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DIAGNOSTIC

* EPIDEMIOLOGIE ET ETIOLOGIES

* Facteurs de risques
* Formes macroscopiques

* NOUVEAUX SYSTEMES OPTIQUES

* CLASSIFICATION OMS 2017

* QUAND FAIRE LE DIAGNOSTIC?




LESIONS EPITHELIALES HYPERPLASIQUES DU LARYNX « LEHL »

* DEFINITIONS
* HYPERPLASIE

* Définie par une augmentation du nombre de couches cellulaires supérieur a 7

e METAPLASIE MALPIGHIENNE

* Changement de propriété des cellules pour produire de la kératine a la surface
de I'épithélium comme a la surface de la peau

* Aspect macroscopique blanc, dit « leucoplasique »
e Réaction inflammatoire du chorion

* |ésion rouge ou «érythroplasie »

* DYSPLASIE

* Définie par la présence d’anomalies cytologiques et parfois architecturales

Garrel R, et al. Vocal-fold leukoplakia and dysplasia. Mini-review by the French Society of Phoniatrics and Laryngology (SFPL). Eur Ann Otorhinolaryngol Head Neck Dis. 2020



ETIOLOGIE

 INFLAMMATION CHRONIQUE LIEE A DES AGENTS CHIMIQUES

* TABAC
* 67% des patients
* Augmention du RR de transformation
* oxidative stress resulting from chronic inflammation causes an increase in free oxygen radicals
* hyperexpression of tumour markers, such as EGFR 16-18 and Cox-2

* ALCOOL
* Cofacteur irritatif
* RGO

* Métaanalyses discordantes
* increased pepsin levels in biopsy

 INFLAMMATION CHRONIQUE LIEE A DES AGENTS PHYSIQUES

* Forcage vocal
e Lésion controlatérale

* INFLUENCE DU PAPILLOMAVIRUS ?

* rare cases of HPV-related carcinoma in situ have been reported in association with non-keratinizing histologic morphology
* Prévalence 8,5% [0-38%]

Park JC et al. Laryngeal Leukoplakia: State of the Art Review. Otolaryngol Head Neck Surg. 2021 Jun;164(6):1153-1159.
Gale N, Cardesa A, Hernandez-Prera JC, Slootweg PJ, Wenig BM, Zidar N. Laryngeal Dysplasia: Persisting Dilemmas, Disagreements and Unsolved Problems-A Short Review. Head Neck Pathol. 2020 Dec;14(4):1046-1051.



EPIDEMIOLOGIE
s

* AGE AU DIAGNOSTIC Table I1.

° LE H L ne so nt pa S I iées é I’é ge Multivariate Cox regression model for the risk of laryngeal cancer diagnosis in patients with an initial diagnosis of vocal cord leukoplakia.

*  Picentre 45 et 55 ans

Variables® OR (95% CI)* P-value*

* Augmentation du RR de cancérisation avec l'age 50-65 vs. <50 years 2.55 (136-482) 0.001
* Augmentation du RR de cancérisation avec le sexe 765 vs.<S0years  490(266-9.03)  <0.001
Male vs. female 4.09 (2.42-6.90) <0.001

2Adjusted for age and sex. OR, odds ratio; CI, confidence interval.
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Kostev K E. Association of laryngeal cancer with vocal cord leukoplakia and associated risk factors in 1,184 patients diagnosed in otorhinolaryngology practices in Germany. Mol Clin Oncol. 2018 May;8(5):689-693.



COMMENT FAIRE LE DIAGNOSTIQUE

 LUMIERE BLANCHE
* Systeme classique
e INTERET D’UNE IMAGE HAUTE DEFINITION

Plusieurs TYPES DE DESCRIPTIONS ENDOSCOPIQUE

— Combined diagnosis
¢ Chen et al' --- Morphological type
* «platetsurface lisse », — Size of lesion
*  « épais et surface lisse » -+ Age

. LY =l —-- Reference
* « épais et surface irréguliere »

Sensitivity

0 50 100 (%)
1-Specificity

Chen M, Li C, Yang Y, Cheng L, Wu H. A morphological classification for vocal fold leukoplakia. Braz J Otorhinolaryngol. 2019 Sep-Oct;85(5):588-596.

El-Demerdash A, et al.. Sensitivity and specificity of stroboscopy in preoperative differentiation of dysplasia from early invasive glottic carcinoma. Eur Arch Oto-Rhino-Laryngol Off J Eur Fed Oto-Rhino-Laryngol Soc EUFOS Affil Ger Soc Oto-Rhino-Laryngol - Head Neck Surg 2015



COMMENT FAIRE LE DIAGNOSTIQUE

* STROBOSCOPIE B
* Confirme la caracter W WW&@ZB - FORM
%@ S 7 _efe ey 7
\foﬁgnﬂ“bi[&@&@si % et Spécificité de 92,8%
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Park JC et al. Laryngeal Leukoplakia: State of the Art Review. Otolaryngol Head Neck Surg. 2021 Jun;164(6):1153-1159.



COMMENT FAIRE LE DIAGNOSTIQUE

* NBI

* Technique d’imagerie optique

* Technique basée sur la filtration de la lumiére afin de ne garder que deux
bandes étroites dans les spectres, le bleu (415nm) et le vert (540nm).

* Fréquences fortement absorbés par I’hémoglobine.
* Accroit le contraste entre les vaisseaux sanguins et la muqueuse

*  Améliore la détection précoce de lésions pré-cancéreuses et
cancéreuses des voies aéro digestives supérieures.

* Evaluer les types de micro vascularisation autour des Iésions muqueuses

* Avantages

* Simplicité de sa mise en ceuvre

* Augmentation la précision du diagnostic
* Inconvénients

* Courbe d’apprentissage

Fig. 1 Endoscopic picture of three representative cases of SCC (a—d) or CIS (e, f) correctly identified as suspicious by the presence of perpen-
dicular vascular abnormalities (* in all panels) evaluating the NBI endoscopic appearance (b, d. f) and applying the ELS classification

Kim, D. H., Kim, Y., Kim, S. W., & Hwang, S. H. (2020). Use of narrowband imaging for the diagnosis and screening of laryngeal cancer: A systematic review and meta-analysis. Head & Neck, 42(9), 2635-2643.
El-Demerdash A, et al.. Sensitivity and specificity of stroboscopy in preoperative differentiation of dysplasia from early invasive glottic carcinoma. Eur Arch Oto-Rhino-Laryngol Off J Eur Fed Oto-Rhino-Laryngol Soc EUFOS Affil Ger Soc Oto-Rhino-Laryngol - Head Neck Surg 2015



COMMENT FAIRE LE DIAGNOSTIQUE

* NBI

sensibilité de 100%, et de spécificité 97,4%

* Avantages

Simplicité de sa mise en ceuvre

Augmentation la précision du diagnostic

Inconvenients

Courbe d’apprentissage

Validation par le Société Européenne de Laryngologie

European Archives of Oto-Rhino-Laryngology (2021) 278:2397-2409
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Fig.5 Radar charts showing the diagnostic test applying the ELS
classification for the detection of different histologic targets in the
whole cohort (a), in the untreated group (b), and in the previously
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surgical or RT treated group (¢). Diagnostic test results referred to the

detection of wide angle IPCLs for the diagnosis of laryngeal papil-
lomatosis (d)

Kim, D. H., Kim, Y., Kim, S. W., & Hwang, S. H. (2020). Use of narrowband imaging for the diagnosis and screening of laryngeal cancer: A systematic review and meta-analysis. Head & Neck, 42(9), 2635-2643.

El-Demerdash A, et al.. Sensitivity and specificity of stroboscopy in preoperative differentiation of dysplasia from early invasive glottic carcinoma. Eur Arch Oto-Rhino-Laryngol Off J Eur Fed Oto-Rhino-Laryngol Soc EUFOS Affil Ger Soc Oto-Rhino-Laryngol - Head Neck Surg 2015



COMMENT FAIRE LE DIAGNOSTIQUE

* NBI
* CLASSIFICATION EN PATTERN

* Narrow band imaging classification of vocal cord leukoplakia according to IPCL patterns.
* (A1-3) type | IPCL pattern;
* (B1-3) type Il IPCL pattern;
* (C1-3) type lll IPCL pattern;
* (D1-3) type IV IPCL pattern;
* (E1-3) type V IPCL pattern;
* (F1-3) type VI
* |IPCL pattern. IPCL = intraepithelial papillary capillary loop.

Table 2. Diagnostic Effectiveness of WLI Versus NBI for Malignant Vocal Cord Leukoplakia

Statistical Analysis Malignant Leukoplakia

WLI NBI ¥2 Pvalue
Accuracy (%) 70.0 (84 of 120) 90.8 (109 of 120) 16.536, 0.000
Sensitivity (%) 60.9 (14 of 23) 226 (19 0f23) 2,681, 0.189
Specificity (%) 72.2(70 of 57) 92.8 (90 0f 57) 14.265, 0.000
PPV (%) 341 (14 of 41) 73.1(19 of 26) 9,648, 0.002
NPV (38) 28.6(70 of 79) ©5.7 (90 of 24) 3,146, 0.089

NBI=narrow band imaging; NPV = negative predictive value; PPV = positive predictive value; WLl = white light imaging.

Ni XG, Zhu JQ, Zhang QQ, Zhang BG, Wang GQ. Diagnosis of vocal cord leukoplakia: The role of a novel narrow band imaging endoscopic classification. Laryngoscope. 2019 Feb;129(2):429-434.



COMMENT FAIRE LE DIAGNOSTIQUE

* VOIE DE RECHERCHE
* AUTOFLUORESENCE

Florescence intensity
decreses with dysplastic
progression

400-430 nm

Hyperkeratosis and
epithelial tickening

Epithelial thickening
. Cell division
Apoptosis

Metabolic activity
and cell division

. Nuclear scattering

Micro-Vascularization
(recruitment of new
blood supply)

Decomposition (or restructuring)
of the of collagen matrix as a

A SR Healthy skin autofluorescence NMSC hypofluorescence

Mat Lazim, N.; Kandhro, A.H.; Menegaldo, A.; Spinato, G.; Verro, B.; Abdullah, B. Autofluorescence Image-Guided Endoscopy in the Management of Upper Aerodigestive Tract Tumors. Int. J. Environ. Res.
Public Health 2023, 20, 159.



COMMENT FAIRE LE DIAGNOSTIQUE ?

* VOIE DE RECHERCHE
* PROJET FLUOROCORD

* Objectifs : classification des lésions laryngées

par modele basé sur :

spectroscopie d’autofluorescence (AFS)
apprentissage automatique (QDA et ANN)

* Résultats encourageants :

détection des lésions cancéreuses
classification des différents types de |ésions laryngées

ler travail réussissant a différencier efficacement
lésions dysplasiques / cancéreuses —> utilité dans
guidage de biopsies / marges de résection

Nécessité d’'une grande quantité de données et
optimisées

Validation in-vivo et temps-réel

medRyiv : https://doi.org/10.1101/2023.05.11.23289778
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COMMENT FAIRE LE DIAGNOSTIQUE

* VOIE DE RECHERCHE

e Autofluoresence

02 04 06 08
Sensitivity

*

0.2 0.4 0.6 0.8
Specificity

Wu XM. 2018

Ni XG. 2016
Caffier PP. 2013
Crosetti E. 2012
Rydell R. 2008
Saetti R. 2007
Arens C.2007
Arens C. 2006
Li'Y.2005

Arens C.2004
Baletic N. 2004
Arens C.2004
Arens C.2003
Paczona R. 2003
Malzahn K. 2002
Eker C. 2001
Zargi M. 2000
Kulapaditharom B. 1998
Delank W. 2000
Zargi M. 1997
Zargi M. 1997
Harries ML. 1995

Sensitivity (95%Cl)
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097
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1.00

(0.78-0.93)
(0.86 - 1.00)
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(0.81-1.00)
(0.91-1.00)
(0.69 - 0.97)
(0.68 - 0.86)
(0.48 - 1.00)
(0.59 - 1.00)
(0.67 - 0.96)
(0.54 -0.96)
(0.63 - 1.00)

Pooled Sensitivity =0.91 (0.89 to 0.93)
Chi-square = 43.78; df = 21 (p = 0.0025)
Inconsistency (l-square) = 52.0 %
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Specificity (95% CI)

0.52
0.48
0.89
0.41
1.00
0.51
0.82
0.82

(0.32- 0.71
(0.29-0.68
(0.41-0.89
(0.26 - 0.58
(0.72 - 1.00
(0.35 - 0.67
(0.60-0.95
(0.48 - 0.98
(0.69 - 0.96
(0.75-0.95
(0.66 - 1.00
(0.80-0.98
(0.75-0.95

Pooled Specificity = 0.80 (0.77 to 0.82)
Chi-square = 130.64; df = 21 (p = 0.0000)

Inconsistency (l-square) = 83.9 %
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Ge MW, Ni HT, Huang JW, et al. Diagnostic value of autofluorescence laryngoscope in early laryngeal carcinoma and precancerous lesions: A systematic review and meta-analysis. Photodiagnosis and

Photodynamic Therapy. 2021 Sep;35:102460.



NOUVELLE CLASSIFICATION OMS 2017

* SIMPLIFICATION EN 2 GRADES DE LA DYSPLASIE
DYSPLASIE DE BAS GRADE C

¢ Présence « d’anomalies réactionnelles »

*  Absence ou de faibles atypies cellulaires, de
* Rares mitoses
*  Faible dyskératose

DYSPLASIE DE HAUT GRADE D

* Définie au niveau architectural par la perturbation de la stratification
* Alanalyse cytologique :

*  Présence de noyaux hyperchromatiques,

. Augmentation du rapport nucléo cytoplasmique

. Mitoses atypiques, en dehors de la couche basale

. Dyskératose avec cellules « roses »

CARCINOME IN SITU (CIS)

CARCINOME MICRO-INFILTRANT

 POURQUOI SIMPLIFIER ?

* Histopathologie laryngée différente du col utérin et de la cavité orale
* Variabilité interindividuelle trés importante

Gale N, Hille J, Jordan RC, Nadal A, Williams MD. Precursor Lesions. In: EI-Naggar AK, Chan JKC, Grandis JR, Takata T, Slootweg PJ, editors. WHO Classification of Head and Neck Tumours. Lyon: IARC; 2017. pp.
91-93.



LARYNGOSCOPIE DIRECTE

* DIAGNOSTIC POSITIF

* Quid des cartographies biopsiques
* Aide des systemes optiques
* Intérét de la fibroscopie interventionnelle

* ROLE DES BIOMARQUEURS ?

* Controle du cycle cellulaire

(M) Check for updates

State of the Art Review

AMERICAN ACADEMY OF
OTOLARYNGOLOGY-
HEAD AND NECK SURGERY

FOUNDATION

Biomarkers for Malignant
Potential in Vocal Fold Leukoplakia:
A State of the Art Review

Ping Wan, MD, PhD', Julina Ongkasuwan, MD?2,
Julian Martinez, MD?, Vlad Sandulache, MD, PhD?,
Defeng Deng, MD?, Jack Jiang, MD, PhD?,

Ortolaryngology—
Head and Neck Surgery

1-8
© American Academy of
Otolaryngology—Head and Neck
Surgery Foundation 2020
Reprints and permission:
sagepub.com/journalsPermissions.nav
DOI: 10.1177/019459982095725 |
heep:/fotojournal.org

®SAGE

Implications for Practice

Since REMARK was published,”*** we could evaluate the
quality of these 16 studies investigating biomarkers and their
relationship with malignant potential of VFL. However, at
this time, there is not enough evidence for any of the specific
biomarkers to serve as reliable predictors for patients with
VFL at risk of malignant potential, beyond traditional H&E
stammg, to 1dent1fy degree of dysplas1a Although further

that p53 p16 eyelm Dl IL-10, NLR OPN and CD44V6

CTNNB] and CTTN and FAK mlght be of partu.ular interest

Andrew Sikora, MD, PhD?, and Kenneth W, Altman, MD, PhD*

El-Demerdash A, et al.. Sensitivity and specificity of stroboscopy in preoperative difKim, D. H., Kim, Y., Kim, S. W., & Hwang, S. H. (2020). Use of narrowband imaging for the diagnosis and screening of laryngeal cancer: A systematic review and meta-analysis. Head & Neck, 42(9), 2635-2643.
ferentiation of dysplasia from early invasive glottic carcinoma. Eur Arch Oto-Rhino-Laryngol Off J Eur Fed Oto-Rhino-Laryngol Soc EUFOS Affil Ger Soc Oto-Rhino-Laryngol - Head Neck Surg 2015



QUAND BIOPSIER ?

Laryngeal Dysplasia: What does the Evidence Tell Us?

Flow chart 1A and B: Algorithm showing management options for laryngeal dysplasia reproduced with permission from Cosway and Paleri'®

Single foci | Laryngeal dyspl?saa Multiple foci, confluent

SURVEILLANCE ?
FIBROSCOPIE INTERVENTIONNELLE

on an anatomical and staged resection ¥ on an anatomical
template to a pathologist with low threshold template to a pathologist
for photo-documentation for rebiopsy for photo-documentation

"

Laryngeal dysplasia follow-up post-
excision (see follow-up guideline)

v

- Focal mild or moderate 4 Residual or Widespread mild or Observe or excise excision
RO [« dysplasia persistent disease — ® moderate dysplasia ~ > is favoured for:
¢ * Heteropgeneous texture
. * Erythroplakia
Consider radiotherapy if: Severe dysplasia or CIS « Features of proliferation
* Symptomatic disease
* 2 or more recurrences ¢
= Still smoki
« High anes&geﬁc risk Manages as T1 carcinoma with resection

« Patient preference
« Persistent or recurrent widespread
disease (especially in smokers)

A

Cosway, B., & Paleri, V. (2015). Laryngeal dysplasia: An evidence-based flowchart to guide management and follow up. The Journal of Laryngology & Otology, 129(6), 598-599.



QUAND BIOPSIER ?
e e

Laryngeal dysplasia follow-up post-excision

|
. .

Low risk: High risk:
Mild or moderate Severe dysplasia or CIS
dysplasia with no: Mild or moderate dysplasia +
+ Smoking one or more of:
+ Persistent hoarseness « Smoking
« Visible lesion « Persistent hoarseness
i * Visible lesion
Minimumm 6-month follow-up ¢
advise to return if change in Year 1: 2-3 monthly
voice or other throat Year 2: 3-4 monthly
symptoms appear Year 3: 3-4 monthly

Year 4: 6 monthly

\ Year 5: 6 monthly

Residual or p:'s'sm'?t Minimum follow-up standards:
disease (see dysplasia « Flexible nasal endoscopy
management flowchart) + Color photo documentation field in patient notes
* Low-risk lesions can be followed up by general
' ENT surgeons in peripheral clinics

Cosway, B., & Paleri, V. (2015). Laryngeal dysplasia: An evidence-based flowchart to guide management and follow up. The Journal of Laryngology & Otology, 129(6), 598-599.
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