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Abstract: This systematic review and meta-analysis investigated whether honey-related treatment
strategies improve the signs and symptoms of patients with dry eye disease (DED). In March 2023,
the following databases were accessed for clinical trials investigating the efficacy of honey-related
treatment strategies in DED: PubMed, Web of Science, Google Scholar, and EMBASE. The following
data were extracted at baseline and at the last follow-up: Ocular Surface Disease Index, tear breakup
time, Schirmer I test, and corneal staining. Data from 323 patients were retrieved (53.3% female,
mean age 40.6 &+ 18.1 years). The mean follow-up was 7.0 + 4.2 weeks. All the endpoints of interest
significantly improved from baseline to the last follow-up: tear breakup time (p = 0.01), Ocular
Surface Disease Index (p < 0.0001), Schirmer I test (p = 0.0001), and corneal staining (p < 0.0001). No
difference was found in tear breakup time (p = 0.3), Ocular Surface Disease Index (p = 0.4), Schirmer I
test (p = 0.3), and corneal staining (p = 0.3) between the honey-related treatment strategies and the
control groups. According to our main results, honey-related treatment strategies are effective and
feasible to improve symptoms and signs of DED.

Keywords: dry eye disease; xerophthalmus; keratoconjunctivitis sicca; honey; Manuka; Royal Jelly

1. Introduction

Dry eye disease (DED) is a common ocular condition with a prevalence rate of
up to 74% [1-5]. The aetiology of DED is multifactorial [2]. Inflammatory or environ-
mental conditions, such as allergens, contact lens wear, cigarette smoke, previous eye
surgery, neurotrophic deficiency, exposure to pollutants, ultraviolet radiation, hormonal
imbalance—especially in perimenopausal women—and oxidative stress are implicated in
DED [6-8]. Additionally, tear film hyperosmolarity plays an important role in the pathogen-
esis of DED: damage of the corneal epithelium leads to cell death by apoptosis, followed by
a loss of goblet cells and mucin expression, increasing the presence of inflammatory media-
tors, such as tumour necrosis factor «, interleukin 6, and matrix metallopeptidase 9 [9,10].
Symptoms associated with DED include foreign body sensation, blurred vision, pain, and
photophobia [6,11]. Aqueous-deficient and evaporative DED can be distinguished, while
numerous patients show signs of both subtypes [1]. Current treatment options mainly
comprise artificial tears, lifestyle changes, topical steroids or cyclosporine, lacrimal punc-
tal occlusion, and oral omega-3 fatty acids [12-16]. Though improving both symptoms
and clinical findings, artificial tears do not treat the inflammation processes underlying
DED [17]. Topical steroids have anti-inflammatory properties, and their efficacy in improv-
ing the signs and symptoms of DED have been demonstrated before [16,18]. However,
their long-term use is not recommended, as ocular side effects such as the development of
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cataract or secondary glaucoma might occur [19,20]. Further anti-inflammatory treatment
strategies for patients with DED include cyclosporine and lifitegrast [21]. Recently, the
efficacy of naturally occurring anti-inflammatory agents as treatment strategies for patients
with DED has been investigated [21]. Altogether, the interest in alternative treatment
approaches for DED is growing [21].

Honey has been used in the management of ophthalmic diseases for thousands of
years [22]. It mainly consists of carbohydrates, water, organic acids, proteins, amino acids,
minerals, vitamins, enzymes, flavonoids, and antimicrobial components, such as hydrogen
peroxide, sugar, and antimicrobial peptides [23,24]. The flavonoids, including pinocembrin,
quercetin, chrysin, and phenolic acids might be accountable for the anti-bacterial, anti-
oxidant, anti-inflammatory, immunomodulatory and analgesic properties of honey [25].
Additionally, the anti-bacterial, anti-oxidant, and anti-fungal effects of honey have been at-
tributed to the anti-microbial effects of glucose oxidase, and a high osmolarity which might
inhibit bacterial growth [22,24,26]. More than 300 varieties of honey exist, depending on the
heterogeneity of plants and environmental conditions [23]. Manuka honey contains a pro-
prietary mix of honey from the Australian and New Zealand Leptospermum species (known
as Manuka) [27]. Its anti-bacterial efficacy includes activity against methicillin-resistant
Staphylococcus aureus and Pseudomonas aeruginosa [28]. Royal Jelly is mainly secreted by
the worker honeybees (Apis mellifera) and is required for the nutrition of the queen hon-
eybee [29]. It is secreted from the hypopharyngeal and mandibular glands of the worker
bees [29]. In general, medical-grade honey is free of toxic contaminants after sterilisation by
gamma irradiation, according to standard medical regulations [30]. The efficacy of honey in
the treatment of ophthalmic diseases such as chemical and thermal burns, corneal bacterial
ulcers, postoperative corneal oedema, bullous keratopathy, neurotrophic keratitis, vernal
keratoconjunctivitis, and catarrhal keratoconjunctivitis has been demonstrated by previous
studies [22,31-34]. It has been attributed to the capacity of honey to stimulate immune cells
and promote reepithelialisation, as well as angiogenesis [35].

The present study investigated whether honey supplementation improves the clinical
signs and symptoms in patients with DED at the last follow-up compared to baseline.
Moreover, a meta-analysis comparing honey-derived therapies vs. placebo or artificial tears
was conducted.

2. Results
2.1. Study Selection

The eligibility criteria are described in detail in paragraph 4.1. The literature search
resulted in 124 randomized clinical trials which evaluated the efficacy of topical or systemic
honey application in patients with DED. Of them, 63 were excluded because of duplication.
Another 46 articles were excluded because they did not match the eligibility criteria. Ten
further studies did not report quantitative data under the endpoints of interest and were
therefore excluded from further analysis. Finally, five randomized clinical trials were
eligible for the final analysis. The flow chart of the literature search is shown in Figure 1.

2.2. Study Risk of Bias Assessment

Given the randomized design of the patient allocation in all included studies, the risk
of selection bias was low. A moderate risk of detection bias was evidenced. Additionally,
the performance bias was considered low. The risk of attrition bias was low, and the risk of
reporting and other biases was moderate. Overall, the risk of bias graph evidenced a low
risk of publication bias in the included studies. The results of the methodological quality
assessment for the selection bias, performance bias, detection bias, attrition bias, reporting
bias, and other biases for the included studies are shown in Figure 2.



Pharmaceuticals 2023, 16, 762 30f13

c
o
= Articles identified through the
2 database search
= (n=124)
c
[
S
Articles removed because of
— > duplication
(n=63)
o
c
= Articles screened
e (n=61)
o
]
Articles not eligible
) » (n = 46)
>
= Full-text articles assessed for
) eligibility
2 (n=15)
w
Articles excluded because lack
J— > of quantitative data
(n=10)
c
-3 Articles included in quantitative
El synthesis
2 (n=5)

Figure 1. PRISMA flow chart of the literature search.
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Figure 2. Methodological quality assessment.

2.3. Risk of Publication Bias

The funnel plot was performed to evaluate the risk of publication bias of the present
study. All the effects were located within the shape of acceptability, and they demonstrated
a symmetrical disposition. These features of the plot indicate a low risk of publication bias

(Figure 3).
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Figure 3. Funnel plot to evaluate the risk of publication bias.

2.4. Study Characteristics and Results of Individual Studies

Data from 323 patients were retrieved from the included studies. The study generalities
and patient characteristics of the included studies are shown in greater detail in Table 1.

Table 1. Generalities and patients baseline of the included study.

Author, Year Journal Follow-Up Treatment Patients (1) = Mean Age =~ Women (%)
(Weeks)
’ Honey (Optlm'el Manuka gel) 37 58.9 429
Albietz et al., Clin. Exp. Optom 3 plus conventional therapy
2017 [36] - BXp- Lptom. Honey (Optimel Manuka
drops) plus 37 62.2 424
conventional therapy
Conventional therapy 40 61.4 41.2
Craig et al., Honey (Manuka 53 60.0 60.0
2020 [37] Ocul. Surf. 13 microemulsion)
No treatment 53 60.0 60.0
Inoue et al,, Honey (Royal Jelly) 22 29.6 28.6
2017 [29] PLoS ONE 8 Placebo 19 37.0 545
Tan et al, Honey (Optimel Manuka+ 21 222 57.1
2020 [38] Br. J. Ophthalmol. 4 honey eye drops)
Artificial tears 21 20.6 76.2
Wong et al,, Cont. Lens Honey (Optimel 10 25.7 55.0
2017 [27] Anterior Eye 2 Manuka drops)
Artificial tears 10 25.7 55.0

2.5. Efficacy of Honey-Related Treatment Strategies

All the endpoints of interest significantly changed from baseline to the last follow-up:
At the last follow-up, the tear breakup time was significantly increased (+1.1's; p = 0.01), the
Ocular Surface Disease Index score was significantly reduced (—12.8 points; p < 0.0001), the
Schirmer I test was significantly increased (+1.8 mm; p = 0.0001), and the corneal staining
score was significantly reduced (—1.2 points; p < 0.0001) compared to baseline. These
results are shown in greater detail in Table 2.
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Table 2. Comparison of the tear breakup time (s), the Ocular Surface Disease Index (points), the
Schirmer I test (mm), and corneal staining (points) from baseline to the last follow-up (FU: follow-up;
MD: mean difference; SE: standard error; 95% CI: 95% confidence interval).

Endpoint Baseline Last FU MD SE 95% CI T-Value p
Tear breakup time 5.0£33 6.1 £27 1.1 0.426 0.25t01.94 2.58 0.01
Ocular Surface Disease Index 329 +99 20.1 6.5 —12.8 1.184 —15.13 to —10.46 —10.808 <0.0001
Schirmer I test 16.7 £ 4.3 185+1.7 1.8 0.462 0.88 t0 2.71 3.893 0.0001
Corneal Staining 23+£26 1.1+09 —1.2 0.275 —1.74 to —0.65 —4.361 <0.0001

Study or Subgroup

2.6. Honey-Related Treatment Strategies Compared to Other Treatments

No significant differences were found in terms of the tear breakup time (p = 0.3), the
Ocular Surface Disease Index (p = 0.4), the Schirmer I test (p = 0.3), and corneal staining
(p = 0.3) between the honey-related treatment and the control group (Figure 4).

Forest plot of the comparison: Tear breakup time test

Mean Difference
Weight 1V, Fixed, 95% CI

Mean Difference
1V, Fixed, 95% CI

Albietz et al., 2017 drop
Albietz et al., 2017 gel
Inoue et al., 2017

Tan et al., 2020

Wong et al., 2017

Total (95% CI)
Heterogeneity: Chi? = 1.64, df = 4 (P = 0.80); I* = 0% t
Test for overall effect: Z = 1.04 (P = 0.30)

26.8% 0.70[-0.75, 2.15]
33.2% -0.20[-1.50, 1.10]

20.1% 0.51[-1.16, 2.18] I
16.5% 1.10[-0.75, 2.95] T
3.4% -0.20 [-4.28, 3.88]
100.0% 0.40 [-0.35, 1.15]

4 2 0 2 4
Favours [honey] Favours [control]

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

Forest plot of the comparison: Ocular Surface Disease Index

Mean Difference Mean Difference Risk of Bias
Study or Subgroup Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl ABCDEFG
Albietz et al., 2017 drop  20.5% 3.80 [-4.16, 11.76] 0006 0¢
Albietz et al., 2017 gel 28.1% -0.70[-7.51, 6.11] (11115
Tan etal., 2020 43.6% -3.40 [-8.86, 2.06] ©eeeqe-
Wong et al., 2017 7.8% -7.00 [-19.88, 5.88] 000066

Total (95% CI)
Heterogeneity: Chi2 = 2.92, df = 3 (P = 0.40); 1> = 0%
Test for overall effect: Z = 0.79 (P = 0.43)

100.0% -1.45 [-5.05, 2.15]

-20 -10 0 10 20
Favours [honey] Favours [control]

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

Figure 4. Cont.
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Forest plot of the comparison: Schirmer | test
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Figure 4. Results of the meta-analysis [27,29,36,38].

3. Discussion

According to the main findings of the present study, topical or systemic honey-related
treatment strategies led to a significant increase in the tear breakup time and the Schirmer
I test at the last follow-up compared to baseline in patients with DED. At the last follow-
up, the Ocular Surface Disease Index score and corneal staining were significantly lower
compared to the baseline in the honey-related treatment group. No differences in the
tear breakup time, Schirmer I test, corneal staining, or Ocular Surface Disease Index
scores between the honey-related treatment group and the control groups were identified.
The proportion of females (53%) and age distribution in this study agree with previous
publications [39,40].

Studies using both Manuka honey and Royal Jelly as a treatment in patients with DED
were included in the present systematic review and meta-analysis. Manuka honey is a
monofloral honey originating from the Manuka tree (Leptospermum sp.) [41]. Royal Jelly has
been shown to have anti-bacterial, anti-inflammatory, and anti-fungal properties, and has
been used to treat a variety of disorders in humans, including ocular diseases [42], as well
as diabetes, or Alzheimer’s disease [43]. Its exact mechanism of action is not completely
understood. However, Royal Jelly has been reported to stimulate the mobilization of
calcium ions via muscarinic signal transduction pathways in the lacrimal glands [21].
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Recent studies showed that oxidative stress damages the ocular surface and plays
an important role in DED [44]. Markers of oxidative stress, such as lipid peroxidase,
myeloperoxidase, nitric oxide synthase, and reactive oxygen species were previously found
in the tears, conjunctival cells, and conjunctival biopsies of patients suffering from DED [45].
Oxidative stress occurs when the balance between the level of reactive oxygen species and
the level of protective enzymes is disrupted [46]. The ocular surface is constantly exposed
to the burden of free radical stress caused by ultraviolet radiation and environmental
pollution [8]. Honey has been demonstrated to show anti-oxidative properties as it causes
free radicals to neutralize [22,47]. These anti-oxidant properties are mainly attributable to
the flavonoids, carotenoids, and phenolic acids which are present in honey [48]. Flavonoids
are a group of plant secondary metabolites which are known for their anti-oxidative,
anti-inflammatory, anti-carcinogenic, and anti-mutagenic properties [49]. The phenolic
acids contained in honey are capable of chelating ferrous ions and scavenging hydrogen
peroxide [50]. Generally, anti-oxidants also have an anti-inflammatory effect given that
oxygen free radicals are involved in several inflammatory conditions [51,52].

At the last follow-up, the tear breakup time was increased in the honey group com-
pared to the control group. Recently, honey has been reported to promote the secretion of
tears by the lacrimal gland [47]. A previous study demonstrated that orally supplied Royal
Jelly promoted tear secretion in blink-suppressed dry eye animal models [47]. Furthermore,
an increase in adenosine triphosphate (ATP) and mitochondrial function by modulation of
the calcium signalling pathway has been demonstrated after oral administration of Royal
Jelly, suggesting a restoration in the lacrimal production by the gland cells [47].

The efficacy of Manuka honey in reducing the bacterial colonization of the lid margin
has been described in previous studies [36]. Moreover, a significant reduction in inflam-
matory markers after honey supplementation, such as matrix metallopeptidase 9, has
been presumed [36]. DED from blepharitis is mainly attributed to bacterial side products
rather than the bacteria themselves [53]. Thus, honey might reduce the susceptibility of
DED patients to bacterial conjunctivitis and relieve the symptoms of DED by reducing the
production of bacterial side products, e.g., bacterial lipases [54]. These bacterial lipases are
believed to hydrolyse the lipids of the meibomian glands, thereby releasing free fatty acids
which might destabilize the tear film and have toxic effects on the corneal epithelium [55].
Tear film hyperosmolarity has been shown to stimulate multiple inflammatory reactions
on the ocular surface, which result in apoptotic cell death of conjunctival epithelium and
goblet cells [28,560]. Decreasing goblet cell densities result in increased tear film evapora-
tion, which is one important mechanism of DED [28,56]. However, the exact underlying
mechanisms are still unclear.

Whereas no significant change in corneal staining was observed in the study by
Tan et al. [38], Albietz and Schmid reported a significant reduction in interpalpebral corneal
and conjunctival staining after Manuka honey [36]. These divergent results might be
attributable to the different underlying grading scales: Tan et al. [38] graded the extent
of staining for each quadrant using the Centre for Contact Lens Research Unit (CCLRU)
grading scale [57] and averaged the results for the quadrants to obtain an overall score
per eye [38], whereas Albietz et al. [36] used the Oxford Scheme [58] in their study [36].
Moreover, differences in baseline characteristics might explain the inhomogeneous results
between the studies. In this regard, patients in the study by Albietz et al. [36] had a
numerically higher Ocular Surface Disease Index score at baseline compared to patients
in the study by Tan et al. [38] (38.2 vs. 33.7, respectively). Previously, honey has been
demonstrated to stimulate angiogenesis, granulation, and epithelization [59]. In this context,
it has been suggested that honey might stimulate cytokine production (e.g., tumour necrosis
factor « or interleukin 6) from human monocytes [35]. However, the exact components
of honey responsible for this effect and the precise mechanism of action are not yet fully
understood [60]. Another suggestion on the efficacy of honey included the presence of
microorganisms in honey, such as aerobic and anaerobic bacteria [61]. Hypothetically,
the presence of microorganisms in honey explains its stimulation of immune cells [60,61].
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However, recently, Tonks et al. identified a 5.8 kDA component of Manuka honey that
is responsible for stimulating inflammatory responses including cytokine production in
human monocytes via the Toll-like receptor 4 [60].

Some between-studies heterogeneities should be considered. Topical honey as a treat-
ment for DED has been demonstrated to improve ocular comfort after 2 [27] to 13 weeks of
follow-up [37]. Wong et al. investigated the effect of Manuka (Leptospermum sp.) honey
eye drops in 24 patients with contact-lens-related DED [27]. They reported improve-
ments in subjective symptomology as measured by the Ocular Surface Disease Index
score in symptomatic patients. However, no improvements in objective signs, such as the
Schirmer I test or tear breakup time, were demonstrated, which was attributed to the short
follow-up period of 2 weeks by the authors [27]. Albietz et al. evaluated the efficacy of
Manuka (Leptospermum sp.) combined with conventional therapy for DED, consisting of
warm compresses, artificial tears, and lid massage, involving 114 patients. The authors
reported significant improvement in corneal staining and meibum quality after therapy
with Manuka. In addition, treatment with Manuka reduced the need for artificial tears [36].
Tan et al. [38] compared the efficacy of Manuka honey to artificial tears. The study included
46 patients with DED. After a follow-up of 4 weeks, patients treated with Manuka honey
had significantly lower Ocular Surface Disease Index scores compared to the control group.
Additionally, the authors reported a slight but not statistically significant increase in tear
breakup time in the Manuka honey group at 4 weeks follow-up compared to baseline [38].
In a recent study by Craig et al. [37], the efficacy of an eye cream consisting of Manuka
honey microemulsion on 53 patients with DED and blepharitis was evaluated [37]. Af-
ter 3 months, topical Manuka honey resulted in significant improvements in subjective
symptomology and tear breakup time [37]. Inoue et al. investigated the efficacy of Royal
Jelly honey administration in 43 Japanese patients compared to a placebo for 8 weeks [29].
The authors found that the tear volume significantly increased following treatment with
Royal Jelly honey. In patients with a baseline Schirmer I test value of <10 mm, a significant
increase compared to baseline tear volume and also compared to the placebo group was
witnessed [29]. No severe treatment-related adverse effects were reported in the included
studies [27,36-38,62]. Minor adverse effects related to the topical honey eye drop or eye
cream instillation included temporary stinging and discomfort in two of the included
studies [36,37], while the other studies did not report any adverse events attributable to
the topical honey treatment. To date, no further ongoing studies evaluating the efficacy of
honey for DED are registered in the U.S. National Library of Medicine.

This study has several limitations. The limited study size was the most important
limitation of the present study. Given the limited quantitative data available for inclusion,
it was not possible to analyse different types of honey-related treatment strategies, such
as Manuka honey or Royal Jelly, separately. Future comparative randomized controlled
trials are warranted to investigate which type of honey might be most effective in patients
with DED. The treatment protocols within the honey group were heterogeneous, including
topical and oral honey administration and different honey types. Furthermore, different
honey types which are derived from different plants might vary significantly in their
composition and their anti-bacterial and anti-oxidant properties [63]. The control group
was also heterogeneous: Conventional lubricant eye drops (Novartis International AG,
Fort Worth, TX, USA) were used as a treatment in the control group by Wong et al. [27]
and Tan et al. [38], and adjunctive conventional therapy including warm compresses, lid
massage, and lubricants by Albietz et al. [36]. In the study by Inoue et al., patients in the
control group received placebo tablets [29]. Craig et al. treated only one eye of their patients
with Manuka honey microemulsion and left the second eye of their patients untreated as a
control eye [37]. The heterogeneous length of the follow-up might also limit the reliability
of our results. Different inclusion and exclusion criteria of the different studies were not
accounted for. Future level I evidence studies should be undertaken to overcome current
obstacles to clinical translation and study the role of topical honey treatment in DED more
extensively. Moreover, future studies should focus on which cohort of DED patients can
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benefit from topical or systemic honey treatment compared to other treatment options for
DED, such as artificial tears or anti-inflammatory agents.

4. Materials and Methods
4.1. Eligibility Criteria

All the clinical trials which investigated the efficacy of topical or oral application
of honey-related treatment strategies for DED were accessed. According to the authors
language capabilities, articles in English, German, Italian, French, and Spanish were eligible.
According to the Oxford Centre of Evidence-Based Medicine [64], only level I evidence
was considered. Reviews, opinions, letters, and editorials were not considered. Animals,
in vitro, biomechanical, computational, and cadaveric studies were also not eligible. Only
studies investigating patients affected by clinically manifest DED were eligible. Studies
including patients with Sjogren’s syndrome, graft vs. host disease, or Stevens—Johnson
syndrome-related severe DED were not considered. Studies investigating the efficacy
of honey-related treatment strategies in patients receiving punctal occlusion procedures
were excluded. All types of honey-related treatment strategies as a treatment of DED
were considered eligible. Studies combining honey-related treatment strategies with other
treatments, except for conventional therapy including artificial tears, were excluded. Only
studies which reported quantitative data under the endpoints of interest were eligible.

4.2. Search Strategy

This meta-analysis systematic review was conducted according to the Preferred Re-
porting Items for Systematic Reviews and Meta-Analyses: the 2020 PRISMA statement [65].
The PICO algorithm was preliminary established:

P (Population): patients with DED;
I (Intervention): Honey-related treatment strategies, including Manuka honey,
Royal Jelly;

e C (Comparison): improvement at the last follow-up and compared with placebo or
control group;

e O (Outcomes): Ocular Surface Disease Index; Tear breakup time test; Schirmer I test,
corneal staining, adverse events.

In March 2023, the following databases were accessed: PubMed, Web of Science,
Google Scholar, and Embase. No time constraints were used for the search. The following
keywords were used in combination: dry eye disease, xerophthalmus, xeropthalmia, honey,
Manuka honey, Royal Jelly, Leptospermum, Apis mellifera, management, therapy, Ocular
Surface Disease Index; Tear breakup time test; Schirmer I test, corneal staining, aqueous-
deficient dry eye disease, evaporative dry eye disease, lacrimal deficiency, lacrimal gland
duct obstruction, drug-induced dry eye disease, vitamin A deficiency associated dry eye
disease, contact lens wear associated dry eye disease, meibomian gland dysfunction.

4.3. Selection and Data Collection

Two authors (FM. and ]J.P.) independently performed the database search. All the
resulting titles were screened and, if suitable, the abstract of the articles was accessed.
The full text of the abstracts which matched the topic of interest was accessed. A cross
reference of the bibliography of the full-text articles was also screened for inclusion. Any
disagreements were resolved by discussion, and a third author (N.M.) was involved in the
final decision.

4.4. Data Items

Two authors (FM. and ].P.) independently performed data extraction. The following
data were extracted at baseline and at the last follow-up: Ocular Surface Disease Index [66],
tear breakup time test [67], and Schirmer I test [68]. The primary outcome of interest was to
investigate whether topical or oral honey-related treatment strategies improve the clinical
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outcome at the last follow-up compared to the baseline. The secondary outcome of interest
was to compare honey-related therapy with placebo or artificial tears.

4.5. Study Risk of Bias Assessment

The between-studies risk of bias assessment was performed using the risk of bias
tool of the Review Manager software (The Nordic Cochrane Collaboration, Copenhagen,
Denmark). The following biases were evaluated by an independent author (J.P.): selection,
performance, detection, attrition, reporting, and other sources of bias. The overall risk of
publication bias was evaluated through the funnel plot. Asymmetry of the funnel plot is
associated with a greater risk of publication bias.

4.6. Synthesis Methods

The statistical analysis was performed by the senior author (EM.). To assess the
improvement from the baseline to the last follow-up, the IBM SPSS software version 25 was
used. Mean difference (MD), standard error (SE), T value and t-test were evaluated. For
the comparisons, a meta-analysis was conducted using the Review Manager software (The
Nordic Cochrane Collaboration, Copenhagen, Denmark) version 5.3. Data were analysed
using the inverse variance and mean difference (MD) effect measure. The comparisons
were performed with a fixed model effect as set-up. Heterogeneity was assessed through
the Higgins-I? test. If the I? test was >50%, a random model effect was adopted. The
confidence intervals (CI) were set at 95% in all analyses. Values of p < 0.05 were considered
statistically significant. Forest plots were performed for each comparison.

5. Conclusions

According to the main findings of the present study, honey-related treatment strategies
are an effective and feasible treatment option to improve symptoms and signs in patients
with DED. Honey-related treatment strategies led to a significant increase in the tear
breakup time and in the Schirmer I test and a significant reduction in the Ocular Surface
Disease Index and corneal staining at the last follow-up. No significant differences were
found in the tear breakup time, the Schirmer I test, corneal staining, or Ocular Surface
Disease Index scores between the honey-related treatment and the control groups. No
severe adverse effects were reported within the included studies. Future high-quality
studies are needed to provide further evidence and to analyse the efficacy of different
varieties of honey in the treatment of DED. Level I evidence studies are warranted to
investigate the role of topical honey treatment in DED more extensively. In addition, future
studies should determine which cohorts of DED patients could benefit from honey-related
treatment options compared to other treatment options for DED, such as artificial tears or
anti-inflammatory agents.

Author Contributions: Conceptualization, EM. and J.P.; methodology, EM. and N.M.; valida-
tion, M.F,, PW. and EH.; formal analysis, EM. and ]J.P.; writing—original draft preparation, J.P.;
writing—review and editing, EM., N.M. and P.W.; visualization, FM.; supervision, EM. and N.M.
All authors have read and agreed to the published version of the manuscript.

Funding: This research received no external funding.
Institutional Review Board Statement: Not applicable.
Informed Consent Statement: Not applicable.

Data Availability Statement: Not applicable.

Conflicts of Interest: The authors declare no conflict of interest.



Pharmaceuticals 2023, 16, 762 11 of 13

References

1.  Craig, J.P; Nelson, ].D.; Azar, D.T.; Belmonte, C.; Bron, A.J.; Chauhan, SK.; de Paiva, C.S.; Gomes, J.A.P.; Hammitt, KM.;
Jones, L.; et al. TFOS DEWS II Report Executive Summary. Ocul. Surf. 2017, 15, 802-812. [CrossRef] [PubMed]

2. Craig, ].P; Nichols, K.K.; Akpek, E.K.; Caffery, B.; Dua, H.S.; Joo, C.K,; Liu, Z.; Nelson, ].D.; Nichols, ].].; Tsubota, K.; et al. TFOS
DEWS II Definition and Classification Report. Ocul. Surf. 2017, 15, 276-283. [CrossRef] [PubMed]

3. Uchino, M.; Dogru, M.; Yagi, Y.; Goto, E.; Tomita, M.; Kon, T.; Saiki, M.; Matsumoto, Y.; Uchino, Y.; Yokoi, N.; et al. The features of
dry eye disease in a Japanese elderly population. Optom. Vis. Sci. 2006, 83, 797-802. [CrossRef] [PubMed]

4. Nagino, K,; Sung, ].; Oyama, G.; Hayano, M.; Hattori, N.; Okumura, Y.; Fujio, K.; Akasaki, Y.; Huang, T.; Midorikawa-Inomata, A.; et al.
Prevalence and characteristics of dry eye disease in Parkinson’s disease: A systematic review and meta-analysis. Sci. Rep. 2022,
12,18348. [CrossRef] [PubMed]

5. Hazra, D.; Yotsukura, E.; Torii, H.; Mori, K.; Maruyama, T.; Ogawa, M.; Hanyuda, A.; Tsubota, K.; Kurihara, T.; Negishi, K.
Relation between dry eye and myopia based on tear film breakup time, higher order aberration, choroidal thickness, and axial
length. Sci. Rep. 2022, 12, 10891. [CrossRef]

6. Javadi, M.A.; Feizi, S. Dry eye syndrome. |. Ophthalmic Vis. Res. 2011, 6, 192-198.

7. Alves, M.; Novaes, P; Morraye, M.D.A ; Reinach, P.S.; Rocha, E.M. Is dry eye an environmental disease? Arq. Bras. Oftalmol. 2014,
77,193-200. [CrossRef]

8.  Seen, S.; Tong, L. Dry eye disease and oxidative stress. Acta Ophthalmol. 2018, 96, e412—e420. [CrossRef]

9. Bron, AJ,; de Paiva, C.S.; Chauhan, S.K.; Bonini, S.; Gabison, E.E.; Jain, S.; Knop, E.; Markoulli, M.; Ogawa, Y.; Perez, V.; et al.
TFOS DEWS II pathophysiology report. Ocul. Surf. 2017, 15, 438-510. [CrossRef]

10. Martin, L.M.; Jeyabalan, N.; Tripathi, R.; Panigrahi, T.; Johnson, P.J.; Ghosh, A.; Mohan, R.R. Autophagy in corneal health and
disease: A concise review. Ocul. Surf. 2019, 17, 186-197. [CrossRef]

11.  Ohashi, Y.; Ishida, R.; Kojima, T.; Goto, E.; Matsumoto, Y.; Watanabe, K.; Ishida, N.; Nakata, K.; Takeuchi, T.; Tsubota, K. Abnormal
protein profiles in tears with dry eye syndrome. Am. J. Ophthalmol. 2003, 136, 291-299. [CrossRef] [PubMed]

12. Downie, L.E.; Ng, S.M.; Lindsley, K.B.; Akpek, E.K. Omega-3 and omega-6 polyunsaturated fatty acids for dry eye disease.
Cochrane Database Syst. Rev. 2019, 12, CD011016. [CrossRef] [PubMed]

13. Ervin, AM.,; Law, A,; Pucker, A.D. Punctal occlusion for dry eye syndrome: Summary of a Cochrane systematic review.
Br. J. Ophthalmol. 2019, 103, 301-306. [CrossRef] [PubMed]

14.  Zhou, X.Q.; Wei, R.L. Topical cyclosporine A in the treatment of dry eye: A systematic review and meta-analysis. Cornea 2014,
33, 760-767. [CrossRef]

15. Lee, HK,; Ryu, L.H;; Seo, K.Y.; Hong, S.; Kim, H.C.; Kim, E.K. Topical 0.1% prednisolone lowers nerve growth factor expression in
keratoconjunctivitis sicca patients. Ophthalmology 2006, 113, 198-205. [CrossRef]

16. Prinz, J.; Maffulli, N.; Fuest, M.; Walter, P.; Bell, A.; Migliorini, F. Efficacy of Topical Administration of Corticosteroids for the
Management of Dry Eye Disease: Systematic Review and Meta-Analysis. Life 2022, 12, 1932. [CrossRef]

17. Lemp, M.A. Management of dry eye disease. Am. ]. Manag. Care 2008, 14, S88-5101.

18.  McGhee, C.N.; Dean, S.; Danesh-Meyer, H. Locally administered ocular corticosteroids: Benefits and risks. Drug Saf. 2002,
25,33-55. [CrossRef]

19. Majtanova, N.; Cernak, M.; Majtan, J. Honey: A Natural Remedy for Eye Diseases. Res. Complement. Med. 2016, 23, 364-369.
[CrossRef]

20. Carnahan, M.C.; Goldstein, D.A. Ocular complications of topical, peri-ocular, and systemic corticosteroids. Curr. Opin. Ophthalmol.
2000, 11, 478-483. [CrossRef]

21. Mittal, R,; Patel, S.; Galor, A. Alternative therapies for dry eye disease. Curr. Opin. Ophthalmol. 2021, 32, 348-361. [CrossRef]
[PubMed]

22. Salehi, A.; Jabarzare, S.; Neurmohamadi, M.; Kheiri, S.; Rafieian-Kopaei, M. A double blind clinical trial on the efficacy of honey
drop in vernal keratoconjunctivitis. Evid. Based Complement. Altern. Med. 2014, 2014, 287540. [CrossRef] [PubMed]

23. Bogdanov, S.; Jurendic, T.; Sieber, R.; Gallmann, P. Honey for nutrition and health: A review. J. Am. Coll. Nutr. 2008, 27, 677-689.
[CrossRef] [PubMed]

24. Schneider, M.; Coyle, S.; Warnock, M.; Gow, L; Fyfe, L. Anti-microbial activity and composition of manuka and portobello honey.
Phytother. Res. 2013, 27, 1162-1168. [CrossRef]

25. daSilva, PM.; Gauche, C.; Gonzaga, L.V.; Costa, A.C.; Fett, R. Honey: Chemical composition, stability and authenticity. Food Chem.
2016, 196, 309-323. [CrossRef] [PubMed]

26. Hills, S.P; Mitchell, P.; Wells, C.; Russell, M. Honey Supplementation and Exercise: A Systematic Review. Nutrients 2019, 11, 1586.
[CrossRef] [PubMed]

27. Wong, D.; Albietz, ].M.; Tran, H.; Du Toit, C.; Li, A.H.; Yun, T.; Han, J.; Schmid, K.L. Treatment of contact lens related dry eye with
antibacterial honey. Contact Lens Anterior Eye 2017, 40, 389-393. [CrossRef]

28. Chong, K.K,; Lai, EH.; Ho, M.; Luk, A.; Wong, B.W,; Young, A. Randomized trial on silicone intubation in endoscopic mechanical
dacryocystorhinostomy (SEND) for primary nasolacrimal duct obstruction. Ophthalmology 2013, 120, 2139-2145. [CrossRef]

29. Inoue, S.; Kawashima, M.; Hisamura, R.; Imada, T.; Izuta, Y.; Nakamura, S.; Ito, M.; Tsubota, K. Clinical Evaluation of a Royal

Jelly Supplementation for the Restoration of Dry Eye: A Prospective Randomized Double Blind Placebo Controlled Study and an
Experimental Mouse Model. PLoS ONE 2017, 12, e0169069. [CrossRef]


https://doi.org/10.1016/j.jtos.2017.08.003
https://www.ncbi.nlm.nih.gov/pubmed/28797892
https://doi.org/10.1016/j.jtos.2017.05.008
https://www.ncbi.nlm.nih.gov/pubmed/28736335
https://doi.org/10.1097/01.opx.0000232814.39651.fa
https://www.ncbi.nlm.nih.gov/pubmed/17106406
https://doi.org/10.1038/s41598-022-22037-y
https://www.ncbi.nlm.nih.gov/pubmed/36319814
https://doi.org/10.1038/s41598-022-15023-x
https://doi.org/10.5935/0004-2749.20140050
https://doi.org/10.1111/aos.13526
https://doi.org/10.1016/j.jtos.2017.05.011
https://doi.org/10.1016/j.jtos.2019.01.008
https://doi.org/10.1016/S0002-9394(03)00203-4
https://www.ncbi.nlm.nih.gov/pubmed/12888052
https://doi.org/10.1002/14651858.CD011016.pub2
https://www.ncbi.nlm.nih.gov/pubmed/31847055
https://doi.org/10.1136/bjophthalmol-2018-313267
https://www.ncbi.nlm.nih.gov/pubmed/30337332
https://doi.org/10.1097/ICO.0000000000000123
https://doi.org/10.1016/j.ophtha.2005.09.033
https://doi.org/10.3390/life12111932
https://doi.org/10.2165/00002018-200225010-00004
https://doi.org/10.1159/000452116
https://doi.org/10.1097/00055735-200012000-00016
https://doi.org/10.1097/ICU.0000000000000768
https://www.ncbi.nlm.nih.gov/pubmed/34010229
https://doi.org/10.1155/2014/287540
https://www.ncbi.nlm.nih.gov/pubmed/24707307
https://doi.org/10.1080/07315724.2008.10719745
https://www.ncbi.nlm.nih.gov/pubmed/19155427
https://doi.org/10.1002/ptr.4844
https://doi.org/10.1016/j.foodchem.2015.09.051
https://www.ncbi.nlm.nih.gov/pubmed/26593496
https://doi.org/10.3390/nu11071586
https://www.ncbi.nlm.nih.gov/pubmed/31336992
https://doi.org/10.1016/j.clae.2017.10.001
https://doi.org/10.1016/j.ophtha.2013.02.036
https://doi.org/10.1371/journal.pone.0169069

Pharmaceuticals 2023, 16, 762 12 of 13

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

Hermanns, R.; Mateescu, C.; Thrasyvoulou, A.; Tananaki, C.; Wagener, FA.D.T.G.; Cremers, N.A.J. Defining the standards for
medical grade honey. J. Apic. Res. 2020, 59, 125-135. [CrossRef]

Bashkaran, K.; Zunaina, E.; Bakiah, S.; Sulaiman, S.A.; Sirajudeen, K.; Naik, V. Anti-inflammatory and antioxidant effects of
Tualang honey in alkali injury on the eyes of rabbits: Experimental animal study. BMC Complement. Altern. Med. 2011, 11, 90.
[CrossRef] [PubMed]

Albietz, ].M.; Lenton, L.M. Standardised antibacterial Manuka honey in the management of persistent post-operative corneal
oedema: A case series. Clin. Exp. Optom. 2015, 98, 464-472. [CrossRef] [PubMed]

Mansour, A.M.; Zein, W.; Haddad, R.; Khoury, J. Bullous keratopathy treated with honey. Acta Ophthalmol. Scand. 2004,
82, 312-313. [CrossRef] [PubMed]

Albietz, ].M.; Lenton, L.M. Late reactivation of herpes zoster keratitis results in band keratopathy. Optom. Vis. Sci. 2014,
91, e149—-e155. [CrossRef]

Tonks, A.].; Cooper, R.A.; Jones, K.P; Blair, S.; Parton, J.; Tonks, A. Honey stimulates inflammatory cytokine production from
monocytes. Cytokine 2003, 21, 242-247. [CrossRef]

Albietz, ] M.; Schmid, K.L. Randomised controlled trial of topical antibacterial Manuka (Leptospermum species) honey for
evaporative dry eye due to meibomian gland dysfunction. Clin. Exp. Optom. 2017, 100, 603-615. [CrossRef]

Craig, J.P; Cruzat, A.; Cheung, LM.Y.; Watters, G.A.; Wang, M.T.M. Randomized masked trial of the clinical efficacy of MGO
Manuka Honey microemulsion eye cream for the treatment of blepharitis. Ocul. Surf. 2020, 18, 170-177. [CrossRef]

Tan, J; Jia, T,; Liao, R.; Stapleton, F. Effect of a formulated eye drop with Leptospermum spp honey on tear film properties.
Br. J. Ophthalmol. 2020, 104, 1373-1377. [CrossRef]

Stapleton, F; Alves, M.; Bunya, V.Y.; Jalbert, L; Lekhanont, K.; Malet, F.; Na, K.S.; Schaumberg, D.; Uchino, M.; Vehof, J.; et al.
TFOS DEWS II Epidemiology Report. Ocul. Surf. 2017, 15, 334-365. [CrossRef]

Betiku, A.O.; Oduyoye, O.0O.; Jagun, O.O.; Olajide, O.S.; Adebusoye, S.O.; Aham-Onyebuchi, U.O. Prevalence and risk factors
associated with dry eye disease among adults in a population-based setting in South-West Nigeria. Niger. J. Clin. Pract. 2022,
25, 354-360. [CrossRef]

Alvarez-Suarez, ] M.; Gasparrini, M.; Forbes-Hernandez, T.Y.; Mazzoni, L.; Giampieri, F. The Composition and Biological Activity
of Honey: A Focus on Manuka Honey. Foods 2014, 3, 420-432. [CrossRef] [PubMed]

Abd Rashid, N.; Mohammed, S.N.F.; Syed Abd Halim, S.A.; Ghafar, N.A.; Abdul Jalil, N.A. Therapeutic Potential of Honey and
Propolis on Ocular Disease. Pharmaceuticals 2022, 15, 1419. [CrossRef] [PubMed]

Ahmad, S.; Campos, M.G.; Fratini, F,; Altaye, S.Z.; Li, ]. New Insights into the Biological and Pharmaceutical Properties of Royal
Jelly. Int. J. Mol. Sci. 2020, 21, 382. [CrossRef] [PubMed]

Uchino, Y.; Kawakita, T.; Miyazawa, M.; Ishii, T.; Onouchi, H.; Yasuda, K.; Ogawa, Y.; Shimmura, S.; Ishii, N.; Tsubota, K.
Oxidative stress induced inflammation initiates functional decline of tear production. PLoS ONE 2012, 7, e45805. [CrossRef]
Navel, V.; Sapin, V.; Henrioux, E; Blanchon, L.; Labbé, A.; Chiambaretta, F.; Baudouin, C.; Dutheil, F. Oxidative and antioxidative
stress markers in dry eye disease: A systematic review and meta-analysis. Acta Ophthalmol. 2022, 100, 45-57. [CrossRef]

Dogru, M.; Kojima, T.; Simsek, C.; Tsubota, K. Potential Role of Oxidative Stress in Ocular Surface Inflammation and Dry Eye
Disease. Investig. Ophthalmol. Vis. Sci. 2018, 59, DES163-DES168. [CrossRef]

Imada, T.; Nakamura, S.; Kitamura, N.; Shibuya, I.; Tsubota, K. Oral administration of royal jelly restores tear secretion capacity
in rat blink-suppressed dry eye model by modulating lacrimal gland function. PLoS ONE 2014, 9, €106338. [CrossRef] [PubMed]
Ahmed, S.; Sulaiman, S.A.; Baig, A.A.; Ibrahim, M.; Liaqat, S.; Fatima, S.; Jabeen, S.; Shamim, N.; Othman, N.H. Honey as a
Potential Natural Antioxidant Medicine: An Insight into Its Molecular Mechanisms of Action. Oxid. Med. Cell. Longev. 2018,
2018, 8367846. [CrossRef]

Panche, A.N.; Diwan, A.D.; Chandra, S.R. Flavonoids: An overview. J. Nutr. Sci. 2016, 5, e47. [CrossRef]

Cheng, N.; Wang, Y.; Cao, W. The Protective Effect of Whole Honey and Phenolic Extract on Oxidative DNA Damage in Mice
Lymphocytes Using Comet Assay. Plant. Foods Hum. Nutr. 2017, 72, 388-395. [CrossRef]

Asgary, S.; Sahebkar, A.; Afshani, M.R.; Keshvari, M.; Haghjooyjavanmard, S.; Rafieian-Kopaei, M. Clinical evaluation of
blood pressure lowering, endothelial function improving, hypolipidemic and anti-inflammatory effects of pomegranate juice in
hypertensive subjects. Phytother. Res. 2014, 28, 193-199. [CrossRef] [PubMed]

Asgary, S.; Kelishadi, R.; Rafieian-Kopaei, M.; Najafi, S.; Najafi, M.; Sahebkar, A. Investigation of the lipid-modifying and
antiinflammatory effects of Cornus mas L. supplementation on dyslipidemic children and adolescents. Pediatr. Cardiol. 2013,
34, 1729-1735. [CrossRef] [PubMed]

O’Brien, T.P. The role of bacteria in blepharitis. Ocul. Surf. 2009, 7, 521-522. [CrossRef] [PubMed]

Albietz, ].M.; Lenton, L.M. Effect of antibacterial honey on the ocular flora in tear deficiency and meibomian gland disease. Cornea
2006, 25, 1012-1019. [CrossRef]

McCulley, J.P.; Dougherty, ].M. Bacterial aspects of chronic blepharitis. Trans. Ophthalmol. Soc. U. K. 1986, 105 Pt 3, 314-318.
[PubMed]

Doughty, M.J. Contact lens wear and the goblet cells of the human conjunctiva-A review. Contact Lens Anterior Eye 2011,
34,157-163. [CrossRef]

Terry, R.L.; Schnider, C.M.; Holden, B.A.; Cornish, R.; Grant, T.; Sweeney, D.; La Hood, D.; Back, A. CCLRU standards for success
of daily and extended wear contact lenses. Optom. Vis. Sci. 1993, 70, 234-243. [CrossRef]


https://doi.org/10.1080/00218839.2019.1693713
https://doi.org/10.1186/1472-6882-11-90
https://www.ncbi.nlm.nih.gov/pubmed/21982267
https://doi.org/10.1111/cxo.12295
https://www.ncbi.nlm.nih.gov/pubmed/26390910
https://doi.org/10.1111/j.1600-0420.2004.00258.x
https://www.ncbi.nlm.nih.gov/pubmed/15115455
https://doi.org/10.1097/OPX.0000000000000280
https://doi.org/10.1016/S1043-4666(03)00092-9
https://doi.org/10.1111/cxo.12524
https://doi.org/10.1016/j.jtos.2019.11.009
https://doi.org/10.1136/bjophthalmol-2019-315160
https://doi.org/10.1016/j.jtos.2017.05.003
https://doi.org/10.4103/njcp.njcp_1598_21
https://doi.org/10.3390/foods3030420
https://www.ncbi.nlm.nih.gov/pubmed/28234328
https://doi.org/10.3390/ph15111419
https://www.ncbi.nlm.nih.gov/pubmed/36422549
https://doi.org/10.3390/ijms21020382
https://www.ncbi.nlm.nih.gov/pubmed/31936187
https://doi.org/10.1371/journal.pone.0045805
https://doi.org/10.1111/aos.14892
https://doi.org/10.1167/iovs.17-23402
https://doi.org/10.1371/journal.pone.0106338
https://www.ncbi.nlm.nih.gov/pubmed/25243778
https://doi.org/10.1155/2018/8367846
https://doi.org/10.1017/jns.2016.41
https://doi.org/10.1007/s11130-017-0634-1
https://doi.org/10.1002/ptr.4977
https://www.ncbi.nlm.nih.gov/pubmed/23519910
https://doi.org/10.1007/s00246-013-0693-5
https://www.ncbi.nlm.nih.gov/pubmed/23625305
https://doi.org/10.1016/S1542-0124(12)70624-9
https://www.ncbi.nlm.nih.gov/pubmed/19445092
https://doi.org/10.1097/01.ico.0000225716.85382.7b
https://www.ncbi.nlm.nih.gov/pubmed/3466455
https://doi.org/10.1016/j.clae.2011.04.004
https://doi.org/10.1097/00006324-199303000-00011

Pharmaceuticals 2023, 16, 762 13 of 13

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

Bron, A.J.; Evans, V.E.; Smith, J.A. Grading of corneal and conjunctival staining in the context of other dry eye tests. Cornea 2003,
22, 640-650. [CrossRef]

Bergman, A.; Yanai, J.; Weiss, J.; Bell, D.; David, M.P. Acceleration of wound healing by topical application of honey. An animal
model. Am. J. Surg. 1983, 145, 374-376. [CrossRef]

Tonks, A.J.; Dudley, E.; Porter, N.G.; Parton, J.; Brazier, J.; Smith, E.L.; Tonks, A. A 5.8-kDa component of manuka honey stimulates
immune cells via TLR4. |. Leukoc. Biol. 2007, 82, 1147-1155. [CrossRef]

Snowdon, J.A.; Cliver, D.O. Microorganisms in honey. Int. |. Food Microbiol. 1996, 31, 1-26. [CrossRef] [PubMed]

Inoue, T.; Kawaji, T.; Inatani, M.; Kameda, T.; Yoshimura, N.; Tanihara, H. Simultaneous increases in multiple proinflammatory
cytokines in the aqueous humor in pseudophakic glaucomatous eyes. J. Cataract. Refract. Surg. 2012, 38, 1389-1397. [CrossRef]
[PubMed]

Irish, J.; Blair, S.; Carter, D.A. The antibacterial activity of honey derived from Australian flora. PLoS ONE 2011, 6, e18229.
[CrossRef] [PubMed]

Howick, J.; Chalmers, I.; Glasziou, P.; Greenhalgh, T.; Heneghan, C.; Liberati, A.; Moschetti, I.; Phillips, B.; Thornton, H.;
Goddard, O.; et al. The 2011 Oxford CEBM Levels of Evidence. Oxf. Cent. Evid. Based Med. 2011, 1, 1-3. Available online:
https:/ /www.cebm.net/index.aspx?0=5653 (accessed on 14 April 2023).

Page, M.].; McKenzie, J.E.; Bossuyt, PM.; Boutron, I.; Hoffmann, T.C.; Mulrow, C.D.; Shamseer, L.; Tetzlaff, ] M.; Akl, E.A,;
Brennan, S.E.; et al. The PRISMA 2020 statement: An updated guideline for reporting systematic reviews. BM]J 2021, 372, n71.
[CrossRef]

Walt, J.G.; Rowe, M.M.; Stern, K.L. Evaluating the functional impact of dry eye: The Ocular Surface Disease Index. Drug Inf. J.
1997, 31, b5.

Cho, P; Leung, L.; Lam, A.; Choi, A. Tear break-up time: Clinical procedures and their effects. Ophthalmic Physiol. Opt. 1998,
18, 319-324. [CrossRef]

Cho, P; Yap, M. Schirmer test. I. A review. Optom. Vis. Sci. 1993, 70, 152-156. [CrossRef]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.


https://doi.org/10.1097/00003226-200310000-00008
https://doi.org/10.1016/0002-9610(83)90204-0
https://doi.org/10.1189/jlb.1106683
https://doi.org/10.1016/0168-1605(96)00970-1
https://www.ncbi.nlm.nih.gov/pubmed/8880294
https://doi.org/10.1016/j.jcrs.2012.04.028
https://www.ncbi.nlm.nih.gov/pubmed/22814044
https://doi.org/10.1371/journal.pone.0018229
https://www.ncbi.nlm.nih.gov/pubmed/21464891
https://www.cebm.net/index.aspx?o=5653
https://doi.org/10.1136/bmj.n71
https://doi.org/10.1046/j.1475-1313.1998.00385.x
https://doi.org/10.1097/00006324-199302000-00011

	Introduction 
	Results 
	Study Selection 
	Study Risk of Bias Assessment 
	Risk of Publication Bias 
	Study Characteristics and Results of Individual Studies 
	Efficacy of Honey-Related Treatment Strategies 
	Honey-Related Treatment Strategies Compared to Other Treatments 

	Discussion 
	Materials and Methods 
	Eligibility Criteria 
	Search Strategy 
	Selection and Data Collection 
	Data Items 
	Study Risk of Bias Assessment 
	Synthesis Methods 

	Conclusions 
	References

