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Abstract

Objective Evaluate and compare the performance of autofluorescence, chemiluminescence, and clinical visual examination in
the detection of oral potentially malignant disorders (OPMD), oral cancer (OC), and oropharyngeal cancer (OPC).

Materials and methods A systematic review with meta-analysis based on diagnostic test studies. A literature search was carried
out in the MEDLINE and EMBASE databases through August 30, 2020. For this review, the quality assessment tool of
diagnostic precision studies (QUADAS-2) was used. Hierarchical regression models were used to estimate pooled diagnostic
precision values in a random effects model.

Results A total of 40 studies were identified for this review according to each test evaluated: 5.562 samples for autofluorescence,
1.353 samples for chemiluminescence, and 1.892 samples for clinical examination. The summary measures sensitivity and
specificity of the clinical examination were 63% and 78%, respectively, AUC = 0.78 95% CI (0.74—0.81). In the autofluorescence
test, these were 86% and 72%, respectively, AUC = 0.86 95% CI (0.83—0.89); and the chemiluminescent test were 67% and 48%,
respectively, AUC = 0.59 95% CI (0.54-0.63)

Conclusions Autofluorescence devices displayed superior accuracy levels in the identification of premalignant lesions and early
neoplastic changes compared to clinical examination and chemiluminescent test. Overall, biopsy remains the gold standard for
the definitive diagnosis of OPMD, OC, and OPC.

Clinical Relevance Light-based clinical methods such as autofluorescence and chemiluminescence techniques have been used in
clinical diagnosis for the differentiation of OPMD and malignant and benign lesions; although detailed visual examination
appears to be effective in identifying, previous systematic reviews have not evaluated a relevant number of studies and they
did not evaluate the accuracy of the clinical examination.

>4 Leandro Chambrone ! Unit of Oral Epidemiology Investigation-UNIECLO, School of
leandro _chambrone@hotmail.com Dentistry, Universidad El Bosque, Bogota, Colombia
Maria Rosa Buenahora 2 School of Dentistry, Universidad El Bosque, Bogota, Colombia

buenahoramaria@unbosque.edu.co

Unit of Basic Oral Investigation-UIBO, School of Dentistry,
Universidad El Bosque, Av. Carrera 9 No. 131 A — 02,
Bogota, Colombia

Alberto Peraza-L
aperaza@unbosque.edu.co

David Diaz-Baez

dadiazb@unbosque.edu.co Oral Pathology Department, School of Dentistry, Universidad El
Bosque, Bogota, Colombia

Jairo Bustillo

bustillojairo @unbosque.edu.co Basque Foundation for Health Innovation and Research, BIOEF,

Ivén Santacruz Barakaldo, Basque Country, Spain

isantacruz@unbosque.edu.co ¢ Graduate Dentistry Program, Ibirapuera University, Sdo

Tamy Goretty Trujillo Paulo, Brazil

tgtrujilloe @ gmail.com 7 . L L
Evidence-Based Hub, Centro de Investigagdo Interdisciplinar Egas

Gloria Inés Lafaurie Moniz (CiiEM), Egas Moniz—Cooperativa de Ensino Superior,

institutouibo @ gmail.com Caparica, Almada, Portugal

Published online: 03 January 2021 @ Springer


http://crossmark.crossref.org/dialog/?doi=10.1007/s00784-020-03746-y&domain=pdf
http://orcid.org/0000-0002-2838-1015
mailto:leandro_chambrone@hotmail.com

Clin Oral Invest

Keywords Mouth neoplasms - Sensitivity and specificity - Predictive value of tests - Diagnostic test

Introduction

Oral (OC) and oropharyngeal cancer (OPC) are pathologies of
public health relevance, estimated as the sixth most common
malignancies worldwide with a 5-year mortality rate of approx-
imately 50% and 35%, respectively [1], reaching almost
700,000 cases worldwide annually [1, 2]. Tobacco, alcohol,
and the persistence of human papillomavirus (HPV) infection
are important risk factors for the development of OC and OPC
[2, 3], as well for oral potentially malignant disorders (OPMD)
[4]. OPMD have an approximate malignancy rate of 1.36% per
year, and they play a preponderant role for clinical follow-up
effects and prevention of cancer evolution [5-7].

It may be difficult for general dentists to detect OC and
OPC in advanced stages because of limitations in their train-
ing to recognize signs and symptoms of oral pathologies [8];
however, it is their responsibility to carry out a comprehensive
clinical examination, since this is the most important factor in
recognizing any alterations in the oral cavity [8, 9] but only
44% of the general dentists who identify an oral lesion, con-
sider referring the patient to a specialist [9].

Definitive diagnosis of OC and OPC is established by his-
tological study, considering biopsies are the most reliable
tests. However, it is an invasive technique and not all profes-
sionals justify their use in situations of early detection for
preventive purposes of anomalies in the oral cavity [8].
Likewise, dentists are often unaware of the procedures used
in this technique for the early diagnosis of oral cancer and only
between 15% and 21% of general dentists have used a biopsy
as a diagnostic aid to a clinical condition [10].

A biopsy is performed when, on a routine clinical examina-
tion, the dentist has the possibility of clinically identifying a
benign lesion and differentiating it from ones that are potential-
ly malignant or malignant, and the success of the definitive
diagnosis lies in how quickly the biopsy is performed, or how
quickly a patient with a malignant or suspected malignancy is
referred, a decision that is directly related to the prognosis [8,
11]. Other clinical methods and light-based clinical tests that
support diagnosis have been proposed such as autofluorescence
and chemiluminescence, which facilitate the detection of sus-
picious lesions at risk of malignancy, which could promote
their management in a timely manner [10]. Biological tissues
can absorb and re-emit specific light wavelengths, detectable
through spectrophotometric devices. Autofluorescence is a
simple management technique that requires some training and
consists of using a monochromatic light source as a comple-
ment to the visual examination [12, 13]. Chemiluminescence
detects metabolic and structural changes in the mucosa tissues
due to the different properties of absorption and reflectance, but
it needs a dark environment, and pre-rinse with acetic acid that
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could increase salivary flow thus interfering with the surface
reflectance of the mucosa [14, 15].

The understanding and knowledge of different operational
characteristics of diagnostic tests (sensitivity, specificity, positive
predictive value (PPV), and negative predictive value (NPV)) for
the detection of OPMD are fundamental and could help the
healthcare professional to make better decisions [16]. A guide
for evaluating the diagnostic accuracy of meta-analysis was pub-
lished which includes the statistical methods for diagnostic test
required to establish accuracy, correlation between the sensitivity
and the specificity of a study with a summary receiver operating
characteristic curve (SROC curve) [17, 18]. This guide delimits
the threshold used to define positive versus negative test results,
which may vary across individual primary studies and the use of
sophisticated statistical methods/models, such as a bivariate
model or a hierarchical mode [17, 18]. Although there is avail-
able literature and published systematic reviews with meta-
analyses on diagnostic test methods for detection of OPMD,
OC, and OPC; until today, no study has provided a deep quan-
titative analysis and those that exist did not use the analysis based
on predictive values through an adjusted prevalence that allows
comparison for clinical use [19-21]. Additionally, since the last
complete revision of the Cochrane group by Marcey et al, in
2015 [22], there has been an increase in publications evaluating
the operative characteristics of light-based tests and, in this re-
view, the precision of the clinical examination was not analyzed.
Therefore, the objective of this systematic review and meta-
analysis is to compare the operational characteristics of autoflu-
orescence and chemiluminescence with clinical visual examina-
tion to establish which of the evaluated diagnostic light tests used
in the examination of OPMD, OC, and OPC have a better per-
formance than visual examination.

Materials and methods

The protocol of this review was registered in the National
Institute for Health Research PROSPERO, International
Prospective Register of Systematic Reviews (registration
number CRD42018083673)

Types of Studies

Cross-sectional studies evaluating diagnostic test accuracy.
Types of participants

Studies were considered eligible for inclusion if they included

the following: (a) adult patients (aged 18 years or over) with
presumptive diagnosis of OPMD, OC, and OPC and (b)
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comparisons between diagnostic tests: visual inspection or
light-based test (autofluorescence or chemifluorescence) with
biopsy of the lesions.

Main outcome(s)

Sensitivity (the proportion of true positives), specificity (the
probability of correctly determining the absence of a condi-
tion), summary receiver operating characteristic (SROC)
curve, PPV, and NPV.

Secondary outcome(s)

OPMD, OC, and OPC prevalence and diagnostic odds ratio
(DOR).

Studied selection

In this review, the articles that met the following criteria were
included: human studies, English language, studies of diag-
nostics test that compared one or more techniques for precan-
cerous or cancerous lesions, without time restriction, as well
as studying the accuracy characteristics. Searches were made
on MEDLINE and EMBASE databases up to and including
August 30, 2020. Detailed search strategies were developed
for each database based on the following MeSH terms, key-
words, and free terms (Supplemental Table S1).

Data extraction (selection and coding)

Two independent reviewers selected the titles, abstracts, and
full texts of the articles (AP and JB) for the PUBMED search,
and two independent reviewers selected the EMBASE search
(MB and IS). Disagreements between the reviewers were re-
solved by discussion. When an agreement could not be
reached, a third reviewer (DD) was consulted. When important
data was missing for the review, attempts were made to contact
the authors to resolve the ambiguity of the results. The follow-
ing data was extracted and recorded in duplicate: publication
status, year of publication, trial location, study design, charac-
teristics of the participants, outcome measures, methodological
quality of the studies, and conclusions.

The quantitative data obtained from each study was used to
create a database that recorded information on sensitivity,
specificity, accuracy, PPV, and NPV. Additionally, the values
of true positive (VP), false positive (FP), true negative (VN),
and false negative (FN) were extracted from each study.

In cases where they were not reported, an estimate was
done using the following calculations: VP = Sensitivity x
prevalence; FN = Prevalence - VP; VN = Specificity x
(Total n - prevalence); FP = (Total n - prevalence) - VN.

Assessment of validity and data extraction

The methodological quality of all included studies was
assessed by means of an instrument for the evaluation of the
quality of diagnostic precision studies (QUADAS-2). The
studies have been rated as high, unclear, or low according to
the following qualification domains: (1) patient selection, (2)
diagnostic test used, (3) baseline test, and (4) flow and times.
Each domain was evaluated in terms of its risk of bias and
applicability [23].

Data synthesis

The data was grouped into evidence tables and a descriptive
summary of the results was created. The analyses were per-
formed using three software packages: (a) R V 3.6.1 madauni
function (R Development Core Team); (b) Stata v.12.0 (Stata
Corp, College Station, TX); and (c) and RevMan software
(Review Manager, version 5.3; Nordic Cochrane Center,
Copenhagen, Denmark).

Since the estimation of sensitivity and specificity showed a
significant correlation, a diagnostic meta-analysis was con-
ducted, applying an approach bivariate model for studies with
autofluorescence, chemiluminescence test and clinical exam-
ination which relates the precision through hierarchical
methods [18], and logarithmic-type transformation in both
sensitivity and specificity.

Model gave information on the SROC-curve (summary
ROC). The SROC univariate approach relates to the cut-off
point where sensitivity and specificity are inversely related to
the precision of the test using linear regression, which is pos-
sible with the transformation of the rate of true positives and
the rate of false positives. The bivariate approach, in addition
to providing information on the SROC curve, which is a mea-
sure of diagnostic precision, preserves the ability to detect
patients with sensitivity and identify healthy patients with
the measure of specificity.

The bivariate approach was implemented to analyze the
autofluorescence, chemiluminescence, and clinical evaluation
tests after verification of the assumption of normal bivariate
distribution between sensitivity and specificity logit based on
the goodness of chi-square adjustment of Mahalanobis dis-
tances, spike plot graph and Dispersion diagrams for checking
outliers using typified random effects forecasts. The summa-
ries of the sensitivity and specificity estimates were evaluated
with a 95% CL

To facilitate comparison, all predictive values of the included
articles were standardized to a total prevalence of 46% using the
following formulas: Adj.PPV=Sensitivity*Prev
/Sensitivity*Prev. + (1 — Specificity) *(1-Prev.) y Adj.NPV =
Specificity *(1 —Prev.) /Specificity *(1- Prev.) + (1 —Sensitivity)
*Prev [16, 17].
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To understand the synthesis of the results of the two ap-
proaches used, it was necessary to estimate the diagnostic
odds ratio (DOR) and area under the ROC curve (AUC). It
is a statistical index of diagnostic accuracy and shows how
often a positive result occurs in patients with the condition of
interest, compared to patients without the disease. It is useful
to denote the degree of intensity between the result of a test
and the disease, the index is not influenced by the prevalence
and is estimated as the ratio between the odds of being sick if
the test is positive and the odds of not being sick if it is neg-
ative. DOR values can range from zero to infinity (the higher
the DOR, the better the test result will be). If DOR = 1, that
means the test is not discriminating, it is useless. [f DOR > 1,
the test is more likely to be positive in affected patients than in
healthy patients.

Results
Search results and excluded trials

Five hundred sixty-one studies potentially relevant to this re-
view were found. Four hundred and ninety-two were excluded
after cheking the title or abstract (Fig. 1). A total of 69 full-
text articles obtained with the search strategy were assessed.
Of these, 29 were later excluded for different reasons (for not
complying with the proposed inclusion criteria and/or due to
their methodological design) (Supplemental Table S2); ulti-
mately, a total of 40 studies [6, 24—62] were included (Fig. 1).
A total of 5562 samples for autofluorescence, 1353 samples
for chemiluminescence, and 1892 samples for clinical exam-
ination were evaluated in this systematic review.

Characterization of the techniques used in the
different groups of tests evaluated

Twenty-five studies performed the evaluation of autofluores-
cence techniques [6, 26, 28-31, 33, 36-38, 41, 44-47, 49,
51-59]. Thirteen studies evaluated VELscope™ [6, 30, 31,
36, 41, 46, 49, 51, 53, 56-59]. Three studies evaluated auto-
fluorescence without mentioning the punctual method [28, 29,
37]; one study evaluated the diffuse reflectance spectrum [34]
and another study evaluated EVINCE® [59]. Other studies
assessed other light-based methods such as autofluorescence
intensity [30], GOCCLES lenses [28], Amber Green Light
[37], imaging autofluorescence (LIFE) [53], LED IMF blue
and LED IMF Green [37], Protoporphyrin IX [53], Violet
light [27], White light [48], and A Microlux study [45].
Fifteen studies evaluated chemiluminescence using the
ViziLite technique [6, 24, 27, 32-35, 39, 40, 42, 43, 49, 50,
54, 60-62] (Table 1).

@ Springer

Differences in the types of oral lesions evaluated

Fourteen articles evaluated pre-malignant and malignant le-
sions [6, 30, 31, 34, 38, 39, 43, 45, 47-49, 51, 55, 61]; two
articles evaluated benign and malignant lesions [33, 35]. One
article evaluated benign, premalignant, and malignant le-
sions [25]. One study evaluated benign lesions and dys-
plasia [34]; eight articles evaluated only dysplasia [27, 31,
40, 43, 44, 56, 59, 62]; however, one of these articles
performed the analysis evaluating dysplasia as positive
or negative [44]. One article made the comparison be-
tween dysplasia and malignancy and at the same time
normal mucosa vs benign lesions [34]. Four articles eval-
uated dysplasia and malignancy [24, 41, 51, 58]. Six ar-
ticles evaluated only malignant lesions [24, 29, 39, 47, 58,
59]. One study evaluated leukoplakia and lichen planus
specifically [26]. Ten articles evaluated only premalignant
lesions [30, 32, 36, 37, 48, 56-60], two articles evaluated
the tests for premalignant lesions and dysplasia [31, 49];
one article specifically evaluated squamous cell carcino-
ma [26].

Quality methodology of the included studies

In general, most studies had low applicability concerns; and
less than 25% of the studies evaluated had any probability of
risk of bias. The main risk of bias found was related to the
evaluation times between tests, selection of patients and sam-
ples; as well as the blind comparison between tests (including
the comparison with the reference standard).

Of the 40 studies included in this SR, five were rated as
high risk [28, 33, 35, 36, 48] and eleven as unclear regarding
patient selection and sample [6, 27, 31, 32, 34, 37, 38, 43,47,
59, 60]; five studies were assessed as unclear in relation to the
index test [35, 38, 42, 52, 56] and one as high risk [59]; five
were classified as high risk with respect to the reference stan-
dard domain [28, 31, 37, 38, 58] and six as unclear [27, 35, 48,
56, 59, 60]. Seven studies were assessed as high risk for flow
and time [27, 39, 41, 47, 48, 50, 59] and 3 as unclear [31, 45,
50] (Fig. 2).

Analysis by general estimation of sensitivity and
specificity

it was observed that the most sensitive estimate was for

autofluorescence with sensitivity (Se) = 0.86 95% CI
(0.77-0.91), while clinical examination had the lowest
grouped Se = 0.63 95% CI (0.45-0.78), although it showed
the highest specificity (Ep) = 0.78 95% CI (0.65-0.87),
compared to the autofluorescence test Ep = 0.72 95% CI
(0.61-0.81) and chemiluminescent test Ep = 0.48 95% CI
(0.28 - 0.69) (Figs. 3, 4 and 5).
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Fig. 1 Flow chart of manuscripts
screened through the review

J
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tive synthesis (meta-analysis)

(n=40)

Analysis using predictive values

The PPV and NPV values could not use for comparisons
because the prevalence of the disease varies between in-
dividual studies and affects the results. For this reason,
the PPV and the NPV were calculated with the total
prevalence of the disease (46%) including all positives
for disease in the total of the sample evaluated in the
selected studies. All studies were included to compare
the diagnostic accuracy of diagnostic support methods
for detecting OPMD, OC, and OPC. Overall estimates
at an adjusted prevalence report a better performance of
PPV and NPV for autofluorescence; that is, a positive

result derived from a autofluorescence test could have a
greater probability of actually being an oral lesion, while
a lower certainty of results was derived from the visual
inspection (Table 2).

Analysis using DOR

Fluorescence test showed the highest DOR for correctly indi-
cating diagnosis of OPMD, OC, and OPC, DOR = 15 (CI
95%: 7-33), compared to chemiluminescence test and clinical
examination results DOR = 2 (95% CI: 1-5) and DOR = 6
(95% CI: 3—14), respectively.
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Table 1 Characterization of patients and study samples
Author/year/country No patients/sex/age range  Test—resultados Se Ep VPP VPN VPP VPN Ref
(%) (%) adj adj
(%) (%)
Mashberg A. 1980/USA n= 178 /NR Clinical examination 0.96 0.70 74 95 40 27 [27]
Kulapaditharom B , et al. n = 25/14-80 years Lung imaging fluorescence endoscopy 1.00 0.88 88 100 31 25 [47]
1998/Thailand (LIFE) 0.88 0.50 63 80 50 31
Clinical examination
Leuning A, et al. n = 58/34-74 years Protoporphyrin Ix fluorescence 0.99 0.60 77 97 45 26  [45]
2000/Germany
Zheng W, et al. 2002/Singapore F =13; M =15/31-85 Fluorescence IR/IG 090 0.900.90 87 92 30 30 [44]
years Fluorescence IR/IB 091 0.98 97 94 26 30
Fluorescence IR/IG And IR/IB 0.94 97 96 50 28
Ram S, et al. 2005/Malaysia F=23;M=17/ Vizilite 1.00 0.14 80 100 68 25  [43]
35-80 years
Farah C 2007/Australia F=29;M =26/ Vizilite 1.00 0.00 18 NC 45 NC [60]
M = 56.8 years;
F = 58.7 years
Epstein, et al. 2008/USA F=134,M=534/49.9 - Clinical Examination 1.00 0.00 20.6 NC 75 NC [42]
73.1 Chemiluminescent 1.00 0.00 20.8 NC 75 NC
E. Allegra, et al. 2009/Italy F=13; M =19/42-82 Clinical examination 0.53 0.81 842 46.1 35 49  [48]
years
Mehrotra R. 2010/India n = ViziLite90 Vizilite 0.00 0.76 0.0 948 0.0 57 [49]
n = VELscope 139/ VELscope 0.50 0.39 6.4 903 56 50
ViziLite 39 years
VELscope 41 years
Moro, et al. 2010/Italy 32/NR Autofluorescence 1.00 0.95 95 93 28 25 [28]
Rahman, et al. 2010/India 109/NR LED IMF Blue 092 0.84 54 98 33 29 [29]
LED IMF Green 0.90 0.87 59 98 32 30
Awan K.H. 2011/England F:56,M:70/46.4 70.4 years Autofluorescence VELscope™ 0.87 0.21 58.1 57.1 65 32 [58]
(premalignant) 0.84 0.15 37.0 61.1 68 33
Autofluorescence VELscope™
(dysplasia)
Awan P. R, et al. 2011/England F:158/M:147. /35-65 Vizilite (premalignant) 044 0.27 56.8 484 62 53 [50]
Vizilite (dysplasia) 0.77 0.28 395 66.7 61 37
Farah C, et al. 2011/Australia  F:66, M:46/NR Clinical examination 0.25 0.82 30 78 34 63 [59]
VELscope conventional oral 042 0.68 19 75 41 54
examination 0.30 0.63 29 82 44 060
VELscope examination
Gineri P, et al. 2011/Turkey F:22, M:13/56.2 years Clinical examination 092 043 41 92 54 29 [25]
Jayanthi JL L, et al. 2011/India n: 65 Autofluorescence (normal vs benign ~ 0.98 0.93 97 96 29 26 [26]
lesions) 0.98 0.93 97 9 29 26
Autofluorescence (dysplasia vs 0.98 0.92 9% 96 29 26
malignant)
Autofluorescence (benign lesions vs
dysplasia)
Scheer, et al. 2011/Germany F:25,M:39/59.8 years VELscope examination 1.00 0.81 545 100 35 25 [30]
Marzouki H, et al. 2012/Canada F:36,M:49/23-87 years Clinical examination 0.62 0.88 47 926 31 44  [36]
VELscope 0.92 0.76 92 98 37 29
Mojsa I, et al. 2012/Poland F:9,M:21/NR Clinical examination 0.99 0.0 80.5 NC 75 NC [35]
Chemiluminescent 0.57 0.37 792 177 57 47
Rana M, et al. 2012/Germany ~ F:179,M:110/18-75 years  Clinical examination 0.17 0.97 17 97 27 67 [41]
Clinical examination and VELscope  1.00 0.74 17 100 38 25
Ujaoney S, et al. 2012/India F:4 M:51/27-61 years Chemiluminescence 0.98 0.0 17 00 75 NC [39]
Rajmohan M, 2012/India n=66/NR ViziLite 0.85 1.00 100 769 100 83.3 [62]
Hanken H, et al. 2013/Germany F:75,M:45/38-82 years Clinical examination 0.75 0.33 85 21 59 38  [33]
Clinical examination And VELscope 0.98 0.42 89 81 54 26
Bhatia N et al. 2014/Australia  F:158, M:147/35-65 years  Clinical examination 0.44 0.99 84.6 933 26 53 [31]
VELscope™ 0.64 0.55 15.1 922 48 43
Clinical examination and 0.74 0.98 81 968 26 38
VELscope™
F:19,M:25/34-78 years Clinical Examination 09 0.99 100 975 26 30 [34]
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Table 1 (continued)

Author/year/country No patients/sex/age range  Test—resultados Se Ep VPP VPN VPP VPN Ref
(%) (%) adj adj
(%) (%)
Kammerer PW, et al. Vizilite 099 0.3 26 100 60 26
2014/Germany
Petruzzi M, et al. 2014/Italy F:22, M:27/56.7 years Autofluorescence (mild dysplasiaas 0.7  0.57 65.6 62.5 47 45 [37]
positive) 0.76 0.51 40.6 833 50 37
Autofluorescence (mild dysplasia as
negative)
Toluidine Blue. (mild dysplasia as
negative)
Ibrahim S, et al. 2014/Saudi F:149, M:450/34.8 years  Clinical Examination 0.99 0.29 172 100 61 26  [38]
Arabia 450 Microlux/Dl 0.99 0.32 179 100 56 26
Microlux/D1 + Tb 0.99 0.35 185 100 58 26
Vashisht N, et al. 2014/India ~ n:60/NR Vizilite 0.95 0.84 91.3 919 33 28  [40]
Awan K.H. 2015/England F:56, M:70/51.2 years VELscope™ 0.84 0.15 37.8 61.1 68 33  [6]
Vizilite 0.77 0.27 395 66.7 62 37
Kaur j. et al. 2015/Belgium F:39, M:41/54-76 years ~ VELscope™(squamous cell 0.67 0.62 80 46 44 42 [46]
carcinoma) 0.63 0.53 75 39 49 44
VELscope™(oral leukoplakia) 0.6 0.61 77 41 45 45
VELscope™( oral lichen planus)
Moro. 2015/Italy n = 66/> 14 years Autofluorescence GOCCLES 0.99 0.95 95 93 28 26 [55]
N Chainani-Wu. 2015/USA F =56; M = 70/42-90 Clinical examination 041 0.67 93 9 42 55 [24]
years (dysplasia/malignant) 0.03 0.50 41 4 50 74
Clinical examination (malignant) 0.18 0.83 92 8 34 66
Vizilite (dysplasia/malignant) 0.01 0.83 40 7 34 75
Vizilite (malignant)
Scheer. 2016/Germany F=19; M =22/NR VELscope® 0.40 0.89 333 88.6 31 55 [56]
Chaudhry A, etal. 2016/ India F =26; M = 74 />18 years Chemiluminescent Kit (Vizilite) 0.84 041 73.7 583 55 33 [32]
LallaY, et al. 2016/Australia ~ F =49; M = 39/ Clinical examination 0.44 0.88 46 87 31 53 [54]
M = 58.6 years; Vizilite 0.13 0.85 17 81 33 69
F = 62 years Autofluorescence 0.88 0.63 88 63 44 31
Simonato. 2017/Brazil F=4;M=11/52.13 years Fluorescence 1.0 05 222 100 50 25 [57]
Amirchaghmaghi 2017/Iran F=24M=21/523=+ Clinical examination (premalignant)  0.75 0.71 64 80 40 38  [51]
14.8 years VELscope (premalignant) 0.83 0.12 40 50 69 34
Clinical Examination (premalignant/ 0.81 0.67 74 80 42 35
Malignant) 090 0.12 56 50 69 30
VELscope (Premalignant / Malignant)
Shukla A, 2018/India F=5;M=37/21-60 years Vizilite 0.90 0.50 82.6 66.6 60 84  [61]
Shi L 2019/China F=279; M =238/22-85  VELscope™ (dysplasia/malignant) 0.72 0.39 679 442 56 39 [52]
years VELscope™ (malignant) 1.0 035 10.5 100 58 25
VELscope™ (premalignant) 0.95 0.36 19.9 982 57 28
Simonato 2019/Brazil n = 54/NR Clinical Examination (premalignant)  0.66 0.91 143 992 30 42  [53]
Fluorescence EVINCE® 0.94 0.96 63.0 99.6 27 28
(premalignant) 1.0 1.0 36 100 25 25
Clinical Examination (malignant) 1.0 092 37 100 29 25

Fluorescence EVINCE® (malignant)

AUC evaluation

To condense the results of the meta-analysis, the area
under the curve (AUC) was used as an overall measure
of test performance. The test that showed greater accu-
racy was the autofluorescence test with an AUC = 0.86
95% CI (0.83-0.89); followed by the clinical examina-
tion test showed a smaller AUC = 0.78 95% CI (0.74—

0.81), while the chemiluminescence test showed the
smallest AUC = 0.59 95% CI (0.54-0.63) (Fig. 6).
When plotting the SROC curves in the same graph (Fig. 7),
it was observed that the autofluorescence curve is closer to the
upper left part, showing that it has high sensitivity and a low
rate of false positives compared to the clinical examination
curve, suggesting that autofluorescence test has higher has a
greater discriminative capacity (AUC = 0.86 vs 0.78). In
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Fig. 2 Methodological quality graph of included studies (Quadas-2)

suggesting that the latter has the least discriminative diagnos-
tic capacity (AUC = 0.78 vs 0.59).

addition, the clinical examination curve is closer to the upper
left part compared to the chemiluminescence test curve;
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Fig. 3 Forest plot of fluorescence test

Discussion
Summary of main findings

The results of this review showed that the clinical exami-
nation was the one with the highest specificity for identify-
ing lesions without dysplasia or without changes in the
malignancy of the oral and oropharyngeal epithelium.
However, the use of other diagnostic tools and techniques
represents an important complement to establish a pre-
sumptive diagnosis in patients with oral mucosal lesions.
The results grouped in relation to sensitivity were higher for
autofluorescence in the clinical setting and its use is simpler
and faster compared to other tests. Results in the primary
studies showed heterogeneous results because of the differ-
ent prevalence in the evaluation of each study. However, all
analyses showed that the autofluorescence technique can
favor the presumptive diagnosis of OPMD, OC, and OPC
when used in conjunction with the clinical examination. In
our study, chemiluminescence demonstrated the lowest ca-
pacity for diagnostic discrimination.

Methodological quality

The risk of bias was variable in all domains and studies. In
relation to domain 1, the risk of bias was mainly rated high
and unclear in terms of patient selection and sample selec-
tion. In general, it was not easy to establish whether they
corresponded to consecutive or random samples. Similarly,
in domain 2, some studies did not adequately describe the
threshold to define the positivity or negativity of light-
based tests and clinical examination; therefore, a possible
risk of bias was derived. In domain 3, the risk of bias was
high or unclear mainly due to the fact that it was not possi-
ble to establish whether the results of the reference test
(biopsy) were analyzed without prior knowledge of the re-
sults derived from previous tests (light-based and clinical
visual examination); in domain 4, although all studies ap-
plied the comparison with the reference standard to all the
samples, frequently in the studies, the time interval neces-
sary between tests and the reference test was not appropri-
ate or was not clearly described. However, applicability
concerns for all domains were low.
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Fig. 4 Forest plot of clinical examination

Agreements and disagreements

This SR investigated and compared the sensitivity, specificity,
adjusted PPV, adjusted NPV, LR+, and LR- of two diagnostic
light-based tests (autofluorescence, chemiluminescence) and
clinical evaluation was used to evaluate OPMD, OC, and
OPC. Six systematic reviews about diagnostic accuracy for
evaluation of OPMD, OC, and OPC were identified in the
literature [22, 63—67]; five of them determined quantitatively
the diagnostic accuracy of some methods of detecting oral
lesions as summary measures of sensitivity and specificity.
However, the SROC curve, which relates the sensitivity and
specificity to establish the accuracy of the test was calculated
only by one study [67]; likewise, none of the analyses of the
previous studies determined the summary measures for each
of the tests based on PPV and NPV adjusted to a standard
prevalence [22, 64—67]. The results of this SR suggest that
clinical examination, when performed by a well-trained pro-
fessional, was the most consistent method according to the
specificity for the screening of cases. This information is in
line with data from Walsh 2013 study [62], and in contrast to
that reported by Kim 2020 study [67]; however, the findings

@ Springer

of this review indicate that NPV shows the lowest results
compared to other tests, a condition that suggests the occur-
rence of a high probability/proportion of false positives.

According to Macey et al. (2015), light detection tests
showed high sensitivity; Se = 0.91 (0.81-0.95 and low spec-
ificity; Ep = 0.58 (0.22—0.87) [65]. In the present review, the
chemiluminescence results suggest a low probability of diag-
nostic accuracy, unlike the reviews by Rashid 2014 (where the
results were not derived from a meta-analysis) [63] and Kim
2020 [67] (where the meta-analysis reported high sensitivity
[89%].For autofluorescence techniques with more studies
evaluated, the sensitivity was slightly lower, but specificity
improved significantly in relation with Macey et al. (2015)
[65].

Likewise, three systematic reviews evaluated diagnostic
performance in light-based methods [19-21]. Cicciu et al. in
2019 in an SR of autofluorescence technique , the mean value
of VELscope® for sensitivity and specificity was 70.19% and
65.95%, respectively; however, the mean value was not ob-
tained through meta-analysis, and in this review the positive
and negative predictive values were not evaluated [19]. On the
other hand, Kamran & Shankargouda in 2015 did not report
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Fig. 5 Forest plot of chemiluminescent test

pooled results either for sensitivity or specificity, although
they included in their analysis the information of PPV and
NPV reporting for VELscope® a high sensitivity in the detec-
tion of premalignant and malignant oral lesions; however,
limitations in the test were found in several studies to discrim-
inate dysplasia cases from non-dysplasia cases [20]. Finally,
the SR of Nagi in 2016 evaluated the results of 10 studies that
used chemiluminescence and 10 that used autofluorescence,
although no pooled results were reported by meta-analysis;
the mean sensitivity of Vizilite to detect OSCC and OPMD
ranged from 77.1 to 100% and the specificity was low, rang-
ing from 0 to 27.8% [21]. In this SR we evaluated a greater
number of studies: 15 of chemiluminescence and 25 of auto-
fluorescence due to the significant increase in studies in recent

Table 2

Studyld SPECIFICITY (95% CI)

0.50 [0.25-0.75)
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years, which could influence the discrepancy in the results
between these two SRs. According to Nagi in 2016, the results
of VELscope suggested its high sensitivity can help the expe-
rienced clinician to find premalignant oral lesions, but it was
unable to differentiate between dysplasia and benign inflam-
matory conditions [21]. None of these SRs evaluated
performance results specifically for clinical visual exam-
ination; although the study by Kim 2020 [67] showed
an approximation of pooled results of sensitivity and
specificity, its analysis was developed with the informa-
tion derived from only 3 studies. The current SR in-
cludes 18 articles that evaluate the diagnostic accuracy
of the clinical examination, which is one of the most
important results of this review.

Grouped estimates of sensitivity, specificity, predictive values, LR +, LR- and ORD of diagnostic tests fluorescence and clinical examination)

Se [95% CT] Ep[95% CI] LR+ [95% CI]

LR- [95% CI]

PPV adj NPV adj AUC [95% CI]

Fluorescence 0.86 [0.77-0.91]
Chemiluminescent 0.67 [0.38-0.87]
CE 0.63 [0.45-0.78]

0.72 [0.61-0.81]
0.48 [0.28-0.69]
0.78 [0.65-0.87]

3.1 [2.1-4.4]
1.3 [0.9-1.9]
281 1.7-47]

0.20 [0.12-0.33]
0.68 [0.34-1.35]
0.48 [0.31-0.74]

0.75 [0.66-0.82]
0.52 [0.48-0.55]
0.74 [0.56-0.85]

0.84 [0.73-0.90]
0.63 [0.59-0.67]
0.68 [0.54-0.79]

0.86 [0.83-0.89]
0.59 [0.54-0.63]
0.78 [0.74-0.81]

Sensitivity (Se); specificity (Ep); positive likelihood ratio (LR+); negative likelihood ratio (LR-); positive predictive value (PPV); negative predictive

value (NPV); area under the ROC curve (AUC)
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Limitations of the review process

In this SR, some limitation to the review process should
be discussed. First, it has been found that most of the
studies that evaluated autofluorescence did so using the
instruments of a single commercial house thus limiting
the variability that could exist with other devices in the
market. Second, none of the studies included in this
review evaluated autofluorescence, chemiluminescence,
and clinical examination within the same publication.
Fourth, despite all the efforts to retrieve data not avail-
able in the original papers, very few non-published in-
formation could be retrieved following communication
with the authors of some studies (i.e., it was not possi-
ble to confirm most of the data of unclear or inconsis-
tent patients). In addition, most studies do not report all
performance evaluation measures of diagnostic test eval-
uation, making the extraction of data difficult as well as
its subsequent analysis.
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Conclusions

Autofluorescence devices displayed superior accuracy
levels in the identification of premalignant lesions and early
neoplastic changes compared to clinical examination and
chemiluminescence. Autofluorescence devices attached to
the visual clinical examination could help the clinician
more accurately identify premalignant lesions and early
neoplastic changes, but previous training is required.
However, the biopsy remains the gold standard for the de-
finitive diagnosis of oral and oropharyngeal premalignant
and malignant lesions.

Implications for clinical management

The phases for detection and diagnosis of OPMD, OC,
and OPC are the following: (1) clinical history; (2)
clinical examination, given the estimates of this SR
and the good capacity of the EC for the identification
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Fig. 7 Summary graph of the comparison of the ROC curves with the confidence regions for (a) clinical examination compared with fluorescence test,

(b) clinical examination compared with chemiluminescence test
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with enough precision in lesions that do not show dys-
plastic changes; (3) complementary tests, including
light-based tests, which favor better decision-making
when there is an injury that must be analyzed in greater
depth; and, given the simplicity of use of the test in the
patient and during the consultation; these tests should
be performed bearing in mind that, given the speed of
technological advances in the use of devices, their use
must always be accompanied by adequate training and
constant updating; and (4) Biopsy for diagnostic
confirmation.

Implications for future research

Future studies should consider the following: (a) the
simultaneous evaluation of autofluorescence, chemilumi-
nescence, and clinical examination; (b) the use of
chemiluminescence performance in order to improve
performance evaluation; (c) studies should strive to clar-
ify the demographic variables of the patients included
and differentiate this information in relation to the sam-
ples evaluated, especially to articles that evaluate more
than one sample by patient (d) regarding the tests and
the evaluation times between them, we recommend an
increase in studies where the evaluation of the different
tests is carried out by at least two trained professionals
in order to increase precision and accuracy; and (e) if
possible, it is suggested that the studies report all the
results that are of interest: sensitivity, specificity, prev-
alence, PPV, NPV, LR+ and LR.
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