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Oral brush biopsy using liquid-based cytology is a reliable
tool for oral cancer screening: A cost-utility analysis

Majdy Idrees, BDS, MSc . Camile S. Farah, BDSc, MDSc, PhD, MBA, FRACDS(OralMed), FIAOO,
FOMAA, FICD, FPFA, FAIM 2/ 2345, Philip Sloan, BDS (Hons), PhD, FDSRCS (Eng), FRCPath &' 78, and
Omar Kujan, DDS, DipOPath, MDSc, PhD, MFDS, RCPS, FHEA, FRCPath !

BACKGROUND: This study aimed to assess the diagnostic utility and associated cost of oral liquid-based brush cytology
(OLBCQ) in the diagnosis of oral cancer and oral potentially malignant disorders (OPMDs). METHODS: A total of 284 patients
with oral mucosal lesions were included. OLBC samples were collected from all patients immediately before undergoing
surgical biopsies. A liquid-based cytology slide was prepared from each OLBC sample for cytological evaluation using the
modified 2014 Bethesda cytology system. The results and the cost were compared with the histopathological outcomes.
RESULTS: The level of agreement between the two approaches was very good (weighted kappa = 0.824). The accuracy of
OLBC in differentiating between the different diagnostic groups was 91.69%, whereas the associated sensitivity and specific-
ity were 79.23% and 94.81%, respectively. The estimated cost of each OLBC sample was at least 26% less than the cost of
a single biopsy and more than 42% less in cases of multiple biopsied lesions. CONCLUSIONS: The proposed modifications
of the Bethesda system can be adopted as a standardized system for oral cytological assessment. Our findings support
OLBC as a reliable adjunct to surgical biopsy in the diagnosis of OPMDs. This tool has potential for oral cancer-finding and
surveillance programs. Cancer Cytopathol 2022;130:740-748. © 2022 The Authors. Cancer Cytopathology published by
Wiley Periodicals LLC on behalf of American Cancer Society. This is an open access article under the terms of the Creative
Commons Attribution-NonCommercial-NoDerivs License, which permits use and distribution in any medium, provided the
original work is properly cited, the use is non-commercial and no modifications or adaptations are made.
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INTRODUCTION

Oral potentially malignant disorders (OPMDs) are a group of miscellaneous mucosal lesions that share a rela-
tive risk of malignancy.! Otherwise, these disorders are dissimilar at both clinical and pathological levels. The
malignant transformation rate of these lesions varies significantly from 33% for oral erythroplakia to less than
1% for lesions such as oral lichen planus (OLP).>? The diagnosis and management of OPMD:s falls short of
ideal even with present-day standards of care.

The current gold standard for diagnosis of an OPMD is by histopathological evaluation of surgical bi-
opsies. This provides a relatively objective tool for diagnosis in addition to its prognostic utility in stratifying
the potential risk of malignancy through identifying and grading specific microscopic features known as oral
epithelial dysplasia (OED).>’
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Surgical biopsy is an invasive process associated with
some morbidity™®; therefore, many clinicians perform
biopsies only for lesions that clinically display suspicious
features of mztlignalncy.6 A recent study in the United
States found that the clinician’s decision of selecting sus-
picious oral lesions for biopsy was associated with low
sensitivity and specificity of approximately 60% each,
so that approximately 40% of oral cancers would have
been missed.” A further potential sampling bias is select-
ing the representative biopsy site, and this issue becomes
more complex in cases of large or multiple lesions.® A
previous study found that 29.5% of single-site biopsied
OPMDs and oral cancers were underdiagnosed, which
was significantly higher than muldple-site biopsied le-
sions.® This may contribute to the finding that more
than 50% of oral squamous cell carcinomas (OSCCs)
are diagnosed in late stages, negatively affecting patient
survival rates.”

The current approach of patient care is to detect
those with OPMDs at eatly stages to improve patient
prognosis. General dentists and allied dental practitioners
provide a unique opportunity in this area by conducting
visual and tactile oral examinations. However, the sensi-
tivity and specificity of this approach is variable because it
relies more on individuals’ knowledge, training, and com-
petency.” Reports have found that the ability of general
dentists to differentiate between benign and suspicious
oral lesions was closer to being random guessing, rather
than being scientifically based.'®!"

In this context, it has been reported that early de-
tection of OSCC reduces mortality and enhances the
S-year survival rate to approximately 94%.'*'? It has been
proposed that screening for oral cancer in high-risk indi-
viduals would lead to an obvious increase in the quality-
adjusted life years saved and a significant decrease in the
intervention cost." Despite many attempts to evaluate
oral cancer screening methodologies, there is insufficient
evidence to support the benefits and cost-effectiveness of
these programs.”™” Overall, these studies suffered from
major drawbacks, including considerable heterogeneity,
unpredictable sensitivity, and inappropriate design."’
Although most of the studies were observational or case-
control studies, the only randomized controlled study
was criticized because of several methodological weak-
nesses.'>'® Taken together, there is no robust evidence to
support the adoption of national screening programs for

1
oral cancer.'”
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Several noninvasive diagnostic adjunctive tools
have been proposed to outweigh the diagnostic accuracy
limitations but are yet to demonstrate certain utility."
Among many tools, oral cytology showed higher sensi-
tivity and specificity in detecting OPMDs and oral can-
cers compared with other techniques.”® Oral liquid-based
brush cytology (OLBC) has gained significant attention
in the past decade as a promising and minimally invasive
tool to harvest diagnostic transepithelial cells.”' More im-
portantly, this technique overcomes the historical short-
comings of exfoliative cytology by consistently producing
high-quality slides with adequate staining.*' Previous
studies in this area showed contradictory results in terms
of accuracy.”! This would be expected because of an ab-
sence of consensus protocols for collecting samples and
reporting results, with the vast majority of studies adopt-
ing criteria designed for cervical pathology.

In 2018, our research group developed modified
criteria adopted from the 2014 Bethesda System for
Reporting Cervical Cytology for clinical application in
the oral cavity.”* The accuracy of this approach was 75%
with similar percentages for sensitivity and specificity.”*
The present study was designed as a continuum to our
previous research to further validate the udility of using
OLBC as a reliable and minimally invasive diagnostic
tool for OPMDs and OSCCs by expanding the patient
cohort and including additional diagnostic categories.

MATERIALS AND METHODS

Study design

This  semiquantitative  cross-sectional  prospective
study was conducted following the principles of the
Declaration of Helsinki and reported in accordance with
the Standards for Reporting Diagnostic Accuracy Studies
(STARD 2015).% The study was granted ethics approval
from the University of Western Australia Human Ethics

Committee (RA/4/20/4530 and RA/4/1/8682).

Focused questions

This study was designed to answer the following ques-
tions. (1) What is the diagnostic utdlity of using OLBC
as an adjunctive tool to surgical biopsies? (2) What is
the level of agreement between the histopathological di-
agnosis and the cytological assessment? (3) What are the
limitations (if present) of applying OLBC in daily clinical
practice? (4) What is the estimated cost of the OLBC test?
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(A)

Figure 1. (A) Normal superficial and intermediate squamous cells. (B) A sheet of atypical squamous cells of undetermined
significance (note there is a slight increase in N/C ratio<10% with even chromatin distribution) (x400). (C) Sheets of immature
squamous cells exhibiting slightly enlarged nuclei with dense chromatin suggestive of changes consistent with oral lichen planus/
lichenoid lesion (x400). (D) Sheets of degenerative squamous cells associated with lymphocytes suggestive of changes consistent
with oral lichen planus/lichenoid lesion. Note there is a slight increase in N/C ratio <10% with even chromatin distribution (x400). (E)
Squamous intraepithelial lesion (low grade). Note the increase in N/C ratio<50% (x500). (F) Squamous intraepithelial lesion (high
grade). Note the increase in N/C ratio>50% and <75% (x500). (G) Squamous cells suggestive of OSCC. Note the massive increase

in N/C ratio>75% (x500). N/C indicates nuclear/cytoplasmic ratio; OSCC, oral squamous cell carcinoma

Inclusion and exclusion criteria

The study included patients presenting with clinical fea-
tures suggestive of OPMDs of either oral leukoplakia/
oral erythroplakia, clinical OLPs/oral lichenoid lesions
(OLLs), or OSCCs between 2017 and 2021. All cases
were adult patients aged 18years and above who pro-
vided written informed consent. Patients with a history
of chemotherapy and/or radiotherapy were excluded.

Sample collection and preparation

OLBC using Orcellex brush (Rovers Medical Devices,
The Netherlands) was performed on each patient under
local anesthesia before undergoing surgical biopsy as
described previously.”* Brush heads were preserved im-
mediately into vials of methanol-based buffered preserva-
tive (ThinPrep PreservCyt, Hologic Inc, MA, USA) and
transferred to a laboratory for processing. A liquid-based
cytology (LBC) slide was automatically prepared for
each OLBC sample using the standard protocol of the
ThinPrep 2000 processor (Hologic Inc). LBC slides were
Papanicolaou stained by applying ThinPrep staining rea-
gents (Hologic Inc) according to the manufacturer’s pro-

tocol for cytological assessment.
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Histopathological assessment

Histopathological assessment is considered the gold
standard for diagnosis. Clinicopathological correla-
tions were performed by one author (M.1.) to diagnose
OLP and OLL cases based on OLP diagnostic crite-
ria.** OED grading was undertaken using the binary
grading system when applicable.”” The patients were
categorized into the following five diagnostic groups:
(1) keratosis with no dysplasia, (2) genuine OLP and
OLL without dysplasia, (3) low-risk OED, (4) high-
risk OED, and (5) OSCC.

Cytological assessment

All Papanicolaou-stained LBC slides were blindly and
independently assessed by three assessors (M.1., O.K.,
PS.) using the modified 2014 Bethesda system.** Any
discrepancy in the assessment was settled by consen-
sus. The LBC slides were categorized into five groups
(Fig. 1) according to the cytological findings as follows:
(1) atypical squamous cells of undetermined signifi-
cance (undetermined significance); (2) atypical squa-
mous cells suggestive of oral lichen planus or lichenoid
reaction (cyto OLP/OLL); (3) low-grade squamous
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intraepithelial lesion; (4) high-grade squamous intraep-
ithelial lesion; and (5) OSCC.

The estimated cost of OLBC and surgical
biopsy procedures

The estimated costs of OLBC and surgical biopsies were
calculated based on the Medicare Benefits Schedule for
both dental specialists and general dental practitioners.®
Medicare is the public health scheme of Australia that
provides medical services for beneficiaries at no cost or
low cost, whereas the schedule clarifies the fees owed to
medical providers for providing covered medical services.
Because the schedule does not specify cytology proce-
dures for the oral cavity, the fee schedule of the closest
procedure for cervical pathology was considered. The
total cost was detailed as (1) specialist consultation for
surgical biopsy and general dental practitioner consulta-
tion for OLBC, (2) the cost of sample collection, and (3)
the cost of microscopic examination. All values were re-

ported in Australian dollars (AUD).

Statistical analysis

Statistical analysis was performed using IBM SPSS
Statistics software version 28 (IBM Corporation, NY,
USA). The level of significance was set as p<.05. The
Pearson ¥ test of independence was used to analyze the
associations between nominal variables. Cramer’s V was
used to assess the strength of association for the y* analy-
ses.”” One-way analysis of variance was used to assess the
association between nominal and continuous variables.
Post hoc analyses of pairwise comparisons were performed
wherever an overall statistically significant difference was
observed among XZ results. For post hoc analyses, the
2 value was adjusted by dividing 0.05 by the total number
of pairwise comparisons.

Weighted kappa (k) was used for measuring the
interobserver agreement in the diagnosis between the
histopathological diagnosis and the cytological diag-
nosis. The k, were graded as follows: x,<0.4 = poor
agreement, k,>0.4 and<0.6 = moderate agree-
ment, K, ,>0.6 and<0.8 = good agreement, and
K, >0.8 = very good agreement.”® Standard formulas
were used to calculate the accuracy, sensitivity, speci-
ficity, positive predictive value, and negative predictive
value, whereas the histopathological diagnosis was con-
sidered the gold standard for comparisons. A multino-

mial logistic regression model was run to assess whether
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the histopathological diagnosis was influenced by pa-

tient variables.
RESULTS

General characteristics of included cases

Of the initial cohort of 315 patients, 31 (9.8%) were ex-
cluded because of inadequate cellularity. There were no
statistically significant associations between obtaining in-
adequate cellularity samples and patient age (p = .787),
sex (p = .674), lesion site (p = .252), or histopathological
diagnosis (p = .778).

Of the included 284 patients, there were 149
females (52.5%) and 135 males (47.5%). The patients
ages ranged from 30 to 92years (mean age, 63.24;
SD +13.3 years), whereas the association between age and
sex was not significant (p = .275). The most common
site of sampling was labial/buccal mucosa, accounting for
34.2% of all cases followed by the lateral surface of the
tongue (27.1%) (Table 1). Neither patient age nor sex
was statistically significantly associated with lesion site,

2 =.968 and p = .145, respectively.

Histopathological diagnosis and its
associated variables

The majority of OPMDs were histopathologically di-
agnosed as either orthokeratosis or parakeratosis with-
out dysplasia (41.5%) followed by OLP/OLL (22.9%)
(Table 1). The histopathological diagnosis was not in-
fluenced by patient age or sex. However, a Xz test of
independence showed a statistically significant associa-
tion between the histopathological diagnosis and le-
sion site, XZ (12) 58.1, p<.0005; the strength of this
association was moderate, Cramer’s V = 0.261. Post
hoc analysis revealed that the histopathological diagno-
sis of OLP/OLL was significantly greater on the labial
and buccal mucosae. Similarly, lesions diagnosed with
high-risk OED were significantly greater on the floor of
the mouth. This was contrary to labial/buccal mucosae
where high-risk OED cases were significantly low. No
other pairwise comparisons were statistically signifi-
cantly different (Table 1).

Accuracy of OLBC in predicting the
histopathological diagnosis

The association between the cytological assessment
of OLBC and the histopathological diagnosis was
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TABLE 1. General characteristics of the study subjects

Histopathological diagnosis

Oral epithelial dysplasia

Variables Keratosis OLP/OLL Low risk High risk 0OSscC Total (%) p
Sex .827
Male 60 30 22 16 7 135 (47.5)

Female 58 35 26 18 12 149 (52.5)

Lesion site <.005
Labia/buccal mucosae 41 39* 13 2* 2 97 (34.2)

Lateral tongue 26 12 16 13 10 77 (27.1)

Floor of the mouth 16 4 7 14 4 45 (15.8)

Alveolar ridge/palate 35 10 12 5 3 65 (22.9)

OLBC (2014 Bethesda System)

Undetermined significance 95* 10 6™ o0 1 112 (39.4) <.005
Cyto OLP/OLL 5** 49** 3 0 0 57 (20.1)

Low-grade SIL 15 5 36* 4 0 60 (21.1)

High-grade SIL 3 1 3 28 1 36 (12.7)

0OSscC 0** 0 0 2 17 19 (6.7)

Total (%) 118 (41.5) 65 (22.9) 48 (16.9) 34 (12) 19 (6.7) 284 (100)

Abbreviations: OLBC, oral liquid-based brush cytology; OLL, oral lichenoid lesion; OLP, oral lichen planus; OSCC, oral squamous cell carcinoma; SIL, squamous

intraepithelial lesion
*Post hoc adjusted p <.0025
**Post hoc adjusted p <.002

TABLE 2. The accuracy of implementing OLBC in the diagnosis of oral lesions

Sensitivity, % Specificity, % PPV, % NPV, % Accuracy, %
OLBC (all diagnostic categories) 79.23 94.81 79.23 94.81 91.69
Keratosis vs. others 80.51 89.76 84.82 86.63 85.92
OLP/OLL vs. others 75.38 96.35 85.96 92.95 91.55
OED vs. others 86.59 87.62 73.96 94.15 87.32
OSCC vs. others 89.47 99.25 89.47 99.25 98.59
OED/OSCC vs. others 90.1 86.89 79.13 94.08 88.03

Abbreviations: NPV, negative predictive value; OED, oral epithelial dysplasia; OLBC, oral liquid-based brush cytology; OLL, oral lichenoid lesion; OLP, oral lichen

planus; OSCC, oral squamous cell carcinoma; PPV, positive predictive value.

statistically significant according to the x* test of in-
dependence (XZ [16] 656.4, p<.0005), whereas the
associated strength of association was strong (Cramer’s
V = 0.76). Eleven of 25 pairwise comparisons were
statistically significant in this association (adjusted
2<.002) as shown in Table 1.

The x, was run to further validate the utility of
OLBC in predicting the histopathological diagnosis. The
level of agreement among the two approaches of diagno-
sis was very good, k, = 0.824 (95% CI, 0.761-0.887),
£<.0005.

The accuracy of OLBC in predicting the histo-
pathological diagnosis was 91.69%, as shown in Table 2.
Furthermore, the accuracy of OLBC in detecting specific
oral conditions against others was assessed for keratosis,
OLP/OLL, OED, OSCC, and OED/OSCC (Table 2).

Finally, a multiple regression model was run to
predict the histopathological diagnosis from age, sex,

lesion site, and cytological assessment. The model was
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statistically significant, F(4.2) = 151.969, p<.0005.
However, only cytological assessment added statistically
significant value to this prediction, » <.0005.

Estimate cost of OLBC versus

surgical biopsies

The estimated cost of OLBC was less than 26% of the
estimated cost of surgical biopsy in dental speciality clin-
ics ($224.45 AUD vs. $305.8 AUD). This gap is 36%
for cases attending a general dental practice. Likewise, the
cost of a surgical biopsy procedure is greatly increased in

cases of large lesions with multiple biopsy sites, as shown

in Table 3.

DISCUSSION

The results of this study demonstrate that OLBC assess-
ment can be reliably used for OPMD diagnosis. This
study uses OLBC as a minimally invasive diagnostic tool
that has several advantages such as simplicity, low cost,
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TABLE 3. The estimated cost of OLBC and surgical biopsy based on Medicare Benefits Schedule

Surgical biopsy OoLBC
Cost Cost

Procedure (Item no.?) description AUD (Item no.?) description AUD
Consultation (110) dental specialist 155.6 (110) dental specialist 155.6

OR OR

(36) GDP 73.95 (36) GDP 73.95
Sampling (30072) cost per site 53.05 (73043) cost per lesion 22.85
Microscopic examination (72823) 1 specimen 97.15 (73076) 46

(72824) 2-4 specimens 141.35

(72825) 5-7 specimens 180.25
Estimated total At a specialist clinic >305.8 At a specialist clinic 224.45

At a GDP clinic >224.15 At a GDP clinic 142.8

Abbreviations: AUD; Australia dollar, GDP; general dental practitioner; OLBC, oral liquid-based brush cytology

#ltem number according to the Medicare Benefits Schedule (2020)

and high reliability. Overall, the following specifications
are required for any diagnostic tool to be considered as
ideal for use in assessing oral mucosal lesions: (1) being
minimally invasive for patients and can be easily per-
formed by general practitioners; (2) helps stratify the po-
tential risk of malignancy of OPMDs with a reasonable
level of accuracy; (3) assists with a biopsy site guidance
for selection of the most representative site; (4) helps fol-
low patients longitudinally with a high risk of malignancy
to detect any evolving epithelial changes; (5) provides ar-
chived materials for ancillary tests; and (6) shows utility
to be adopted as a screening tool on a large epidemiologi-
cal scale.

Although we previously compared OLBC results
with surgical biopsies in 101 patients, the current study
was expanded to include more representative OPMD:s for
a larger cohort of 284 patients. The associated accuracy of
using our proposed modified 2014 Bethesda system for
OPMD diagnosis was increased to 91.69% in compari-
son to 75% in our previous report.”* This improvement
can be attributed to adjusting the study design to be more
consistent with cytological terminology. Primarily, the
modified 2014 Bethesda system includes five diagnostic
categories.”* Unlike our previous study in 2018,> the pa-
tients in this study were grouped according to their histo-
pathological findings into five groups instead of six, each
of them with a counterpart in the cytological categories.
The binary system of OED grading was adopted in this
study instead of the previously used grading of epithelial
dysplasia as mild, moderate, and severe, which in turn
makes the comparison between dysplastic cases more re-
liable. The term carcinoma in situ is no longer used and
was merged with high-risk OED because these grades
cannot be differentiated microscopically and share a high
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risk of malignancy.5 Finally, the modified Bethesda sys-
tem assigns a separate group for OLP and OLL cases. We
previously applied this system to assess a cohort lacking
OLP and OLL cases; therefore, it was not surprising to
find that out of 13 false-positive cases, six were associated
with OLP. Although this did not affect the sensitivity, the
specificity and the overall accuracy were affected. Thus,
patients with OLP and OLL were recruited to this study
to assess the utility of using this approach in a larger clin-
ical setting.

Although the strength of association between the cy-
tological and the histopathological assessment was strong,
our proposed technique may find greatest application for
excluding the presence of any condition rather than in
confirming its presence because the specificity was much
higher than the sensitivity. The literature includes highly
variable results in terms of sensitivity and specificity of
oral brush cytology.*' This clearly reflects the lack of stan-
dard protocols for oral brush cytology reporting, which
complicates comparison between studies. Goodson et al.
in 2017 reported similar results in terms of higher spec-
iﬁcity”; however, the sensitivity in that study was lower
than in the current study. Sciubba in 1999 assessed the
utility of a commercially available brush coupled with
computer-assisted screening in the detection of oral can-
cerous lesions and found a sensitivity and a specificity of
100% each.® Not all clinically benign lesions in that study
underwent surgical biopsy, and, as such, there is a possi-
bility that some false-negative results were missed.

The associated sensitivity of detecting OLP and
OLL in this study was the lowest among the diagnostic
categories. This was not surprising because the diagnosis
of these lesions has been historically associated with high
observer variability.*® This also can be attributed to some
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cytological features of OLP that are not specific and can
be seen in other conditions.”> However, the specificity
of this category was high, at 96.35%, which provides a
valuable tool to limit misdiagnosing any lesion as OLP or
OLL, especially because cases that are misdiagnosed are
implicated in falsely elevating the malignant transforma-
tion rate of OLP and OLL.?

From a clinical perspective, we used the Orcellex
brush to sample mucosal lesions, which has a suitable
design to easily adapt to all oral sites.”>*” Although ap-
proximately 10% of OLBC samples were excluded as a
result of inadequate cellularity, this finding was not as-
sociated statistically with any patient factors. However,
this finding did not affect the quality of our results be-
cause all samples were associated with pinpoint bleed-
ing to ensure harvested cells were obtained from all
epithelial layers. In this respect, our previous study in
2018 found that lip and gingiva were among the most
common anatomical sites for inadequate cellularity.**
Likewise, the presence of lesion keratosis was proposed
as a major factor that may hinder the ability to collect
adequate cells.”* Further optimization of OLBC sam-
pling techniques based on the anatomical site and clin-
ical appearance may be required to set a standardized
protocol for high-quality sampling.

The simplicity of obtaining OLBC samples raises
the prospect for considering this approach for cancer
screening protocols where members of the general public
could collect samples for themselves and send them for
processing through couriers or a postal service, although
feasibility would need to be assessed. Samples can be
preserved in vials at room temperature for several weeks.
Although there is no debate that OLBC as a minimally
invasive technique is associated with less morbidity com-
pared with conventional surgical biopsies,”>*””" the deci-
sion in our study was to administer local anesthesia before
performing brush cytology because the patients were
already anxious about the surgical biopsies. A study to
measure the level of discomfort and pain among patients
receiving brush cytology is recommended to conclusively
clarify this point.

Using the Medicare Benefits Schedule, the estimated
cost of OLBC was at least 26% less than the cost of a sur-
gical biopsy, and this figure would be even greater in cases
of large lesions when multiple biopsies are required, or in
cases in which general dental practitioners collect samples.

Despite these cost savings, it is acknowledged that private
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practitioners would charge more for their consultations
and surgical procedures. Nonetheless, the potential cost-
effectiveness of adopting an OLBC approach in manag-
ing suspicious oral lesions highlights the possible role of
general practitioners in the early detection of OPMDs.

Considering that the accuracy of OLBC in this
study was comparable with surgical biopsy,32 this opens
new horizons for considering OLBC in cancer-screening
protocols. Previous literature does not include a robust
study to assess the cost-effectiveness of implementing oral
brush biopsy in oral cancer screening.'> However, because
conducting randomized clinical trials are difficult in com-
munities where the prevalence of the disease of interest
is low, constructing computerized simulation models for
cost-utility analysis are warranted in this area to provide
robust evidence for practice.

Unlike other cytological preparations, OLBC pro-
vides a unique opportunity to archive cellular yields for
further molecular testing by embedding the cytological
materials in formalin-fixed, paraffin-embedded blocks
known as cell blocks.**** This technique shows promis-
ing utility in studying immunoreactive protein expression
with results proximate to surgical pathology.”>*® The ef-
ficacy of cell-block immunocytochemistry has been suc-
cessfully validated in predicting the grade of OED.”

Several limitations are potentially associated with
this study. The absence of a group of healthy volunteers
with normal oral mucosa limits the ability to assess the
utility of this approach in differentiating between healthy
and diseased individuals. However, this group was not in-
cluded because of ethical considerations. Detailed clinical
features of some lesions were not recorded, meaning it was
not possible to link the clinical appearance of lesions with
cytological outcomes. The lack of follow-up data limited
the ability to build prognostic statistical models based
on the cytology findings. Finally, the number of cases in
each diagnostic group was relatively low in comparison to
keratosis. Although these numbers were adequate from a
statistical perspective, this could be a potential source of
bias.

In conclusion, this study showed the reliability of im-
plementing OLBC in clinical diagnosis to stratify patients
according to their risk of malignancy. This approach can
meet the required standards of being an ideal diagnostic
tool in terms of objectivity, accuracy, simplicity, and mul-
tifunctional application. Although further refining of our
modified Bethesda system is recommended to improve

Cancer Cytopathology  september 2022



Oral brush biopsy for oral cancer screening/lIdrees et al

the associated sensitivity, we encourage following this sys-
tem in reporting oral brush findings to standardize the

oral cytology results.
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