JURXS��DV�LQ�0HODWRQLQ�������KDG�
VKRUWHU�KHDGDFKH�GXUDWLRQ��DQG�WKLV�FRPSDWLEOH�ZLWK�/DPSO�HW�
al, 200416���������EXW�LW�LV�QRW�FRPSDWLEOH�ZLWK�PDQ\�VWXGLHV�
ZKLFK� HLWKHU� VKRZ� QR� VLJQLÀFDQW� UHGXFWLRQ� RI� GXUDWLRQ�ZLWK�
Topiramate as in Freitage, 200317�� �RQO\� ����� RU� RQO\�ZLWK�
����PJ�GD\�GRVH�DV�LQ�%UDQGHV�HW�DO������13��,Q�WKH�0HODWR-
QLQ�JURXS��WKHUH�ZDV�D�JUHDWHU�SHUFHQWDJH��DOWKRXJK�LW�LV�QRW�
VWDWLVWLFDOO\�VLJQLÀFDQW��RI�SDWLHQWV�ZLWK�������UHGXFWLRQ�LQ�WKH�
PHDQ�GXUDWLRQ�WKDQ�WKRVH�RI�WKH�7RSLUDPDWH�JURXS��7KH�UHVXOW�
ZDV�FRPSDWLEOH�ZLWK��3HUHV�0�HW�DO��������DQG�*RQoDOYHV�$/�
HW�DO�������6,10��LQ�ZKLFK��WKHUH�ZDV�D�VLJQLÀFDQW�UHGXFWLRQ�RI�
KHDGDFKH�GXUDWLRQ�LQ�FRPSDULVRQ�WR�SODFHER������

$FFRUGLQJ�WR� WKH�0,'$6�TXHVWLRQQDLUH�� WKH�EDVHOLQH�VFRUHV�
ZHUH�FRPSDWLEOH�ZLWK�(EUDKLPL�0RQIDUHG�0�HW�DO�����9��DI-
WHU���PRQWKV�RI�WUHDWPHQW�� WKHUH�ZDV�D�VLJQLÀFDQW�UHGXFWLRQ�
LQ�PHDQ�0,'$6�LQ�ERWK�JURXSV��LQ�DGGLWLRQ��WKHUH�ZDV�D�UH-
GXFWLRQ� LQ�SHUFHQWDJHV�RI�SDWLHQWV�ZLWK�PRGHUDWH� WR�VHYHUH�
GLVDELOLWLHV��LQ�PHODWRQLQ�JURXS�PRUH�WKDQ�WRSLUDPDWH���WKHVH�
VXSSRUW� WKH�PHODWRQLQ� UROH� LQ� UHGXFLQJ�GLVDELOLW\�DQG� WKLV� LV�
FRPSDWLEOH� ZLWK�PDQ\� VWXGLHV�� (EUDKLPL�0RQIDUHG�0� HW� DO��
20179��DQG�)DOODK�5�HW�DO�����18.

,Q�JHQHUDO��RXU�GDWD�VXSSRUWV�0HODWRQLQ·V�WKHUDSHXWLF�UROH�LQ�
PLJUDLQH� SUHYHQWLRQ� DQG� LW� FDQ� UHGXFH�PLJUDLQH� IUHTXHQF\��
VHYHULW\�DQG�KHDGDFKH�GXUDWLRQ��LQ�DGGLWLRQ�WR�LWV�UROH�LQ�LP-
SURYLQJ�SDWLHQW�IXQFWLRQ�DQG�UHGXFLQJ�GLVDELOLW\�

7ROHUDELOLW\�
���SDWLHQWV�ORVW�WKH�IROORZ�XS��PRVWO\�GXH�WR�DGYHUVH�HYHQWV�
RU�VWURQJ�LPSURYHPHQW�LQ�WKHLU�FRQGLWLRQ�DV�WKH\�WKRXJKW�QR�
PRUH�IROORZ�XS�ZDV�QHFHVVDU\�RU�PD\�EH�GXH�WR�RWKHU�FDXVHV�
including socioeconomic matters.

7KH�PDMRULW\�RI�WKH�DGYHUVH�HYHQWV�ZHUH�HLWKHU�PLOG�RU�PRGHU-
DWH�LQ�LQWHQVLW\�DQG�QR�VHULRXV�HYHQW�ZDV�UHSRUWHG�GXULQJ�WKH�
VWXG\� SHULRG�� �$PRQJ� SDWLHQWV�ZKR� XVHG� WRSLUDPDWH�� WKHUH�
ZHUH�QR� UHSRUWV�RI�JODXFRPD� �SULPDU\�RU� VHFRQGDU\��� UHQDO�
VWRQHV��RU�DFXWH�P\RSLD�LQ�DQ\�SDWLHQWV��ZKLFK�LI�DFFUXH��QH-
FHVVLWDWH�GLVFRQWLQXDWLRQ�RI�WKH�GUXJ��7KHUH�ZHUH�QR�FOLQLFDOO\�
LPSRUWDQW�PHDQ�FKDQJHV�LQ�ODERUDWRU\�YDOXHV�RU�YLWDO�VLJQV�

6RPH�RI�WKH�DGYHUVH�HIIHFWV�KDYH�D�VLJQLÀFDQW�IUHTXHQF\�LQ�
WKH�7RSLUDPDWH�JURXS�LQ�FRPSDULVRQ�WR�WKH�0HODWRQLQ�JURXS�
VXFK�DV�3DUHVWKHVLD��WKH�PRVW�IUHTXHQW�VLGH�HIIHFWV���$QRUH[-
LD��DQG�FRQFHQWUDWLRQ�DWWHQWLRQ�GLIÀFXOWLHV��3DUHVWKHVLD�LV�UH-
SRUWHG�LQ�����RQO\��WKLV�SHUFHQWDJH�LV�OHVV�WKDQ�WKDW�UHSRUWHG�
E\�6LOEHUVWHLQ�6'19, �������WKLV� LV�PD\�EH�GXH�WR�WKH�XVH�RI�
���PJ��QRW�����PJ��GDLO\�GRVH�LQ�WKH�FXUUHQW�VWXG\�DQG�WKLV�
UHVXOWV�LV�FRPSDWLEOH�ZLWK�$GHOPDQ�-�HW�DO20.

7KH�PRVW� IUHTXHQW� DGYHUVH� HYHQWV� LQ� WKH� 0HODWRQLQ� JURXS�
ZDV�6OHHSLQHVV��DQG�WKLV�FRPSDWLEOH�ZLWK�RWKHU�VWXGLHV��)DO-
ODK�5�HW�DO�������DQG�/RQJ�5�HW�DO����������.

0HODWRQLQ�ZDV�PRUH� WROHUDEOH� WKDQ�7RSLUDPDWH�� DV�PRVW� RI�
DGYHUVH�HIIHFWV�����YHUVXV�����DQG�QXPEHUV�RI�SDWLHQWV�WKRVH�
ORVW�WKH�IROORZ�XS�����YHUVXV�����RU�H[SHULHQFHG�ZRUVHQLQJ�RI�
KHDGDFKH����YHUVXV����RFFXU�LQ�WKH�7RSLUDPDWH�JURXS�

7KH�UHVXOWV�VKRZHG�WKDW�ERWK�GUXJV�ZHUH�HIIHFWLYH��DQG�PHOD-
WRQLQ�ZDV�PRUH�WROHUDWHG�WKDQ�WRSLUDPDWH�

6HYHUDO�OLPLWDWLRQV�ZHUH�UHSRUWHG�LQ�WKLV�VWXG\�LQFOXGLQJ�VWXG\�
GHVLJQ��RSHQ�ODEHO��� ODFN�RI�FRQWURO�JURXS�� ODFN�RI� ORQJ�WHUP�
IROORZ�XS� DQG� VKRUW� WHUP� WUHDWPHQW�� DQG� SRRU� DVVHVVPHQW�
RI�VOHHS�TXDOLW\��:KHUH�WKH�HIIHFW�RI�0HODWRQLQ�PD\�EH�PRUH�
VLJQLÀFDQW� LQ� SDWLHQWV�ZLWK� GHFUHDVHG�PHODWRQLQ� SURGXFWLRQ�
DQG�PLJUDLQH�DVVRFLDWHG�ZLWK� GHOD\HG� VOHHS� V\QGURPH� �$O-
VWDGKDXJ�HW�DO���������3HUHV�������21,22��/DVWO\��WR�UHGXFH�WKH�
RFFXUUHQFH�RI�VLGH�HIIHFWV��WKH�7RSLUDPDWH�GRVDJH�XVHG�LQ�WKLV�
VWXG\� ����PJ�G�� ZDV� ORZHU� WKDQ� UHFRPPHQGHG� �����PJ�G��
�6LOEHUVWHLQ�6'��������*RQoDOYHV�$/�HW�DO�������2,6��ZKLFK�PD\�
KDYH�FRQWULEXWHG� WR� WKH� ORZHU�HIÀFDF\�REVHUYHG� LQ� WKH� WRSL-
UDPDWH�WUHDWPHQW�JURXS��+RZHYHU��GRVDJHV�RI���PJ�G�KDYH�
EHHQ�GHPRQVWUDWHG�WR�EH�HIIHFWLYH��LQ�$VLDQ�SRSXODWLRQV23.

)XWXUH�VWXGLHV�DUH�ZDUUDQWHG�WR�FRQÀUP�WKH�HIÀFDF\�RI�PHOD-
tonin in treating migraine patients.

Conclusion

7KLV�VWXG\�VKRZHG� WKDW� WKH�0HODWRQLQ� LV�HIIHFWLYH�DV�� LI� QRW�
VXSHULRU� WR�� 7RSLUDPDWH� IRU� HSLVRGLF� PLJUDLQH� SURSK\OD[LV��
0RUHRYHU�� LW� LV�PRUH� WROHUDWHG�DQG�KDV� OHVV�DGYHUVH�HYHQWV�
WKDQ�7RSLUDPDWH�

$FNQRZOHGJHPHQWV
,�H[WHQG�P\�WKDQNV�WR�WKH�FROOHDJXHV�LQ�WKH�1LQHYHK�PHGLFDO�
FROOHJH� DQG� %DJKGDG� WHDFKLQJ� KRVSLWDO�� DQG� ,� ZRXOG� OLNH� WR�
WKDQN�DOO�IULHQGV�IRU�WKHLU�VXSSRUW�IRU�XV�LQ�FRPSOHWLQJ�WKLV�VWXG\�
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