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Abstract
Background  Oral mucositis (OM) is one of the main problems in almost all patients undergoing head and neck 
radiotherapy (RT). Owning to the antioxidant and anti-inflammatory properties of curcumin, the effect of both oral 
and topical formulations of curcumin was assessed on radiation-induced OM (ROM) in this study.

Methods  The safety and efficacy of curcumin mouthwash 0.1% (w/v) and curcumin-nanocapsule were evaluated in 
ameliorating severity and pain/burning associated with OM during RT. The current randomized, placebo-controlled 
trial was conducted on 37 patients with head and neck cancers. Patients with grades 1 to 3 of ROM were randomized 
to receive one of the three interventions: curcumin mouthwash (0.1% w/v); Sinacurcumin soft gel containing 40 mg 
curcuminoids as nano-micelles (SinaCurcumin®40); or placebo mouthwash with a similar transparent appearance 
to curcumin mouthwash for 1 min three times daily during RT. Study evaluations were conducted at baseline and 
weekly thereafter for up to 3 weeks using the Numeric rating scale (NRS) and world health organization (WHO) scale.

Results  Among the 45 patients randomized, 37 (mean (SD) age of 53.36 (15.99) years; 14 [37.8%] women) completed 
the treatment according to the protocol. Patients treated with either oral or topical curcumin showed a significantly 
reduced severity and burning related to OM during the first 3 weeks after administration (P-Value < 0.001) as 
compared with the placebo. At study termination, more than 33% of subjects utilizing curcumin mouthwash and 15% 
of patients utilizing curcumin-nanocapsule remained ulcer free while all of the placebo-receiving subjects had OM. 
The reduction of NRS and WHO scale between curcumin groups was comparable without significant differences.

Conclusion  Both curcumin mouthwash and nanocapsule were effective, safe, and well-tolerated in the treatment 
of radiation-induced OM. Higher doses of curcumin and larger sample sizes can be used for further investigation in 
future studies.

Trial registration:  https://irct.ir/ IRCT20190810044500N17 (13/08/2021).
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Background
RT is a common and effective treatment modality for 
various types of cancer [1]. This approach is used in 
almost 60% of cancer patients alone or in combination 
with other treatments such as surgery and chemother-
apy to treat, prevent, and alleviate the complication [2]. 
The general principle in RT is to deliver the right dose of 
radiation to the affected or endangered tissues with mini-
mal exposure for the normal tissues. This can be achieved 
with the help of new RT techniques using multiple fields, 
at different angles and appropriate depths and energies.

Oral complications of RT in the head and neck include 
inflammation and swelling of the mucous membranes 
and skin, periodontal infection, fungal and viral infec-
tions, and salivary gland disorders [3, 4]. Inflammation of 
the oral mucosa or mucositis is one of the main problems 
in almost all patients undergoing head and neck radio-
therapy, leading to poor quality of life, reduced quality 
of nutrition, and pain in the mouth. It also increases the 
risk of infection in patients. The severity of the problem 
increases with the continuation of treatment, to the point 
that the pain and burning sensation sometimes cause the 
patient to stop continuing treatment [5, 6].

These lesions are due to the local effect of ionizing radi-
ation on the oral mucosa and differ from one patient to 
another depending on oral hygiene, radiation levels, spe-
cific diseases, and smoking [7]. During RT, subcutaneous 
tissue is inevitably exposed to radiation, leading to sev-
eral unpleasant acute or chronic skin complications and 
skin reactions ranging from acute erythema to necrosis 
[8]. More than 90% of RT-treated patients experience 
some degree of skin reaction during or shortly after the 
treatment [2, 8, 9]. The radiation-induced damage to a 
tumor or normal tissue is mainly the result of indirect 
mechanisms involving free radicals. Highly proliferating 
tissues such as the epithelium of the skin and mucosa are 
the most affected areas by radiation [9]. The direct mech-
anism occurs through DNA ionization [10].

So far, various methods have been introduced for the 
prevention and treatment of mucositis (e.g. laser and 
cryotherapy, topical medications, antibiotics and anti-
septics, antifungals, anti-inflammatory agents, cellular 
protectors, immunosuppressant, anesthetics, and use of 
normal saline mouthwashes, baking soda, betadine, and 
Chlorhexidine); however, none of these methods man-
aged to completely reduce mucositis [11–14].

Curcumin, a diferuloylmethane, is a phenolic com-
pound. The active ingredient of the rhizome of the plant 
is turmeric which makes up about 2 to 8% of turmeric 
compounds [15, 16]. Curcumin is one of the most impor-
tant plant-based compounds, which has been long uti-
lized for the treatment of problems in the respiratory 
system, liver, sinusitis, and gastrointestinal tract, wound 
healing, and pain/burning relief. Studies have shown that 

curcumin has pharmacological activities including anti-
oxidants, inhibition of inflammatory factors, induction of 
cell death, anticarcinogen, and inhibition of intracellular 
pathways in disease [17, 18].

Curcumin interferes with inflammatory responses can 
reduce the activity of cyclooxygenase-2, lipoxygenase, 
and nitric oxide synthetase, and inhibit the production 
of inflammatory cytokines such as alpha tumor necrosis 
factor (TNF-alpha) [19–21]. It also eliminates free radi-
cals within the tissues and prevents their damage [22]. 
It also protects normal cells against carcinogenesis. This 
compound shows its antioxidant effects by inhibiting 
superoxide radicals, hydrogen peroxide, and nitric oxide. 
It has been shown also to regulate the cellular activity of 
cytokines [23, 24]. Curcumin has been used to treat skin 
conditions such as itching, acne, eczema, and wrinkled 
skin as well as wound healing [25].

Curcumin may improve morphine function at high 
doses by suppressing pain transmission pathways. These 
effects are due to analgesic chemical mediators such as 
serotonin, dopamine, and noradrenaline, whose release 
was increased by curcumin to reduce pain [26]. Cur-
cumin increases the level of chemical mediators by 
increasing the number of presynaptic terminals of this 
neurotransmitter and increasing their opening time [27]. 
It also increments the level of 5-hydroxytryptophan (a 
precursor of serotonin) and the sensitivity of postsyn-
aptic cells to this substance, leading to an increase in 
serotonin levels [28]. Curcumin also enhances the life 
of these neurotransmitters and their effects by inhibit-
ing the enzyme monoamine oxidase B and A (enzymes 
that break down dopamine and serotonin in the synaptic 
space) [36].

Various medicinal products are currently available 
to relieve and treat the RT-related damage in cancer 
patients. In addition to their therapeutic properties, 
these chemicals suffer from their own side effects. The 
use of herbal medicines is recommended to prevent 
and increase tissue resistance and ultimately reduce the 
severity of RT-induced injuries [29]. Although the effect 
of curcumin is evaluated in different studies [30, 31], it 
is not currently accepted or recommended to prevent or 
treat ROM in the guidelines of the Multinational Asso-
ciation of Supportive Care in Cancer and International 
Society of Oral Oncology (MASCC/ISOO) [32, 33]. Con-
sidering the appropriate antioxidant and anti-inflamma-
tory properties of curcumin, this study aimed to assess 
the effect of both oral and topical formulations of cur-
cumin on ROM.

Materials and methods
This prospective single-blind randomized placebo-con-
trolled clinical trial was performed at Ramezanzadeh 
Radiotherapy Center in Yazd, Iran from September 2020 
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to May 2021. Following ethical approval from the Eth-
ics Committee of Shahid Sadoughi University of Medi-
cal Sciences (ID: IR.SSU.MEDICINE.REC.1399.112), 45 
patients who developed RT-induced oral inflammation 
were included and randomly divided into three groups. 
This study was also registered in the Iranian Registry of 
Clinical Trials (IRCT) with the registration ID of IRCT: 
IRCT20190810044500N17 (13/08/2021). The partici-
pants were asked to sign a written informed consent 
form. All experiments were performed in accordance 
with relevant guidelines and regulations.

Curcumin mouthwash preparation
To prepare curcumin mouthwash, 100  mg of curcumin 
powder (Karen, Iran) was first dissolved in 20 mL of poly-
ethylene glycol 400 (Merck, Germany) under overnight 
stirring at 60 °C. Then, 158 mg of sodium hydroxide and 
680 mg of KH2PO4 (Merck, Germany) were dissolved in 
100 ml of water to prepare the buffer with a pH of 7.4. 
Then, 12 mg of sodium saccharin was dissolved in 80mL 
of the buffer as a sweetener and added to curcumin-con-
taining polyethylene glycol at 25 °C and stirred until com-
plete dissolution at 250 rpm (Heidolph MR-Hei Standard 
Hot Plate Magnetic Stirrer). Subsequently, 10 mg of men-
thol was added to the formulation as a flavoring agent 
after dissolving in 1ml of polyethylene glycol 400. The 
mouthwashes were daily prepared and kept in the refrig-
erator with no microbial preservatives to prevent their 
side effects. The placebo formulation contained sunset 
yellow as a colorant as well as all the materials used in 
the curcumin mouthwash except the active ingredient. 
Microbial contamination of both formulations was con-
trolled by culturing on Mueller Hinton agar, soybean 
casein digest agar, and Sabouraud dextrose agar which 
revealed no microbial pollution.

Participants and study procedure
This study was designed as a 3-group, single-blind, pla-
cebo-controlled phase II preliminary randomized clinical 
trial. The assessor of clinical symptoms was blinded to 
the intervention assignments during the study. Inclusion 
criteria were as follows: Patients with mild to moderate 
ROM (Grade 1 to 3) over the age of 18 who received the 
minimum radiation dose of 50 g during the entire study. 
In addition, patients with the following conditions were 
removed from the study: uncontrolled underlying sys-
temic disease, smoking, serious dental problems, receiv-
ing other concomitant treatments for OM, simultaneous 
treatment of chemotherapeutic drugs, OM severity rated 
4 on a 1-to-4 WHO scale and active infection.

Forty-five eligible participants were registered and 
randomized using a computer-generated random list 
in a 1:1:1 ratio to receive one of the three interventions: 
curcumin mouthwash (0.1% w/v); Sinacurcumin soft 

gel containing 40  mg curcuminoids as nano-micelles 
(SinaCurcumin®40); or placebo mouthwash with a simi-
lar transparent appearance to curcumin mouthwash. 
Sinacurcumin soft gel (SinaCurcumin®40) was purchased 
from Exir Nano Sina Pharmaceutical Company. The 
treatment protocol was initiated within 48  h of enroll-
ment. All the patients were asked to use 10 ml of freshly 
prepared mouthwashes 3 times a day or one capsule of 
SinaCurcumin®40 once a day for up to 21 days.

The severity of OM was assessed using the WHO Oral 
Toxicity Scale [34], scored on a 4-grade scale (1, sore-
ness ± erythema; 2, erythema and ulcer, but patient can 
swallow solid foods; 3, ulcers with extensive erythema 
and the patient can not swallow food; and 4, mucositis 
to the extent that alimentation is not possible). NRS was 
used to assess treatment response in terms of pain level 
or burning mouth, which ranged from 0 (no burning) 
to 10 (severe burning). Patients were asked to use acet-
aminophen as needed if RT related pain or burning was 
persecutor or intolerable. The severities of OM and OM-
related burning were considered the primary and sec-
ondary outcomes, respectively. Patients were evaluated 
at baseline and followed up at weekly intervals thereafter 
until the termination of the study (21 days).

Sample size and statistical analysis
This RCT pilot study was developed to calculate the sam-
ple size for a larger RCT. Considering the rule of thumb 
for the pilot studies, 12 participants in each group would 
be an appropriate justification for sample size [35]. The 
obtained data were analyzed using SPSS version 25.0 
software (SPSS Inc.). Chi-square and Fisher’s exact tests 
were considered to compare qualitative variables. There-
after, the Kruskal Wallis test and Wilcoxon sign rank were 
employed to compare the changes in pain/burning scores 
and OM grades during the 3-week follow-up. One-way 
and two-way analyses of variance tests were used along 
with a Bonferroni-adjusted post hoc test or its non-para-
metric equivalent if necessary. Finally, a repeated mea-
surement test was used to compare the changes in the 
quantitative variables over time. The significance level 
was considered P-value < 0.05 for all study variables.

Results
Among the 106 patients screened over the study period, 
61 patients declined to participate or were found ineli-
gible before starting the treatment, thus, they were 
excluded. During the follow-up, nine patients (2 in the 
curcumin mouthwash group, 3 in the curcumin capsule 
group, and 4 in the placebo mouthwash group) were 
excluded from the primary analysis (Fig.  1). Finally, 37 
patients, 23 men and 14 women with a mean (SD) age 
of 53.36 (15.99) years completed the study. The baseline 
characteristics of the patients are listed in Table 1.
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Primary and secondary outcomes
At study termination, more than 33% and 15% of cur-
cumin mouthwash and curcumin-nanocapsule-receiving 
subjects remained ulcer free compared with none of the 
placebo-treated subjects, respectively. The means (SD) of 
WHO and NRSscales did not significantly differ between 
the three groups over the weeks 1 and 2 while Both 
WHO and NRS scales in each of the curcumin-treated 
groups were significantly reduced at the study periods of 
week 3 compared to the placebo group (P < 0.001) (Fig. 2).

Repeated measurement analysis compared the reduc-
tion of WHO scale at weeks 1 to 3 relative to baseline. 
The results indicated a statistically significant decline 
in the oral or topical curcumin groups vs. the placebo 
group. Additional analysis showed a significant reduction 
in NRS in both curcumin groups compared with the pla-
cebo group except for weeks 3 vs. 2 (P-Value = 0.81) and 
week 1 vs. baseline (P-Value = 0.29) in the control group 
(Table  2). No significant intra-group differences were 
observed in the overall incidence of adverse symptoms.

Discussion
In the current single-blind, randomized clinical trial, 
patients treated with either the oral or topical curcumin 
showed a significantly reduced severity and burning 
related to OM during the first 3 weeks after administra-
tion as compared with the placebo group. However, no 
difference was observed between oral and topical cur-
cumin groups.

Determination of the appropriate radiation sensitivity 
is determinantal in increasing the chance of tumor cell 
death and minimizing the radiation damage to normal 
tissues [36]. Studies have shown that curcumin can effec-
tively treat dermatitis, pneumonia, cataracts, secondary 
tumors, and mucositis/enteritis. Many of these diseases 
are inflammatory in nature, so it can be concluded that 
the anti-inflammatory effects of curcumin can reduce the 
inflammatory diseases, possibly by reducing the produc-
tion of inflammatory molecules as well as contributing to 
maintaining the antioxidant-oxidant balance [37–41].

Fig. 1  Recruitment, Randomization, and Patient Flow to Treat Oral Mucositis
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In 2016, Elad et al. reported that curcumin mouthwash 
is safe and tolerable for the prevention of mucositis in 
children [42]. The bioequivalence of synthetic versus nat-
ural curcumin was shown in an in-vitro assay [43]. As the 
bioavailability of curcumin is poor, it does not appear to 
be toxic even at high doses [30]. Previous studies showed 
that curcumin had positive therapeutic effects in reduc-
ing radiotherapy-induced acute and chronic dermatitis in 
mice, which was associated with decreased levels of pro-
inflammatory cytokines and fibrogenic cytokines such as 
TGF-β [44, 45]. Ryan et al. showed that the efficiency of 
the treatment of radiotherapy-induced dermatitis by cur-
cumin is associated with a reduction in scaling in the cur-
cumin group, but there was not much difference in the 
pain scores reported by the patient [46].

In a single-blind, randomized trial, Rao et al. treated 
the RT-receiving patients with iodine/pharyngeal neo-
plasms, or povidone-iodine and curcumin. Although 
the incidence of total mucositis did not differ between 
groups, the curcumin group experienced less intolerable 
mucositis as well as decreased mucosal severity. It should 
be considered that povidone-iodine is uncommonly used 
for ROM. Similar common agents such as lidocaine and 
chlorhexidine have no effect because they are designed 
for symptomatic treatment while curcumin is focused 
on reducing molecular inflammatory factors [47]. In the 
current study patients who received either oral or topical 
curcumin experienced less intolerable mucositis.

Almost all of the studies evaluating the anti-inflamma-
tory effect of curcumin showed satisfactory outcomes. 

Table 1  Patient Demographics Profile and Baseline Disease Characteristics
Characteristic Curcumin Mouthwash

N = 13
Curcumin capsule
N = 12

Placebo mauthwash
N = 12

P-Value

Sex, N %) Men 8 (61.5) 7 (58.4) 8 (66.6) 0.95

Women 5 (38.5) 5 (41.6) 4 (33.4)

Age, mean ± SD (y) 51.85 (16.94) 55.7 (17.07) 52.5 (14.83) 0.84

Radiotherapy session, mean (SD) 7.23 (2.04) 7.33 (2.3) 6.8 (2.7) 0.82

Type of malignancy, N (%) Thyroid 1 (7.6) 1 (8.3) 1 (8.3) 0.61

Nasopharyngeal 2 (15.4) 1 (8.3) 0 (0.0)

Orophareyngeal 2 (40) 3 (25.0) 0 (0.0)

Larynx 1 (7.6) 2 (16.6) 1 (8.3)

Neck 2 (33.3) 1 (8.3) 3 (25.0)

Tongue gland 2 (15.4) 1 (8.3) 1 (8.3)

Mouth 1 (7.6) 2 (16.6) 3 (25.0)

Salivari gland 0 (0.0) 1 (8.3) 2 (16.6)

Maxillofacial 2 (15.4) 0 (0.0) 0 (0.0)

PMH, N (%) Diabates mellitus 3 (23.1) 1 (8.3) 2 (16.6) 0.45

Dislipidemia 0 (0.0) 3 (25.0) 0 (0.0)

Blood pressure 2 (15.4) 0 (0.0) 2 (16.6)

Anemia 2 (15.4) 1 (8.3) 0 (0.0)

Hypothyroidism 0 (0.0) 2 (16.6) 1 (8.3)

BPH 1 (7.6) 0 (0.0) 1 (8.3)

Cardiovascular Diseases 1 (7.6) 1 (8.3) 2 (16.6)

Respiratory Disease 1 (7.6) 2 (16.6) 0 (0.0)

Renal Disease 1 (7.6) 1 (8.3) 1 (8.3)

Concurrent medication, N (%) Antihypertensive drugs 2 (15.4) 0 (0.0) 2 (16.6) 0.70

Antidiabetic drugs 3 (23.1) 1 (8.3) 2 (16.6)

Antiplatelet agents 1 (7.6) 1 (8.3) 2 (16.6)

Others 5 (38.5) 8 (50) 3 (25.0)

Smoking, N (%) 3 (23.1) 3 (25.0) 4 (33.3) 0.74

History of addiction, N (%) 2 (15.4) 1 (8.3) 1 (8.3) 0.82

Educational status, N (%) Illiterate 1 (7.6) 1 (8.3) 0 (0.0) 0.83

Primary school 1 (7.6) 1 (8.3) 1 (8.3)

Secondary school 1 (7.6) 3 (25.0) 0 (0.0)

Diploma 5 (38.5) 1 (8.3) 4 (33.3)

BA 3 (23.1) 4 (33.3) 3 (25.0)

BS 1 (7.6) 1 (8.3) 2 (16.6)

MS 1 (7.6) 1 (8.3) 1 (8.3)
N: Number; SD: Standard Deviation; y: yaer; BA: Bachelor of Art; BS: Bachelor of Science; MS: Master of Science; BPH: Benign Prostatic Hyperplasia.
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Mansourian et al. compared the effect of curcuma longa 
or placebo topical gel for 8 weeks on ROM. They revealed 
that patients who received curcuma longa experienced 
lower OM grades and milder burning mouth sensation. 
In our study patients in curcumin groups reported feeling 
more comfort in their mouth [30]. The results of another 
trial by Thomas et al. showed 0.1% triamcinolone ace-
tonide oral paste reduced burning sensation more than 
curcumin oral gel (61). The protective effect of curcumin 
on chemotherapy-induced intestinal disorders has been 
also shown by Yao et al. [48]. Evaluating the effect of cur-
cumin mouthwash in mucositis patients due to RT and 
chemotherapy indicated the better effects of curcumin 
on wound treatment and control of side effects compared 
with chlorhexidine [49]. Another study revealed a signifi-
cantly lower severity of OM in all examination sessions of 

the experimental group compared to the controls. Cur-
cumin did not cause any oral side effects. In the end, they 
concluded that curcumin was effective in delaying the 
appearance of OM and reducing its severity [50].

In a clinical trial study, Rayan et al. reported that oral 
curcumin reduced the severity of dermatitis in breast 
cancer patients compared with the placebo group 
(P-Value = 0.008) during radiation therapy [26]. In the 
present study, after three weeks of treatment with cur-
cumin, the rate of improvement of mucositis and oral 
inflammation (examined by the WHO criteria) was 
significantly increased. These results are in line with 
previous studies expressing the antioxidant and anti-
inflammatory properties of curcumin.

The results of three recent systematic reviews suggested 
curcumin is safe, remarkably well tolerated, and effective 

Table 2   Primary and secondary outcomes over the time
Variables Comparing Curcumin Mouthwash Curcumin capsule Placebo Mouthwash Between 

group 
P-Value

Mean 
Difference

Within group 
P-Value

Mean 
Difference

Within group 
P-Value

Mean 
Difference

Within group 
P-Value

WHO scale W0 W1 0.385 0.018 0.33 0.20 0.36 0.100 0.981

W2 1.61 0.001 1.16 0.001 0.92 0.051 0.150

W3 2.23 0.001 1.70 0.001 0.72 0.070 0.002

W1 W2 1.23 0.001 0.83 0.001 0.54 0.052 0.074

W3 1.84 0.001 1.40 0.001 0.36 0.340 < 0.001

W2 W3 0.60 0.014 0.58 0.027 0.18 0.441 0.029

NRS W0 W1 1.00 0.001 1.25 0.001 0.455 0.29 P < 0.01

W2 3.20 0.001 3.25 0.001 1.63 0.001 P < 0.01

W3 5.10 0.001 4.58 0.001 1.72 0.005 P < 0.01

W1 W2 2.23 0.001 2.00 0.001 1.18 0.019 P < 0.01

W3 4.10 0.001 3.33 0.001 1.27 0.002 P < 0.01

W2 W3 1.90 0.036 1.33 0.008 0.09 0.81 P < 0.01

Fig. 2  Variation of the primary and secondary outcomes over time; *P-value < 0.05 considered statistically significant
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in preventing and ameliorating of mucositis lesions. As 
the number of the included studies were few, all of them 
recommended that further well-designed investigations 
is required to confirm the promising effects of curcumin 
in mucositis lesions [51–53]. Results of the current study 
showed positive effects of both oral and topical curcumin 
on reducing pain and burning, which can be due to the 
effect of curcumin on the nerve pathways as well as the 
accelerating the healing of oral inflammation.

Up to now, many studies have been conducted to 
reveal the protective effects of curcumin against pain 
and burning [30, 47]. Curcumin increases noradrenaline 
levels in the frontal lobe and hippocampus of the brain, 
which is effective in reducing pain [54]. Various studies 
have confirmed the ability of curcumin to affect opioid 
receptors and its effects on pain and relief of superficial 
pain through the opioid system [55]. Curcumin has been 
shown to inhibit chemical mediators of inflammation, 
such as cyclooxygenase 2. Cyclooxygenase 2 causes the 
synthesis of prostaglandins (mediates inflammation and 
fever) and curcumin reduces the inflammatory process 
by inhibiting this pathway [56]. PKC (protein kinase C) is 
a substance that increases the expression of cyclooxygen-
ase 2. Inhibition of cyclooxygenase 2 and nitric oxide by 
curcumin is achieved through the action of nuclear factor 
kappa B [57]. Furthermore, curcumin inhibits the metab-
olism of arachidonic acid, leading to the production of 
lipoxygenase and cyclooxygenase [58].

This study, however, had several limitations. Although 
106 patients were screened for eligibility criteria, only a 
limited number of them were eligible and completed the 
study due to the COVID-19 pandemic. Further studies 
with a larger sample size are recommended to establish 
the role of topical or oral curcumin in ROM manage-
ment. Other confounding factors included radiation site 
and dose, which could affect the severity of OM. Future 
studies should address the potential effect of oral or topi-
cal curcumin in a dose-finding study.

Conclusion
Thanks to its anti-inflammatory nature, curcumin can be 
effective in improving inflammatory lesions of the mouth 
caused by radiotherapy to the head and neck. Curcumin 
in each of oral or topical formulations was significantly 
effective in reducing pain and burning related to ROM. 
The oral or topical forms of curcumin, however, showed 
no significant difference. Studies addressing higher doses 
of curcumin in larger sample sizes are suggested in future 
studies.

List of abbreviations
OM	� Oral Mucositis
ROM	� Radiation-induced Oral Mucositis
RT	� Radiotherapy
NRS	� Numeric Rating Scale

WHO	� World Health Organization:SD:Standard Deviation
MASCC/ISOO	� Multinational Association of Supportive Care in Cancer and 

International Society of Oral Oncology
IRCT	� Iranian Registry of Clinical Trials
SPSS	� Statistical Package for Social Sciences
PKC	� Protein kinase C

Acknowledgements
This article is derived from the thesis “Effect of curcumin on radiation 
induced mucositis” supervised by Associate Professor Dr. Vahid Ramezani 
and submitted by Dr. Fatemeh Saghafi to the Faculty of Pharmacy of Shahid 
Sadoughi University of Medical Sciences, Yazd, Iran, in partial fulfillment of the 
requirements for the Degree of Pharm-D of Shiva Ghadirian.

Authors’ contributions
F.S. and V.R. were involved in the conception and design of the study. S.G. 
and V.R. prepared the mouthwashes. S.G., M.S., M.A.B., and R.D. evaluated the 
patients and collected the data. F.S. and S.G. analyzed the data and drafted the 
first manuscript. All authors read and approved the final manuscript.

Funding
The manuscript was financially supported by a grant from the Research and 
Technology Department of Shahid Sadoughi University of Medical Sciences 
(grant number: 7279), Yazd, Iran. The sponsor took part in the design of the 
study and approved the final version of the manuscript.

Data availability
All data generated or analyzed during this study are included in this published 
article.

Declarations

Ethics approval and consent to participate
All stages of the study were approved by the ethics committee of Shahid 
Sadoughi University of Medical Sciences of Yazd (Ethic ID: IR.SSU.MEDICINE.
REC.1399.112). According to the research ethics guide, all patient information 
was completely confidential and all stages of the research were performed 
with patient satisfaction. All experiments were performed in accordance with 
relevant guidelines and regulations. All patients were given informed written 
consent before enrollment in this study.

Consent for publication
Not applicable.

Competing interests
The authors declare that they have no competing interests regarding the 
publication of this paper.

Author details
1Department of Pharmaceutics, School of Pharmacy, Shahid Sadoughi 
University of Medical Sciences and health services, Yazd, Iran
2Pharmaceutical Sciences Research Center, School of Pharmacy, Shahid 
Sadoughi University of Medical Sciences and health services, Yazd, Iran
3Department of Radiation Oncology, School of Medicine, Shahid 
Sadoughi University of Medical Sciences and health services, Yazd, Iran
4Department of Clinical Pharmacy, School of Pharmacy, Shahid Sadoughi 
University of Medical Sciences and health services, Shohadaye gomnam 
Blvd., Yazd Province, Yazd, Iran

Received: 11 August 2022 / Accepted: 11 March 2023

References
1.	 Maddocks-Jennings W, Wilkinson JM, Shillington D. Novel approaches to 

radiotherapy-induced skin reactions: a literature review. Complement Ther 
Clin Pract. 2005;11(4):224–31.



Page 8 of 9Ramezani et al. BMC Cancer          (2023) 23:354 

2.	 Panahandeh Z, Sanaye MD. XML Survey the effect of Aloevera cream on 
severity of radiotherapy induced dermatitis in cancer patients in Razi hospital 
in Rasht in 2008. Sat. 2021.

3.	 Khan FM, Gibbons JP. Khan’s the physics of radiation therapy. Lippincott Wil-
liams & Wilkins; 2014.

4.	 Hendee WR, Ibbott GS, Hendee EG. Radiation therapy physics:John Wiley & 
Sons; 2013.

5.	 Watanabe T, Ishihara M, Matsuura K, Mizuta K, Itoh Y. Polaprezinc prevents 
oral mucositis associated with radiochemotherapy in patients with head and 
neck cancer. Int J Cancer. 2010;127(8):1984–90.

6.	 Elting LS, Keefe DM, Sonis ST, Garden AS, Spijkervet F, Barasch A, et al. Patient-
reported measurements of oral mucositis in head and neck cancer patients 
treated with radiotherapy with or without chemotherapy: demonstration of 
increased frequency, severity, resistance to palliation, and impact on quality 
of life. Cancer. 2008;113(10):2704–13.

7.	 Hosien Pour Jajarm H, All Davood S. The study of effective risk factors in head 
& neck radiotherapy and chemotherapy–induced mucositis. J Mashhad Dent 
School. 2004;28(Issue):175–82.

8.	 Martella S, Rietjens M, Lohsiriwat V, Lazzari R, Vavassori A, Jereczek B et al. 
Acute radiation dermatitis in breast cancer: topical therapy with vitamin E 
acetate in lipophilic gel base.ecancermedicalscience. 2010;4.

9.	 Bakhshi R, Baghaie M, Ghanbari A, Atrkar Roushon Z. Survey the effect 
of Aloevera cream on severity of radiotherapy induced dermatitis in 
cancer patients in Razi hospital in Rasht in 2008. Holist Nurs Midwifery. 
2008;18(1):1–8.

10.	 Borek C. Antioxidants and radiation therapy. J Nutr. 2004;134(11):3207S–9S.
11.	 Sroussi HY, Epstein JB, Bensadoun RJ, Saunders DP, Lalla RV, Migliorati 

CA, et al. Common oral complications of head and neck cancer radiation 
therapy: mucositis, infections, saliva change, fibrosis, sensory dysfunctions, 
dental caries, periodontal disease, and osteoradionecrosis. Cancer Med. 
2017;6(12):2918–31.

12.	 MASON J III, Persaud TO, Vail RS. Intravitreal bevacizumab treatment for 
radiation macular edema after plaque radiotherapy for choroidal melanoma. 
Retina. 2007;27(7):903–7.

13.	 Bhatia KS, King AD, Paunipagar BK, Abrigo J, Vlantis AC, Leung SF, et al. MRI 
findings in patients with severe trismus following radiotherapy for nasopha-
ryngeal carcinoma. Eur Radiol. 2009;19(11):2586–93.

14.	 van der Geer SJ, Kamstra JI, Roodenburg JL, van Leeuwen M, Reintsema H, 
Langendijk JA, et al. Predictors for trismus in patients receiving radiotherapy. 
Acta Oncol. 2016;55(11):1318–23.

15.	 Lyons AJ, Crichton S, Pezier T. Trismus following radiotherapy to the head 
and neck is likely to have distinct genotype dependent cause. Oral Oncol. 
2013;49(9):932–6.

16.	 Cady J. Nutritional support during radiotherapy for head and neck cancer: 
the role of prophylactic feeding tube placement.Clinical journal of oncology 
nursing. 2007;11(6).

17.	 Belka C, Ottinger H, Kreuzfelder E, Weinmann M, Lindemann M, Lepple-Wien-
hues A, et al. Impact of localized radiotherapy on blood immune cells counts 
and function in humans. Radiother Oncol. 1999;50(2):199–204.

18.	 Dovšak T, Ihan A, Didanovič V, Kansky A, Verdenik M, Hren NI. Effect of surgery 
and radiotherapy on complete blood count, lymphocyte subsets and 
inflammatory response in patients with advanced oral cancer. BMC Cancer. 
2018;18(1):1–9.

19.	 Marques MAC, Dib LL. Periodontal changes in patients undergoing radio-
therapy. J Periodontol. 2004;75(9):1178–87.

20.	 Fernando R, Lessang R, editors., editors. Impact of Radiotherapy on The 
Periodontium (Efek Radioterapi Terhadap Jaringan Periodontal). The 3rd 
Periodontic Seminar; 2017.

21.	 Kuhnt T, Stang A, Wienke A, Vordermark D, Schweyen R, Hey J. Potential 
risk factors for jaw osteoradionecrosis after radiotherapy for head and neck 
cancer. Radiat Oncol. 2016;11(1):1–7.

22.	 Huang XM, Zheng YQ, Zhang XM, Mai HQ, Zeng L, Liu X, et al. Diagnosis and 
management of skull base osteoradionecrosis after radiotherapy for naso-
pharyngeal carcinoma. Laryngoscope. 2006;116(9):1626–31.

23.	 Bryant AK, Banegas MP, Martinez ME, Mell LK, Murphy JD. Trends in radiation 
therapy among cancer survivors in the United States, 2000–2030. Cancer 
Epidemiol Prev Biomarkers. 2017;26(6):963–70.

24.	 Madrid C, Abarca M, Bouferrache K. Osteoradionecrosis: an update. Oral 
Oncol. 2010;46(6):471–4.

25.	 Plevova P. Prevention and treatment of chemotherapy-and radiotherapy-
induced oral mucositis: a review. Oral Oncol. 1999;35(5):453–70.

26.	 von Zastrow M. A cell biologist’s perspective on physiological adaptation to 
opiate drugs. Neuropharmacology. 2004;47:286–92.

27.	 Xu Y, Ku B-S, Yao H-Y, Lin Y-H, Ma X, Zhang Y-H, et al. Antidepressant effects 
of curcumin in the forced swim test and olfactory bulbectomy models of 
depression in rats. Pharmacol Biochem Behav. 2005;82(1):200–6.

28.	 Matsushita Y, Ueda H. Curcumin blocks chronic morphine analgesic toler-
ance and brain-derived neurotrophic factor upregulation. NeuroReport. 
2009;20(1):63–8.

29.	 Chen HHW, Kuo MT. Improving radiotherapy in cancer treatment: promises 
and challenges. Oncotarget. 2017;8(37):62742–58.

30.	 Mansourian A, Amanlou M, SHIRAZIAN S, MOOSAVIAN JZ, Amirian A. The 
effect of “Curcuma Longa” topical gel on radiation-induced oral mucositis in 
patients with head and neck cancer. 2015.

31.	 Amirchaghmaghi M, Pakfetrat A, Delavarian Z, Ghalavani H, Ghazi A. Evalu-
ation of the efficacy of curcumin in the treatment of oral lichen planus: a 
randomized controlled trial. J Clin Diagn research: JCDR. 2016;10(5):ZC134.

32.	 Lalla RV, Bowen J, Barasch A, Elting L, Epstein J, Keefe DM, et al. MASCC/ISOO 
clinical practice guidelines for the management of mucositis secondary to 
cancer therapy. Cancer. 2014;120(10):1453–61.

33.	 Elad S, Cheng K, Lalla R. Erratum to “MASCC/ISOO clinical practice guidelines 
for the management of mucositis secondary to cancer therapy. Cancer. 
2021;126:4423–31.

34.	 Vokurka S, Bystrická E, Koza V, Scudlová J, Pavlicová V, Valentová D, et al. 
Higher incidence of chemotherapy induced oral mucositis in females: a 
supplement of multivariate analysis to a randomized multicentre study. Sup-
port Care Cancer. 2006;14:974–6.

35.	 SA J. Sample size of 12 per group rule of thumb for a pilot study. Pharm 
Statistics: J Appl Stat Pharm Ind. 2005;4(4):287–91.

36.	 Gudkov AV, Komarova EA. The role of p53 in determining sensitivity to radio-
therapy. Nat Rev Cancer. 2003;3(2):117–29.

37.	 Ryan Wolf J, Heckler CE, Guido JJ, Peoples AR, Gewandter JS, Ling M, et al. 
Oral curcumin for radiation dermatitis: a URCC NCORP study of 686 breast 
cancer patients. Support Care Cancer. 2018;26(5):1543–52.

38.	 Liu Z, Ying Y. The Inhibitory Effect of Curcumin on Virus-Induced Cytokine 
Storm and its potential use in the Associated severe pneumonia. Front Cell 
Dev Biol. 2020;8:479.

39.	 Raman T, Ramar M, Arumugam M, Nabavi SM, Varsha MK. Cytoprotec-
tive mechanism of action of curcumin against cataract. Pharmacol Rep. 
2016;68(3):561–9.

40.	 Klinger NV, Mittal S. Therapeutic potential of Curcumin for the treatment of 
brain tumors. Oxid Med Cell Longev. 2016;2016:9324085.

41.	 Verma V. Relationship and interactions of curcumin with radiation therapy. 
World J Clin Oncol. 2016;7(3):275–83.

42.	 Georgiou M, Patapatiou G, Domoxoudis S, Pistevou-Gompaki K, Papanikolaou 
A. Oral mucositis: understanding the pathology and management. Hippokra-
tia. 2012;16(3):215.

43.	 Lüer SC, Goette J, Troller R, Aebi C. Synthetic versus natural curcumin: 
bioequivalence in an in vitro oral mucositis model. BMC Complement Altern 
Med. 2014;14(1):1–7.

44.	 Okunieff P, Xu J, Hu D, Liu W, Zhang L, Morrow G, et al. Curcumin protects 
against radiation-induced acute and chronic cutaneous toxicity in mice and 
decreases mRNA expression of inflammatory and fibrogenic cytokines. Int J 
Radiation Oncology* Biology* Phys. 2006;65(3):890–8.

45.	 Jagetia GC, Rajanikant GK. Acceleration of wound repair by curcumin in the 
excision wound of mice exposed to different doses of fractionated γ radia-
tion. Int Wound J. 2012;9(1):76–92.

46.	 Ryan JL, Heckler CE, Ling M, Katz A, Williams JP, Pentland AP, et al. Curcumin 
for radiation dermatitis: a randomized, double-blind, placebo-controlled clini-
cal trial of thirty breast cancer patients. Radiat Res. 2013;180(1):34–43.

47.	 Rao S, Dinkar C, Vaishnav LK, Rao P, Rai MP, Fayad R, et al. The indian spice 
turmeric delays and mitigates radiation-induced oral mucositis in patients 
undergoing treatment for head and neck cancer: an investigational study. 
Integr cancer Ther. 2014;13(3):201–10.

48.	 Yao Q, Ye X, Wang L, Gu J, Fu T, Wang Y, et al. Protective effect of curcumin 
on chemotherapy-induced intestinal dysfunction. Int J Clin Exp Pathol. 
2013;6(11):2342.

49.	 Patil K, Guledgud MV, Kulkarni P, Keshari D, Tayal S. Use of curcumin mouth-
rinse in radio-chemotherapy induced oral mucositis patients: a pilot study. J 
Clin Diagn research: JCDR. 2015;9(8):ZC59.

50.	 Shah S, Rath H, Sharma G, Senapati SN, Mishra E. Effectiveness of curcumin 
mouthwash on radiation-induced oral mucositis among head and neck 



Page 9 of 9Ramezani et al. BMC Cancer          (2023) 23:354 

cancer patients: a triple-blind, pilot randomised controlled trial. Indian J Dent 
Res. 2020;31(5):718–27.

51.	 Dharman S, Maragathavalli G, Shanmugasundaram K, Shanmugam RK. A 
systematic review and meta-analysis on the efficacy of curcumin/turmeric 
for the prevention and amelioration of radiotherapy/radiochemotherapy 
induced oral mucositis in head and neck cancer patients. Asian Pac J cancer 
prevention: APJCP. 2021;22(6):1671.

52.	 Normando AGC, de Menêses AG, de Toledo IP, Borges G, de Lima CL, Dos Reis 
PED, et al. Effects of turmeric and curcumin on oral mucositis: a systematic 
review. Phytother Res. 2019;33(5):1318–29.

53.	 Zhang L, Tang G, Wei Z. Prophylactic and therapeutic effects of curcumin on 
treatment-induced oral mucositis in patients with head and neck cancer: a 
meta-analysis of randomized controlled trials. Nutr Cancer. 2021;73(5):740–9.

54.	 Kulkarni SK, Bhutani MK, Bishnoi M. Antidepressant activity of curcumin: 
involvement of serotonin and dopamine system. Psychopharmacology. 
2008;201(3):435–42.

55.	 Kim SJ, Son TG, Park HR, Park M, Kim MS, Kim HS, et al. Curcumin stimulates 
proliferation of embryonic neural progenitor cells and neurogenesis in the 
adult hippocampus. J Biol Chem. 2008;283(21):14497–505.

56.	 Ananthan S. Opioid ligands with mixed mu/delta opioid receptor interac-
tions: an emerging approach to novel analgesics. Aaps j. 2006;8(1):E118–25.

57.	 Zhang F, Subbaramaiah K, Altorki N, Dannenberg AJ. Dihydroxy bile 
acids activate the transcription of cyclooxygenase-2. J Biol Chem. 
1998;273(4):2424–8.

58.	 Bengmark S. Curcumin, an atoxic antioxidant and natural NFkappaB, cyclo-
oxygenase-2, lipooxygenase, and inducible nitric oxide synthase inhibitor: 
a shield against acute and chronic diseases. JPEN J Parenter Enteral Nutr. 
2006;30(1):45–51.

Publisher’s note
Springer Nature remains neutral with regard to jurisdictional claims in 
published maps and institutional affiliations. 


	﻿Efficacy of curcumin for amelioration of radiotherapy-induced oral mucositis: a preliminary randomized controlled clinical trial
	﻿Abstract
	﻿Background
	﻿Materials and methods
	﻿Curcumin mouthwash preparation
	﻿Participants and study procedure
	﻿Sample size and statistical analysis

	﻿Results
	﻿Primary and secondary outcomes

	﻿Discussion
	﻿Conclusion
	﻿References


