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Abstract
Background: Research into managing depression and fatigue, 
two typical symptoms of multiple sclerosis (MS), is constantly 
expanding. This study aimed to assess the efficacy of the 
modified Mediterranean (MED) diet or the Traditional Persian 
(TP) diet in terms of fatigue and depression severity in patients 
with MS.
Methods: In this single-center, single-blind, randomized 
clinical trial, 90 patients were enrolled. The patients were 
randomly assigned to either the MED or TP diet intervention 
and control groups for two months between July 2022 and 
February 2023, in Shiraz, Iran. The Krupp Questionnaire for 
Fatigue Severity Scale and the Beck Depression questionnaire 
were used. The Chi square test, Kruskal-Wallis test, One-way 
ANOVA, and backward elimination technique were employed. 
STATA statistical software (version 17) was utilized for data 
analysis. P≤0.05 was considered statistically significant.
Results: The mean age of 90 participants was 35.64±9.12, and 
82.2% were women. The analysis revealed a negative correlation 
between fatigue severity and MED diet intervention (-4.17 [-8.18-
0.16]; P=0.04). However, there was no association between fatigue 
severity and TP diet intervention (-3.82 [-7.96, 0.32]; P=0.07). 
The analysis showed that there was a statistically significant 
relationship between lower depression scores and TP diet 
intervention (-2.89 [-5.59, -0.19]; P=0.03). However, there 
was no association between depression scores and MED 
diet intervention (P=0.22). Lower depression score was also 
associated with older age and higher socioeconomic status 
(P=0.002 and P=0.006). It was also shown that longer duration 
of disease (P=0.05) and higher fatigue severity (P=0.001) were 
associated with higher depression scores. 
Conclusion: Adhering to the MED diet could reduce fatigue 
scores in MS patients while having no effect on the depression 
score. In contrast, adhering to the TP diet recommendation 
could reduce depression scores without affecting fatigue scores 
in MS patients.
Trial registration number: IRCT20181113041641N1.
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What’s Known

•	 There is a lack of scientific 
understanding of diet intervention’s potential 
in managing multiple sclerosis (MS). As far as 
we know, few studies have been conducted 
to investigate the effect of traditional Persian 
food (hot, cold, or balanced food) and 
Mediterranean diet interventions on fatigue 
and depression in MS. 

What’s New

•	 Adhering to the Mediterranean diet 
can alleviate fatigue scores in MS patients 
while having no effect on the depression 
score. In contrast, adhering to the 
traditional Persian diet recommendation 
can reduce depression scores without 
affecting fatigue scores in MS patients. 
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research indicated that hot-natured food could 
improve clinical scores of MS and depression by 
increasing cytokines such as interleukin 4.18, 33  
These findings are somewhat astonishing, 
given that previous studies showed that foods 
high in vitamin B12 and folate can help with 
depression.34, 35 However, Xie conducted a study 
and found that cold-natured foods are high in 
vitamin B12 and folate.16 Thus, these findings 
should be interpreted with caution. Furthermore, 
a lack of association between depression scores 
and MED diet intervention was an unexpected 
finding. Previous research found an inverse 
significant association between adherence to 
the MED diet and depression in cross-sectional 
and intervention studies; while, no significant 
association was found in cohort studies.36, 37 
This discrepancy could be attributed to the 
small sample size of the trials and the short 
intervention duration. 

The present study found a statistically 
significant relationship between increasing 
fatigue severity and higher depression scores. 
This finding was consistent with that of a 
previous study which reported that fatigue and 
depression were highly correlated in people 
with MS.38 Furthermore, Lee’s study found that 
depression and fatigue were associated with 
increased immune system activation, which 
might be an important target for treatment.39

To the best of our knowledge, this is the 
first clinical trial that aimed to determine the 
impact of a TP diet (hot and cold pattern of 
food) on fatigue and the severity of depression 
in patients with MS. As a result, this topic could 
direct researchers’ attention toward specific 
research areas. Additionally, the findings of 
this study can help healthcare providers and 
specialists to guide the questions of MS patients 
regarding the relationship between TD and 
MD diet in relieving the symptoms of fatigue 
and depression. Although this study provided 
some preliminary insight into the potential role 
of TP dietary interventions in the management 
of depression and fatigue in patients with MS, it 
had several limitations. The energy and macro/
micronutrient intakes, phase of MS, use of 
medications, and nature of the entire diet were 
some of the limitations of the present study. 
The primary focus of this study was on people 
with MS. Thus, more research is required to 
determine the long-term safety and the safety of 
TP diet intervention among patients with other 
autoimmune diseases. 

Conclusion

The findings of the present study indicated that 

adhering to the MED diet for 2 months could 
reduce fatigue scores in people with MS while 
having no effect on the depression score. In 
contrast, adhering to the TP diet recommendation 
could reduce depression scores without affecting 
fatigue scores in patients with MS. Since the 
underlying causes of fatigue and depression 
in MS patients are unknown, a more thorough 
investigation of the relationship between dietary 
intervention and MS progression and symptom 
improvement is recommended. 
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