4

- THEM A ARG S A S \
' a1t . —

Topical application of honey in the
management of chemo/radiotherapy
Induced oral mucositis: A systematic review
&>

and network meta-analysis

Impact Factor : 3.656

Journal Club
VNG
2019206

“v "I',’:-’ 2 1
International Journal of Nursing Studies 89 (2019) 80-87 [ 518 e o
: < S d



o= L RER IR K EE/R

hE— S8 nn~%§% Z_ O

480g+280g/4H 521’@, » 159075/i8

—
G

X, ‘ - Wl . = =2 ASE
| e ; A
A0y u E0 NUT Il bl 3‘. T “:;% ".‘-2‘.f
o o2 «&:
SYMPT A s
T
\~[

\4 B e

L G!utdm”'

180 GRAMS (16:2°2

==0AE - kS El

o gelclair’
el

CorwivdaliediA
1S rgh-doe e

HENEEEEKRO

'ﬁﬁﬁ‘ﬁlﬁ
ERRHME RS UT RPN,



i Sl —

Bl =5-1

» 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 23)
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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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

fl‘u Ctose. (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. a-waiiand saloom, 1999).

The impaired mucosal barrier often permits the
development of superadded bacterial and fungal
i nfeCtiO ns (Nicolatou-Galitis et al., 2001; Dale et al., 2018).

Honey has antibacterial properties and enhances
epithelization, there by improving wound healing a-waiiand

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
(Zfn)content, flavanoid (38=1) levels, acidity, and
the release of hydrogen peroxide (38&{c&)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.

£ — 5




mechanism of action of honey

Honey effectiveness may be related to its high
permeability, anti-foaming properties and
antioxidant properties (Ghashm etal., 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.
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W FEIEEE patients with chemo/radiotherapy-induced
(population) oral mucositis

I AFEHE any type of Honey

(Intervention)

LB (1) efficacy outcome was

(Comparison) 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
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ARTICLEINFO ABSTRACT
Feywords Background: Mucasitis is an inflammatory responise of mucosal epithelizl cells to the cytotoxic effects of che-
Honey motherapy and radiation therapy. To assess the comparative efficacy of honey for patients with cancer under-
Camcer boore going chemo/radiothesapy-induced oral mucositis through a systematic review and network meta-analysis
g’n‘;—"_':“:;;m"p‘ Methods: A network meta-analysis was used to identify evidence from relevant randomized controlled trials

: (RCTs). We searched PubMed, Embase, and the Cochrane Library for publications up to November 2017. The
Network mota-anaiysts

. prespecified primary efficacy cutcome was the treatment effect of moderate-severe oral mucesitis with honey.
We performed subgroup analyses and meta-regressions according to the age group, cancer type, mucaositis cause,
honey type, control arm and type of assessment scale. Moreover, secondary efficacy outcomes were treatment
completed, cnset time of mucositis, swallowing diary, fungal colonization, bacterial colonisation and analgesic
wse. And, we did standardize meta-analyses using the mandom-effects model, later completing the random-effects
network meta-analyses by different treatment/control anms
Resdo: A total of 17 RCTs were eligible (22 analyses), involving 1265 patients and 13 arms. Honey treatment
arm significantly increased the therapeutic effect of chema/radiotherapy-induced moderute-severs ol muco-
sztis (0.25, 0.14-0.46); significunt cfficacy was observed in a large proportion of subgroups. The mets-regression

mav have identifind the ransee of heterosensitv a2 the honev tvme (0 = (LR Thersfnre we need 1o nerform

Aim: To compare and rank arms and control arms for
patients with cancer undergoing chemo/radiotherapy-induced
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« We considered large-svale 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 .
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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
Eure natural honey, manuka honey or local

oney 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.
| SRR O DR AR
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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),

olinding of participants personnel (performance
Dias),

plinding 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.

15
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The quality assessment indicated that all
included trials were of acceptable quality.

Table S4 Risk of Bias Assessment using the Newcastle-Ottawa Scale for Case-
control Studies

Table $4 Risk of Bias Assessment using the Newcastle-Ottawa Scale for Case-control Studies.

Publication(year): Is the case Represent Selection Definition of Comparabilit Ascertain Same method of Non-Resp Overall rating -
definifion ~ afiveness  of Confrols: v of cases ment of ascerfainment  onserate: and TOTAL
adequate:  of  the Controls and confrols exposure(/ for cases and SCORE/10-

(ases: (): ): controls
KobyaBulut H Turkey(3]- [+ € 0: E 2: £ £ B
Bahramnezhad F, 2015 Iran[6]- |- [ 0: L+ 2: 2 £ L 9.
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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

« etal,, 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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Sealective reporting (reporting bias)

Other bias

Random sequance generation (selection bias)
Allocation concealment (selection bias)

Blinding of participants and personne! (performance bias)
Blinding of outcome assessment (detection bias)

Incomplete outcome data (attrition bias)
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Chamomile Caramel dye

Benzydamine

Dabur honey \ v
Benzocaine

Golden syrup »

Bee glue

Kanuka honey

Usual care

Lidocaine

Sk 052 2R
Local honey Pure natural honey ,iniﬁf??‘g T\EIEEE

Manuka honey

Fig. 2. Network of eligible comparisons for incidence of moderate-severe oral
mucositis.
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Characteristics of baseline in patients associated with
honey treatment arm vs control arm.

Table 1
Characteristics of baseline in patients associated with honey treatment arm vs
control arm.

Treatment vs control (OR, Heterogeneity
95%ClI)
Age (year) —0.07 (—0.36, 0.21)" P = 0.975, I = 0.0%
Male 1.13 (0.85, 1.51) P = 0.815, I = 0.0%
Tumor stage (I-1I/ III-IV)  1.31 (0.68, 2.54) P = 0.832, I = 0.0%
Smoking 1.03 (0.59, 1.81) P = 0.356, I* = 3.3%

¢ Standardized mean difference.
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Stdy Evemts, Evenis,

1D OR (95% C Honey Control
I
Al Jaouni SK (2017) —0'— 0.20(0,05, 0.83) 420 120
Lai MD(a) (2016) —— 0.34(0.12,097) 7136 15136
Lai MDX{b) (2016) —!—6—— 0,38 (0,10, 1.35) 436 %34
Samdariya S (2015) —0-—:- 0.08 (0.02, 0.28) 496 2033
Hawley P (2014) : —_— 0,77 (0,37, 1.62) 4064 41760
Abdulrhman M{a) (2012) : —-‘— 1.31(0.47, 3.61) 1530 E3030
Abdulriman M(b) (2012) : —_—— 1.31 (047, 3.61) 15/30 13730
Bardy J(2012) : "-‘"_ 1.34 (0.58, 3.07) 5164 4763
Juyschandran Sa) (2012) -+ E [
Javachandran S(b) (2012) -4 . .
N = odds ratios: 0.25, 95% confidence
) .
Khsnal B (2010) & -+ : |nte rva|SZ 0.14 tO 0.46
Maddocks—Jennings Wi(a) (2009) * ( - = 0, )
Maddocks—Jennings Wib) (2009) : + P 0 ) 00’ Iz 7 7 ) 5 A )
Rashad UM (2009) -~ \
Motallchneiad M (2008) -+ : 0.06 (0.01, 0.29) 420 1620
Biswal BM (2003) 4 : 0,08 (0,02, 0,37) 420 15120
Kobya Bulit H (2016} —_—— : 0,02 (0,01, 0.09) 5337 3434
Bahramnezhad Fa) {2015) : -0~ 3.19(0.32, 32.24) 335 135
Eahramnezhad Fh) (2015) —0—:- 0,08 (0.02, 0.31) 138 19/15
Tomarevic T (2013) : —_— 125 (0.36, 4.36) 10721 819
Overall (1-squared = 77.5%, p = 0.000) ® 0.25 (0,14, 0.44) IORB05 346595
I
NOTE: Weights are from random effects analysis 1'
I 1
00185 1 sS4t
Favors Honey Favors Control

Fig. 1. Overall incidence of honey treatment arm versus control arm on chemo/radiotherapy-induced moderate-severe oral mucositis. 51




Subgroup analyses and meta-regressions

Table 2
Meta-analysis, meta-regression and quality of evidence for the moderate-severe oral mucositis between honey treatment arm vs. control arm.

Outcomes and subgroups Participants (T/C) OR (95%CI) Heterogeneity (P, I?) Meta-regression (P) Quality of evidence Publication bias

Begg’s (P)  Egger’s (P)

Total (n = 21) 605/595 0.25 (0.14, 0.46)° P = 0.000, I* = 77.5%" Moderate P=0.121 P=0.014¢
Age group

Teenager (n = 5) 138/138 0.41 (0.09, 1.83) P =0.000, * = 87.3%" P =0.414 Moderate P=0.08 P=0.169
Adult (n = 16) 467/457 0.21 (0.11,0.41)° P =0.000, I = 72.3%" Moderate P=0207 P=0.046°
Cancer type

Head and neck cancer (n = 13) 375/365 0.22 (0.10, 0.47)° P = 0.000, I = 74.9%" P = 0.633 Moderate P=0625 P=0.128
Other cancer (n = 8) 230/230 "0.30 (0.10, 0.87)° P=0000, = 82.6%" Moderate P =0.019° P=0.057¢

Mucositis cause

Chemo/radiotherapy-induced (n = 2) 40/40 0.16 (0.06, 0.44!a P = 0.600, I = 0.0% P =0.364 Moderate P=0.317 P=1.000

Radiation-induced (n = 15) 447/437 0.22 (0.11, 0.44)° P = 0.000, I* = 73.4% Moderate P=0.216 P=0.062
Chemotherapy-induced (n = 4) 118/118 0.49 (0.08, 2.91) P = 0.000, T = 89.8%" Moderate P=0.09 P=0.260
Honey type

Pure natural honey (n = 10) 255/256 0.11 (0.06, 0.22)* P = 0.025, * = 52.7%" P = 0.038° Moderate P=0929 P=0.328
Manuka honey (n = 4) 170/165 0.70 (0.36, 1.35) P =0.184, " = 38.0% Moderate P=0497 P=0.394
Local honey (n = 7) 180/174 0.44 (0.15,1.30) P =0.000, > = 77.3%" Low P=0.133 P=0.268
Control arm

Placebo (n = 9) 276/270 0.39 (0.14, 1.08) P =0.000, > = 82.0%" P =0.219 Moderate P=0.048 P=0.099
Usual care (n = 12) 329/325 0.18 (0.09, 0.35)° P =0.001, F = 66.4%" Moderate P=0411 P =0.155
Type of assessment scale

RTOG scale (n = 6) 181/175 0.33 (0.10,1.08) P =10.001, * = 76.7%" P = 0.586 Moderate P=0.348 P=0.175
WHO scale (n = 8) 215/216 0.12 (0.05, 0.29)° P =0.011, > = 61.8%" Moderate P=0458 P=0.349
NCI-CTC scale (n = 4) 132/132 0.71 (0.34,1.50) P =0.133, F = 46.4% Moderate P=0.308 P=0.370

T, treatment group; C, control group.
# Results with significant differences.
P Substantial heterogeneity.
¢ Factors could be an important source of heterogeneity.
9 Publication bias.
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Fig. 3. Summary ORs and Crls from network meta-analysis.

D Treatment/control arm

D Moderste-severe oral mucositis(OR[95%Cr1])

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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Secondary efficacy outcomes between honey
treatment arm vs. control arm.

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.

Table 3

Secondary efficacy outcomes between honey treatment arm vs. control arm.
Outcomes Patients (T/C) OR (95%CI) Hetetogeneity (P, I*) Quality of evidence
Treatment completed 5 (189/187) 0.91 (0.57.1.45) P =0.370, > = 6.4% High

I Onset time of mucositis 3 (76/76) 0.41(0.08,0.73)" P=0363,F=13% Moderate I
Swallowing diary 3(171/169) 0.98 (0.63,1.51) P=0571,F = 0.0% High
Fungal colonization 3 (104/103) 0.39 (0.11,1.35) P =0.059, = 64.7%" Moderate
Bacterial colonisation 2 (84/83) 0.35(0.03.3.69) P =0.006, I* = 86.8%" Low
Antalgesic use 3 (171/169) 1.02 (0.64,1.65) P=0909, * = 0.0% High

T, treatment group; C, control group.
* Result with significant differences.
> Substantial heterogeneity.
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« Although the overall sample and subgroups showed a
significant effect favors for honey treatment arm, there was
still substantial heterogeneity (P = 0.00, I? = 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 K 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).




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).




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.

& - - 30
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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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 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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Abstract

Purpose Oral mucositis is a common side effect of radiochemotherapy and may adversely affect the patients’ quality of life
(QoL). Honey application may reduce the mucositis grade in patients. Here, we conducted a meta-analysis of randomized
controlled trials (RCTs) to evaluate the prophylactic and therapeutic effects of honey on radiochemotherapy-induced oral
mucositis.

Methods Publications on RCTs were extracted from the PubMed, Embase, CINAHL, and Cochrane Library databases. The
primary outcomes were mucositis grades and pain scores. Secondary outcomes were the recovery time and QoL. The study was
registered with PROSPERO (number CRD42018108486).

Results Nineteen RCTs, involving 1276 patients, were reviewed. Honey considerably mitigated oral mucositis in both prophy-
lactic and therapeutic phases. In the prophylactic phase, intolerable mucositis development was significantly prevented in the
honey-treated group (RR=0.18, 95% confidence interval [CI] =0.09 to 0.41). Patients treated with honey showed significant
decrease in pain scores in the first month of treatment (weighted mean difference [WMD]=—-3.25, 95% Cl=—4.41 to—2.09)
and at the end of the treatment (WMD =—2.32, 95% Cl=—4.47 to —(0.18).

— Condusion Honcy, which is relatively cheap and casily avallable, prevented mucositis and effectively mitigate mucositis in
patients after radiochemotherapy. Moreover, it significantly reduced the mucositis grade and engendered a fast and painless
healing process. Therefore, honey use during and after radiochemotherapy is recommended for mucositis prevention and
treatment.

Keywords Honey - Mucositis - Radiotherapy - Chemotherapy - Meta-analysis 33
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Support Care Cancer

Honey Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
1.1.1 Intolerable mucositis lesions
Amanat 2017 2 4 741 77.8%  0.29[0.06, 1.29] —l—
Biswal 2003 0 20 5 20 22.2% 0.09 [0.01, 1.54] L]
Subtotal (95% CI) 61 61 100.0% 0.22 [0.06, 0.84] i
Total events 2 12

Heterogeneity: Tau® = 0.00: Chi® = 0.51,df = 1 (P = 0.47); I’ = 0%
Test for overall effect: Z = 2.22 (P = 0.03)

1.1.2 Intolerable mucositis patients

Bansal 2017 2 50 9 50 25.1% 0.22 [0.05, 0.98] — &
Jayalekshmi 2016 1 11 § 13 15.0% 0.15[0.02, 1.01] — ]
Khanal 2010 1 20 15 20 14.8% 0.07 [0.01, 0.46] - =
Rashad 2014 3 20 12 20 45.2% 0.25[0.08, 0.75] ——
Subtotal (95% Cl) 101 103 100.0% 0.18 [0.09, 0.39] <4
Total events 7 44

Heterogeneity: Tau? = 0.00; Chi* = 1.58, df = 3 (P = 0.66); I* = 0%
Test for averall effect: Z = 4.47 (P < 0.00001)

0.005 0.1 ] 10 200
: 2 , Favours honey Favours control
Test for subgroup differences: Chi* = 0.06, df = 1 (P = 0.81), I* = 0%

Fig.2 Forest plot of honey-treated versus control group comparison in the therapeutic phase; outcome: number of intolerable mucositis lesions at weeks
6 and 4




Author [year] Inclusion criteria No. of patients Age, mean Baseline of Intervention
(male, %) +SD oral mucositis
grade
Prophylactic

Al Jaouni [2017] [10] Pediatric cancer patients H: 20 (55) H:7.9+4.1 H: 0* H: Natural honey rinse 4-6 times/day
who received C:20 (50) C:81+4.9 C: o C: Control
radiochemotherapy;
age >1 year

Amanat [2017] [11] Adult patient with head H: 41 (65.8) H: 49.9* H: 0 H: 20 mL of natural honey rinse, 15 min
and neck cancer C: 41 (80) C: 50.17* C:0 before and after radiotherapy and before
planned for sleeping
radiotherapy C: Saline ninse

Bansal [2017] [12] Patients with oral cavity H: 50 (94) H: 50.82+9.7 H: 0 H: 1:1 glycerine:honey applied topically
and oropharyngeal C: 50 (94) C: c:o after meals, 3 times/day
cancers planned for 49.36+10.95 C: Anesthetic and antacid solution
radiochemotherapy

Bardy [2012][13] Patients with oropharynx H: 64 (82.8) H: 59 (39-85)*# H:0 H: 20 mL of Manuka honey rinse,
squamous cell carcinoma C: 63 (73.0) C:5838-83)* C:0 4 times/day (during 4 weeks of

radiotherapy + 2 weeks after
radiotherapy)
C: 20 mL of golden syrup

Biswal [2003] [5] Adult patient with head H: 20 (75) H: 63 (19-89) * H: 0 H: 20 mL of natural honey rinse, before

and neck cancer planned C: 20 (40) C:54(14-78)* C:0 and after radiotherapy and 6 h after

+ “sinuaz

AW

B

for radiotherapy; no
history of
radiochemotherapy

every radiotherapy

C: control




Author [year] Inclusion criteria No. of patients Age, mean Baselineof  Intervention
(male, %) + 8D oral mucositis
grade
Hawley [2014] [15] Adult patient with head H: 54 (81) H: 56.8 H: 0 H: 5 mL of Manuka honey gel rinse, 4
and neck cancer planned C: 52 (84) C:59.5 C:0 times/day throughout radiotherapy, plus
for radiotherapy |7 more davs
C: Sugar-free placebo gel looked and
—tasted Ll hane
Jayachandran [2012] [16] Patients with oral H: 20 (55) H:49.5 H: 0} H: 20 mL of natural honey rinse 15 min
malignancy; no history  B: 20 (75) B: 54.0 B: 0 before and after radiotherapy and 6 h later
of radiochemotherapy C: 20 (75) C: 55.55 C: 0t B: 15 mL of 0.15% benzydamine
hydrochloride rinse 15 min before and
after radiotherapy and 6 h later
.20 ml of 09% nopmalsaline
Jayalekshmi [2016] [17]  Adult patient with head H: 14 H:59.71+434 H:0 H: 15 mL of natural honey rinse 15 m
and neck cancer planned C: 14 C: C:0 before and after radiotherapy and 6 h later
for radiotherapy 52.28+14.04 —C. > ml ol wafer
Khanal [2010] [18] Adult patients with oral H: 20 Not provided H: 0 H: 20 mL of natural honey rinse 15 min
carcinoma planned C: 20 C:0 before and after radiotherapy and before
for radiotherapy going to bed
C: 20 ml of lignocaine gel
Khanjani pour-fard- Adult patients with AML H: 17 (70.6) NA H: 0} H: 5% natural honey rinsed 30 s after each
pachekenari [2018] [19] planned for 3+7 meal and before going to bed
chemotherapy 0: o ~O: Brush teeth twice/day, dental 110ss once d,
0: 17 (64.7) C: ot and 60 mL saline rinsed 3 times/day
C:19 (63.2) C: Control
Mishra [2017] [20] Children patients planned  H: 20 NA (5-19)* H: 0 H: Honey and Tulsi ice chips rinsed 5 min
for chemotherapy C: 20 C: 0! before chemotherapy and lasted 30 min

(5 Fluorouracil or
methotrexate)

~C: Plam ice chips




Author [year] Inclusion criteria No. of patients Age, mean Baseline of Intervention
(male, %) + SD oral mucositis
grade
ALL patients with grade M: 30 M: 23 H: 0.5 g of natural honey/kg (max 15 g)
2 and 3 chemotherapy- applied topically 3 times/day
related oral mucositis C:30 C:2-3 "M: U025 g of HOPE/KE (max > g) applied
topically 3 times/day
C: Benzocaine 7.5% gel applied topically 3
Charalambous [2018] Head and neck cancer H: 43 (50) Not provided H:>1 H: 20 mL of natural honey rinse 15 min
[14] patients with grade 1 C: 43 (50) C:>1 before and after radiotherapy and 6 h later
or above oral mucositis; for 7 weeks
age> 18y C: Saline rinse
Raeessi [2014] [22] Patients with H: 23 (50) H:54.9+11.6 H:25% H: 10 mL of 50% natural honey rinse every
chemotherapy- M: 23 (42.9) M: 54.7+154 M:267* 3 hx1 week
related oral mucositis; ~ S:23(524)  S:55.9+12.7  S:2.52¢ M: 10 mL of 50% natural honey + 3.3% collee
age 15-80y rinse every 3 h x 1 week
S: 10 mL of diluted betamethasone every 3 h
1_week
Samdariya [2015] [25] Patients with head and H: 40 (50) H: NA H: 20 mL of natural honey rinse 15 min before
neck cancer planned 52.58+1221 and after radiotherapy and 6 h later, with
for radiochemotherapy;  C: 38 (42) C:54.15+7.92 routine salt-soda+ benzydamine every 3 h
age 1870y during radiotherapy and up to 3 m
postradiotherapy
C: Control
Singh [2018] [26] Children with grade H: 50 H: NA H: 1-2} H: 1—2 mL of natural honey 4 times/day with
1-2 oral mucositis C: 50 C: NA C:1-2% analgesic and antiseptic gel applied topically

C: Control
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