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[Abstract] Oral submucous fibrosis (OSF) is an oral potentially malignant disorader that may be closely related to be-
tel chewing and other factors. The pathogenic mechanism of OSF is still unclear, and there is no cure for OSF. Current-
ly, there are many clinical treatments for OSF, such as medications, including steroids, pentoxifylline, lycopene, turmer-
ic, salvia miltiorrhiza, and aloe vera, lasers, and surgery. In order to evaluate the safety and efficacy of these methods to
improve the maximum mouth opening, alleviate the burning sensation, increase tongue flexibility, and other symptoms

that accompany OSF, researchers have completed some evidence-based studies in recent years. We searched PubMed,
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Embase, Web of Science, The Cochrane Library, CNKI, Wanfang, and VIP databases for systematic reviews or meta-
analyses of OSF research and treatment published over the last 10 years (July 2014 - July 2024). Current evidence-
based studies have shown that pentoxifylline, hyaluronidase combined with steroids, lycopene, curcumin, salvia miltior-
rhiza combined with steroids, and aloe vera are effective in improving maximum mouth opening and alleviating the burn-
ing sensation in patients with OSF. The evidence levels of hyaluronidase combined with steroids, lycopene, curcumin,
salvia miltiorrhiza combined with steroids, and aloe vera were all A, and pentoxifylline was B. Lycopene was more effec-
tive than other positive drugs in improving maximum mouth opening in patients, and aloe vera was more effective than
positive drugs in improving the burning sensation in the early stage of treatment. In addition, antioxidants are good for
improving OSF symptoms and have promising application. Lasers can improve maximum mouth opening and alleviate
pain and other OSF symptoms, but laser treatment is costly and the level of evidence is C. Surgery is effective in improv-
ing maximum mouth opening, but it is traumatic and the level of evidence is C. However, the current evidence-based da-
ta are not of high quality, and additional well-designed multi-center, large-sample, randomized controlled clinical trials
with long follow-up periods and standardized outcome indicators are needed in the future.

[Key words] oral submucous fibrosis; treatment; evidence - based medicine; steroids; salvia miltiorrhiza;
pentoxifylline; hyaluronidase; lycopene; curcumin; aloe vera
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Table 1 The basic information sheet of evidence-based medical studies for the treatment of OSF

Intervention Studies  Participants Common usage and dosage Outcomes Level of evidence
Improved MMO and BS compared to
Pentoxifylline! 7! 3 RCT 247 400 mg, Po, Bid B
placebo group
Improved MMO and BS, no additional
Hyaluronidase com- hyaluronidase 1 500 IU+dexamethasone
6 RCT 244 clinical benefit compared to control A
bined with steroids!'’ 4 mg, local injection, 2 times a week
drugs
Improved MMO compared to placebo;
Lycopene!2!) 7 RCT 758 4 mg, Po, Bid no additional clinical benefit compared A
to control drugs
Safe and effective, but no statistically
16 RCT
1181 significant difference compared to other A
and 3 CT*
interventions
9 CT 483
Turmeric' 2628 6 CT 298 Safe and effective with improved BS A
11 CT 428
Improved MMO and BS compared to
Curcumin‘?®! 6 RCT 350 300 mg, Po, Bid/Tid placebo; similar efficacy to control A
groups
Better improvement in MMO, BS,
Salvia miltiorrhiza+ Salvia miltiorrhiza 4 mL+triamcinolone
o 13 RCT 1 190 MLA, and fewer adverse effects than A
corticosteroids'3*! 40 mg, local injection, 1 times a week
conventional treatment
Better improvement in MMO, BS, and
Salvia miltiorrhiza + 5 RCT; 236 / A
MLA without increasing adverse effects
triamcinolone 3536/
3 RCT 172 / B
After 1 or 2 months, aloe vera was
. more effective than the control groups
Aloe vera'*? 6 RCT 413 5 mg, topical application, Tid A
in relieving BS; no statistically signifi-
cant difference in MMO, TE, or CD
Laser treatment is effective and com-
Laserl 50 20 CT 250 / ) C
plication-free
Surgery over other treatments to im-
Surgery (") 32 CT 651 / C

prove MMO

OSF: oral submucous fibrosis; RCT: randomized controlled trial; *CT: controlled trial; MMO: maximum mouth opening; BS: burning sensation; MLA: mu-

cosal lesion area; TE: tongue extension; CD=cheek dexterity.

Levels of evidence: A: high-quality evidence from more than one RCT; Meta-analysis of high-quality RCT; B: moderate-quality evidence from one or more

RCT; Meta-analysis of moderate-quality RCT. C: good quality evidence from one or more well-designed and executed moderate-quality evidence from non-

randomised, observational, registry studies; or meta-analysis of these studies; expert opinion or consensus; case reports or case series; D: no evidence
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