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Abstract 
Oral ulcers are a common clinical problem, causing significant discomfort and impacting the quality of life. 

Traditional therapeutic approaches often fall short in providing effective relief, prompting the exploration of 

alternative treatments. Vitamins such as riboflavin, folic acid, and niacinamide have shown promise in this 

context, with various studies highlighting their roles in enhancing mucosal healing and modulating immune 

responses. This review synthesizes the existing literature on the efficacy of these vitamins in treating oral ulcers, 

examining their mechanisms of action, therapeutic potentials, and clinical outcomes. Through a comprehensive 

analysis of peer-reviewed studies and clinical trials, the review aims to elucidate the scientific basis for the use 

of these vitamins as therapeutic agents, thereby offering insights into their integration into current treatment 

paradigms. The findings suggest that while each vitamin displays unique benefits, their combined application 

could potentially amplify therapeutic effects, meriting further investigation in clinical settings. 
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I. Introduction 
Oral ulcers, commonly manifesting as painful open sores in the oral cavity, pose significant clinical 

challenges due to their recurrent nature and the discomfort they cause. These lesions can significantly impact a 

patient's quality of life, making eating, drinking, and even speaking a painful endeavor. The etiology of oral ulcers 

is multifactorial, involving genetic, immunological, and environmental components [2]. Current treatments, 

ranging from topical agents to systemic medications, often offer only symptomatic relief and may have 

considerable side effects [5]. 

In the quest for more effective and safer treatment modalities, the roles of specific vitamins in cellular 

health and immune function have garnered research interest [6]. Riboflavin (vitamin B2), folic acid (vitamin B9), 

and niacinamide (vitamin B3) are critical nutrients that have been hypothesized to influence the healing processes 

of oral mucosal tissues through various biochemical pathways [14]. Each of these vitamins has been shown to 

possess unique properties that may contribute to mucosal healing—riboflavin is essential for cellular growth and 

energy production, folic acid is crucial for DNA synthesis and repair, and niacinamide has anti-inflammatory 

properties [7][10][12]. 

Despite their potential, comprehensive reviews focusing on these vitamins as therapeutic agents for oral 

ulcers are scarce. This review aims to fill this gap by critically assessing the available literature on the efficacy of 

riboflavin, folic acid, and niacinamide in the management of oral ulcers [1][9]. It explores their mechanistic roles, 

evaluates the evidence supporting their use, and discusses the implications of these findings for clinical practice. 

By doing so, this paper seeks to elucidate the scientific underpinnings of these vitamins' therapeutic effects and 

to suggest directions for future research in this area [13]. 
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II. Discussion 
Riboflavin 

Riboflavin, or vitamin B2, plays a crucial role in cellular growth and maintenance by acting as a 

coenzyme in the metabolism of carbohydrates, fats, and proteins, which are vital for cellular energy production. 

Its involvement in maintaining mucosal integrity is critical, especially in the context of oral health. According to 

Powers (2003), riboflavin is essential for the regeneration of glutathione, an antioxidant that protects cells from 

oxidative stress, which is particularly relevant in the healing processes of mucosal tissues [1]. Clinical 

observations have suggested that riboflavin deficiency can lead to mucosal changes, including the development 

of oral ulcers [1]. 

 

Folic Acid 

Folic acid is fundamental for DNA synthesis and cellular repair, processes that are accelerated in rapidly 

dividing tissues such as the oral mucosa. Wray et al. (1978) highlight a significant correlation between folic acid 

deficiency and the recurrence of oral ulcers, suggesting that supplementation can mitigate this issue [2]. 

Furthermore, the broader implications of B vitamin supplementation in mucosal health are supported by Volkov 

et al. (2009), who found that vitamin B12, often administered in conjunction with folic acid, significantly reduced 

the symptoms of aphthous stomatitis, a common type of oral ulcer [3]. 

 

Niacinamide 

Niacinamide, known for its potent anti-inflammatory properties, acts by modulating the inflammatory 

response through mechanisms such as the inhibition of the nuclear factor kappa B (NF-κB) pathways. Namazi 

(2003) discusses how niacinamide's modulation of inflammatory pathways can be beneficial for conditions like 

psoriasis, which shares pathophysiological features with inflammatory oral ulcers [4]. The role of anti-

inflammatory treatments in enhancing mucosal healing is further supported by Al-Waili (2002), who 

demonstrates the effectiveness of such treatments in improving the condition of skin and mucosal tissues [5]. 

 

Comparative Analysis 

As we explore the unique roles of riboflavin, folic acid, and niacinamide in treating oral ulcers, it is 

essential to assess how these vitamins stack up against conventional therapies commonly employed in clinical 

settings. This comparative analysis aims to highlight the distinct advantages and potential limitations of these 

vitamin supplements in relation to standard treatments such as topical corticosteroids and antimicrobial 

mouthwashes. 

 

Standard Treatments: 

Topical Corticosteroids: 

• Mechanism of Action: Directly reduces inflammation at the ulcer site. 

• Efficacy: Quick relief of pain and reduced ulcer duration; does not prevent recurrence. 

• Side Effects: Can cause thinning of the oral mucosa and increase susceptibility to infections with long-term 

use. 

• Usage: Applied directly to the ulcer, typically 2-3 times daily until improvement. 

 

Antimicrobial Mouthwashes: 

• Mechanism of Action: Lowers microbial load, preventing secondary infections. 

• Efficacy: Helps in healing by reducing infection risks; slightly reduces pain and ulcer duration. 

• Side Effects: Potential for teeth staining and altered taste; long-term use can lead to tartar build-up. 

• Usage: Used as a rinse twice daily, generally for a duration of 1-2 weeks. 

 

Vitamin Treatments: 

Riboflavin (Vitamin B2): 

• Mechanism of Action: Supports cellular growth and energy production, maintaining mucosal integrity. 

• Efficacy: May improve mucosal tissue condition; reduces ulcer recurrence in deficient patients [1]. 

• Side Effects: Generally well-tolerated; excessive intake can lead to urine discoloration. 

• Usage: Daily supplementation, dosage dependent on dietary intake and deficiency status. 

 

Folic Acid (Vitamin B9): 

• Mechanism of Action: Essential for DNA synthesis and cellular repair in rapidly dividing tissues like the oral 

mucosa. 

• Efficacy: Supplementation may decrease ulcer recurrence, particularly in deficient individuals [2]. 
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• Side Effects: Minimal at recommended doses; excessive use can obscure B12 deficiency symptoms. 

• Usage: Typically administered orally in combination with other B vitamins. 

 

Niacinamide (Vitamin B3): 

• Mechanism of Action: Anti-inflammatory properties help modulate immune responses and support tissue 

repair. 

• Efficacy: Reduces severity and duration of ulcers by enhancing immune modulation [4]. 

• Side Effects: Safe in standard doses; high doses can affect liver health and gastrointestinal stability. 

• Usage: Oral supplementation, specific dosages for ulcer treatment are under research. 

 

This analysis underscores the potential of riboflavin, folic acid, and niacinamide to serve not only as 

adjuncts to existing therapies but also as primary modalities in certain clinical scenarios. Each offers a unique 

therapeutic advantage—be it through enhancing mucosal regeneration, providing nutritional support, or reducing 

inflammation. As we connect these findings to broader therapeutic contexts, the integration of these vitamins into 

standard treatment protocols could significantly enhance outcomes for patients with oral ulcers. 

"Building on the comparative insights provided, we now turn to examine how the therapeutic roles of 

these vitamins align with broader strategies that include nutritional interventions aimed at enhancing overall 

mucosal health." This approach will not only enrich the discussion section of your paper but also provide a clear 

segue into broader therapeutic implications, reinforcing the relevance of your review in current clinical practice. 

This approach will not only enrich the discussion section of your paper but also provide a clear segue 

into broader therapeutic implications, reinforcing the relevance of your review in current clinical practice. 

 

Linking to Broader Studies 

The roles of these vitamins in the treatment of oral ulcers connect with broader therapeutic strategies 

that involve nutritional interventions to enhance mucosal health. While the current data supports the beneficial 

roles of riboflavin, folic acid, and niacinamide, many studies rely on small sample sizes and lack long-term follow-

up, which can affect the generalizability of findings. Furthermore, the exact dosages and long-term safety of these 

vitamins when used specifically for oral ulcers remain to be fully elucidated. 

 

III. Conclusions 
The review of current literature underscores the significant potential of riboflavin, folic acid, and 

niacinamide in the management of oral ulcers, aligning with the initial goals to explore their therapeutic benefits 

and mechanisms of action. Each vitamin has been shown to play a unique role in promoting mucosal health and 

facilitating healing processes: 

• Riboflavin has demonstrated efficacy in cellular growth and maintenance, with its antioxidant properties 

helping to protect mucosal cells from damage and expedite healing [1]. 

• Folic Acid is essential for DNA synthesis and cellular repair, with evidence suggesting that its supplementation 

can decrease the recurrence of oral ulcers, particularly in individuals with noted deficiencies [2]. 

• Niacinamide offers notable anti-inflammatory properties, which can reduce the severity and duration of oral 

ulcers by modulating immune responses and enhancing tissue repair [4]. 

The integration of these vitamins into clinical practice could potentially offer a low-risk augmentation 

to existing treatment paradigms for oral ulcers, particularly given their roles in cellular and immune system 

functioning. However, while the literature provides a compelling argument for their use, it also reveals significant 

gaps: 

1. Dosage and Regimen Uncertainty: The optimal dosages, frequency, and duration of vitamin supplementation 

for treating oral ulcers are not well-defined, with most studies offering only preliminary insights. 

2. Long-term Safety and Efficacy: There is a lack of long-term clinical trials assessing the safety and sustained 

effectiveness of these vitamins specifically for oral ulcers. 

3. Mechanistic Pathways: While the biochemical effects of these vitamins are understood in a general sense, 

their specific interactions and mechanisms of action in oral ulcer healing require further detailed exploration. 

 

Future Research Directions 

To build on the current understanding, future research should focus on: 

• Controlled Clinical Trials: Conducting large-scale, randomized controlled trials to establish clear guidelines 

for the use of riboflavin, folic acid, and niacinamide in the treatment of oral ulcers. 

• Longitudinal Studies: Evaluating the long-term effects and safety of these vitamins, assessing both clinical 

outcomes and potential side effects over extended periods. 
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• Biochemical Studies: Exploring the specific molecular pathways through which these vitamins exert their 

effects on oral mucosal healing, possibly identifying targets for enhanced therapeutic strategies. 

 

New Hypotheses 

Given the anti-inflammatory properties of niacinamide and its benefits in tissue repair, it is hypothesized 

that a combined therapeutic regimen of niacinamide with either riboflavin or folic acid could synergistically 

enhance the healing rates of oral ulcers more effectively than the administration of any single vitamin [4]. This 

hypothesis warrants further investigation through dedicated studies to ascertain its validity and practical 

implications. 

In conclusion, the therapeutic application of riboflavin, folic acid, and niacinamide presents a promising 

adjunct or alternative to conventional treatments for oral ulcers, meriting deeper investigation and clinical trial 

validation to fully harness their potential. 
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