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改善口腔黏膜炎-現況 
方案一:  營養品~速養療 

480g+280g/組  7020元 
方案二:口腔凝膠 
每盒21包，1590元/週 

方案四:生理食鹽水漱口 

方案三:口內膏、或局部麻醉劑 

方案五:口腔清潔 
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前言-1 

• 40%–76% patients with cancer undergoing 
chemo/radiotherapy develop mucositis which 
manifests itself as intense erythema in the treated 
areas and patients suffer from difficulties with 
swallowing. 

• As oral mucositis is severely debilitating oral Pain and 
be more susceptible to infection which may result in 
the demise of the patient due to infections and 
compromising the cancer treatment.  

• the incidence of moderate to severe (grades ≥3) 
mucositis is typically 30%–40% for conventional 
radiotherapy over 6–7 weeks, but double this when 
chemotherapy is added or an accelerated fractionation 
is used (Biswal et al., 2003; Kostler et al., 2001).  
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前言-2 

• Several treatments have been used to prevent or reduce 
the moderate-severity of oral mucositis but outcomes 
are inconsistent. 

• Honey main components are the sugars glucose and 
fructose. (van der Weyden, 2003; Molan and Moore, 2001; Vardi et al., 1998). 

• Honey has found a place in the treatment of burns, 
infected wounds and skin ulcers. (Al-Waili and Saloom, 1999). 

• The impaired mucosal barrier often permits the 
development of superadded bacterial and fungal 
infections (Nicolatou‐Galitis et al., 2001; Dale et al., 2018). 

• Honey has antibacterial properties and enhances 
epithelization, there by improving wound healing (Al-Waili and 

Saloom, 1999).  
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mechanism of action of honey 
• The suggested mechanism of action of honey in 

chemo/radiotherapy- induced oral mucositis may 
be through its positive effect on cell epithelialization 
and regrowth, thereby encouraging rapid recovery 
of cell loss (Dorr et al., 2001).  

• Although the mechanism of action of honey is not 
clear, it is likely that factors like osmolality, phenol 
(苯酚)content, flavanoid (類黃酮) levels, acidity, and 
the release of hydrogen peroxide (過氧化氫)are 
thought to be the most important factors for its 
activity (Almasaudi et al., 2016).  

• Moreover, honey, because of their high permeability, 
honey may stimulate saliva production.  
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mechanism of action of honey 

• Honey effectiveness may be related to its high 
permeability, anti-foaming properties and 
antioxidant properties (Ghashm et al., 2010; Yarom et al., 

2013).  

• Honey is known for its antioxidant and anti-
inflammatory activity and increased nitric 
oxide(NO) in the lesion (Almasaudi et al., 2016; Raeessi et 

al., 2014).  

• Honey can accelerate the repair and healing of 
chemo/radiotherapy-induced oral mucosal 
damage and reduce the related stimulation. 

 
6 



2011年 

7 



2013年 

8 



 

9 



步驟 1:系統性文獻回顧探討的問題為何?  
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蜂蜜對於癌症病人之口腔黏膜炎是否有效? 
研究族群 
(population) 

patients with chemo/radiotherapy-induced 
oral mucositis 

介入措施
(Intervention) 

any type of Honey 

比較措施
(Comparison) 
 

   (1) efficacy outcome was    
          chemo/radiotherapy-induced 
          moderate-severe oral mucositis. 
    (2) efficacy outcomes were treatment  
           completed 
    (3) onset time of mucositis 
    (4)swallowing diary 
    (5)fungal colonization   
    (6)bacterial colonisation  
    (7)analgesic  



• Aim: To compare and rank honey treatment arms and no-honey control arms for 
patients with cancer undergoing chemo/radiotherapy-induced oral mucositis. 
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步驟2:系統性文獻回顧的品質如何?(FAITH) 
   F-研究是否找到所有的相關證據? 

• We considered large-scale RCTs of patients 
with chemo/radiotherapy-induced oral 
mucositis, searched PubMed, EMBase, and 
the Cochrane Library for eligible trials form 
the very beginning of the databases to 
November 2017, comparing any of the 
following treatments: treatment of 
chemo/radiotherapy-induced oral mucositis 
in cancer patients with any type of honey . 

搜尋3個資料庫 
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able S1 Search strategies for Pubmed, EMBASE and the 

Cochrane Library database. 
  
Search strategies for PubMed 
#1.("honey"[MeSH Terms] OR "honey"[All Fields]) AND ("mucositis"[MeSH Terms] 

OR "mucositis"[All Fields]) AND ("neoplasms"[MeSH Terms] OR "neoplasms"[All 

Fields] OR "cancer"[All Fields]) 
  

Search strategies for EMbase 
#1 'honey'/exp OR honey AND ('mucositis'/exp OR mucositis) AND ('cancer'/exp 

OR cancer) 

  
Search strategies for Cochrane library 
#1.honey, mucositis and cancer 
#2. MeSH descriptor 
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• Inclusion criteria :RCTs of patents with any type 
of cancer (such as head and neck cancer, 
nasopharyngeal cancer, etc.); patients of any 
age, gender, tumor stage, and histological 
grade; either smoking or not; and either using 
pure natural honey, manuka honey or local 
honey for treatment.  

• Excluded trials published only as abstract (with 
no additional data available from other sources). 
No language restrictions were applied. We then 
screened reference lists of all obtained articles 
to avoid missing relevant. 

不限英語、有說明是否用MESH 

Terms 及一般檢索詞彙 

評讀結果:是 否 不清楚  
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步驟2:系統性文獻回顧的品質如何?(FAITH) 
   F-研究是否找到所有的相關證據? 



• The risk of bias of the randomized controlled trials 
was assessed using the Cochrane risk of bias tool 
(Higgins et al., 2011). 

• We assessed the following 7 items of risk of bias: 

• random sequence (selection bias),  

• allocation concealment (selection bias), 

• blinding of participants personnel (performance 
bias),  

• blinding of outcome assessment (detection bias),  

• incomplete outcome data (attrition bias),  

• selective reporting (reporting bias), and other bias. 

• Low risk, high risk, and unclear risk were classified in 
all studies.  

步驟2:系統性文獻回顧的品質如何?(FAITH) 
A-文獻是否經過嚴格評讀 (Appraisal)?  
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Table S4 Risk of Bias Assessment using the Newcastle-Ottawa Scale for Case-
control Studies 

The quality assessment indicated that all 
included trials were of acceptable quality. 
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Quality of evidence 

• In addition, the quality of evidence for the 
primary outcomes was assessed based on the 
GRADE system using GRADEpro GDT (Balshem 

• et al., 2011; Guyatt et al., 2008).  

• The GRADE system assesses risk of bias (study 
limitations), imprecision, inconsistency, 
indirectness of study results, and publication 
bias (classifying each as high, moderate, low, or 
very low) across the body of evidence to derive 
an overall summary of the quality of 
evidence.(Table 2) 
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步驟2:系統性文獻回顧的品質如何?(FAITH) 
 I- 是否只納入(included)具有良好效度的文章? 
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評讀結果:是 否 不清楚  



步驟2:系統性文獻回顧的品質如何?(FAITH) 
 T- 作者是否以圖表及表格總結試驗結果? 

評讀結果:是 否 不清楚  

純天然蜂蜜 
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Characteristics of baseline in patients associated with 
honey treatment arm vs control arm. 

 

Table S3 Study Characteristics. 
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odds ratios: 0.25, 95% confidence 
intervals: 0.14 to 0.46 
(P=0.00, I2=77.5%).  
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Subgroup analyses and meta-regressions 
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Fig. 3. Summary ORs and CrIs from network meta-analysis. 
Treatment are reported in order of incidence of moderate-severe oral 
mucositis ranking according to SUCRA. Comparisons between treatments 
should be read from left to right. For incidence of moderate-severe oral 
mucositis, OR < 1 suggests favors for the honey treatment arm than with 
the control arm. 
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https://www.sciencedirect.com/topics/nursing-and-health-professions/network-meta-analysis
https://www.sciencedirect.com/topics/nursing-and-health-professions/network-meta-analysis
https://www.sciencedirect.com/topics/nursing-and-health-professions/network-meta-analysis
https://www.sciencedirect.com/topics/social-sciences/treatment
https://www.sciencedirect.com/topics/social-sciences/incidence
https://www.sciencedirect.com/topics/nursing-and-health-professions/oral-mucositis
https://www.sciencedirect.com/topics/nursing-and-health-professions/oral-mucositis
https://www.sciencedirect.com/topics/social-sciences/comparison
https://www.sciencedirect.com/topics/medicine-and-dentistry/oral-mucositis
https://www.sciencedirect.com/topics/medicine-and-dentistry/oral-mucositis
https://www.sciencedirect.com/topics/medicine-and-dentistry/honey
https://www.sciencedirect.com/topics/medicine-and-dentistry/arm
https://www.sciencedirect.com/topics/nursing-and-health-professions/control


Secondary efficacy outcomes between honey 
treatment arm vs. control arm. 
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蜂蜜並不會增加副作用，還可減
緩發生口腔粘膜炎的機率。 

honey not only did not increase the risk of adverse effects but 
but also reduced the onset time of oral mucositis (0.41, 0.08–
0.73). 
Moreover, the use of honey  was effective and safe, with 
mostly moderate to high quality evidence according to GRADE 
assessment. 



步驟2:系統性文獻回顧的品質如何?(FAITH) 
H-試驗結果是否相近-異質性? 

• Although the overall sample and subgroups showed a 

significant effect favors for honey treatment arm, there was 

still substantial heterogeneity (P = 0.00, I2 = 77.5%; Fig. 1, Table 

2).  

• Moderate evidence of bias could be found in Begg’s test (P = 

0.121) and Egger’s test (P = 0.014), with moderate evidence 

according to the GRADE assessment. 

• A meta-regression was used to assess the heterogeneity. 

• mucositis cause and honey type were the main factors 

affecting heterogeneity.  
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Discussion-1 

•  The large differences in treatment arms (by 
meta-regression), according to network meta-
analysis of therapy efficacy by treatment 
method, pure natural honey had superior 
efficacy in terms of treatment arms (Fig. 3).  

• Overall, compared with non-honey control arm, 
honey was found to be both safe and efficacious 
in treatment for chemo/ radiotherapy-induced 
oral moderate-severe mucositis. 

• Finally, honey not only did not increase the risk 
of adverse effects but also reduced the onset 
time of oral mucositis (Table 3).  
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Discussion-2 

• A meta-regression was used to assess 
the heterogeneity.  

• Over all, mucositis cause and honey 
type were the main factors affecting 
heterogeneity.  

• we observed moderate evidence of 
publication bias by statistical 
assessment.  
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Discussion-3 

• Although our group is very meticulous and 
detailed, but pure natural honey is intersecting, 
so the best choice is to use pure natural honey 
for treatment.  

• Our results could be confirmed in many 
publication articles, Song’s researched made a 
conclusion that overall relative risk of 
developing mucositis was almost 80% lower in 
the honey treatment group than in the control 
group (Song et al., 2012). 

• Raeessi MA considered honey plus coffee 
regimen was the most effective modality for the 
treatment of oral mucositis, the results need 
further identification (Raeessi et al., 2014). 
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Discussion-4 

• RCTs of honey should include larger samples and be 
robust and randomized to confirm the effects and 
toxicity of honey on patient-relevant or disease-specific 
outcomes, particularly in cancer patients undergoing 
chemo/radiotherapy-induced moderate-severe oral 
mucositis.  

• Future studies should ensure that appropriate methods 
are used for randomization, blinding and intent to-treat. 
Furthermore, trials should assess outcomes using 
standardized or prescribed measures at similar time 
points. Analyses of individual data will be valuable for 
further exploration. 

• More normative studies should be utilized in future 
network meta-analyses.  
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limitation 
• First, in the GRADE framework, several comparisons were 

determined to be moderate or low-quality, which largely 
restricts the interpretation of the results.  

• In addition, the network analysis contained some 
inconsistencies, which were mainly determined by the loop 
(Table 3).  

• Moreover, thirteen arms in sixteen analyses were measured 
due to the small sample size. 

• positive results are likely to be published, while negative 
results are not likely to be shared. 

• An additional limitation of the standardized outcomes was the 
extensive heterogeneity (Fig. 1, Tables 2), which indicated 
substantial variability in the outcomes of the included studies, 
because there was no presence of heterogeneity in the 
baseline outcomes (Table 1). 
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結論 
• The finding of this comprehensive network 

meta-analysis provides some evidence that 
honey might improve the therapy efficacy in 
patients with cancer undergoing 
chemo/radiotherapy-induced moderate-
severe oral mucositis without increasing side 
effects.  

• In the clinical therapy of patients with cancer 
undergoing chemo/radiotherapy- induced 
moderate-severe oral mucositis, honey can 
be invoked as a first-line adjuvant therapy 
agent. 
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臨床運用 
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臨床運用 

• 天然蜂蜜是否合適使用於化學/放射線治
療之癌症病人口腔黏膜炎? 
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同意1 票  

懷疑 35票 

不同意3 票  
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