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* GPB: Ldp thugng mo co6 tdng gai,tang
sing va nghich stng.Mo6 dém c6 tham
nhap viém man
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Abstract

Background: The fate of patients suffering from laryngeal carcinoma is influenced strongly by the
stage of the tumor at the time of diagnosis. This factor is also critical for preservation of the organ. It
may be impossible to diagnose the tumor with the first biopsy even though the clinical and
macroscopic aspect suggests a malignancy.

Methods: In a retrospective study, we examined 468 patients with laryngeal carcinoma who were
treated at the departments of otorhinolaryngology at the University of Basel (B) (198 patients from
1983-1992) or in Giessen (G) (270 from 1990-1995). The number of biopsies necessary to confirm the
diagnosis was analysed and the follow-up of the patients was evaluated. Thirty of 32 negative
histologic samples were reexamined.

Results: Of 468 patients, 32 (7%, 27 [B] 14%; and 5 [C] 2%) required two to six biopsies to confirm the
clinically suspected diagnosis: Twenty patients (designated as Group 1) were diagnosed within one to
three months, and no patient showed a change of tumor stage within that time. Their first biopsies
have to be considered as "nonrepresentative”. Eight patients (Group 2) were diagnosed within four to
24 months and four patients (Group 3) more than 24 months after the first biopsy. Final treatment
and outcome in patients from Group 1 was unchanged by the time delay in diagnosing the tumor.
Seven of eight patients in Group 2 experienced an obvious progression of their tumor during the
diagnostic period, which led to laryngectomy in several cases. In four patients, diagnosis was
confirmed more than two years after the first biopsy. These were special cases such as development
of cancer out of a papillomatosis or chronic laryngitis.

Conclusions: A time delay of three months in diagnosing cancer of the larynx does not have a
significant influence on organ preservation and prognosis, even though especially in small tumors
suspicion of cancer should lead to a new representative biopsy as fast as possible to preserve the
larynx.
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Purpose

Laryngeal dysplasia represents a series of precancerous lesions, observed as
laryngeal leukoplakia. General agreement has been lacking for their
management and treatment ranging from simple biopsy to complete excision
with cold bladeflaser. In this work, we aim at providing the oncological
outcomes of patients affected by laryngeal dysplasia, treated with a single
modality, and at identifying clinical parameters predictive of malignant
transformation.

Materials and methods

We performed a retrospective analysis of patients treated with transoral laser
microsurgery between January 2005 and December 2015 in a tertiary
comprehensive cancer centre. Data were collected about smoke and alcohol
habits, site of the laryngeal lesion, surgical outcomes and progression to

invasive squamous cell carcinoma.

Results

The grade of dysplasia, margins'status and smoke habit were not associated
with a significantly worse DFS and a higher risk of invasive SCC. We identified
three parameters (supraglottic involvement, multifocality and history of more
than one recurrence of dysplasia) that have a significant prognostic value.

Conclusions

On the base of these clinical parameters, a more intensive follow-up might be

warranted for high-risk patients.
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| Riassunto

The classification and the most appropriate treatment of dy-
splastic lesions of the larynx continue to be controversial is-
sues. Aim of present study was to evaluate the incidence of
precancerous lesions of larynx, their potential to evolve in re-
lation to grade of dysplasia, and the most appropriate treat-
ment. The study is based on the review of a senes of 207 pa-
tients (157 (75.9%) male, 50 (24%) female) wnlh keratosis of
the laryngeal epithelium, with or without dysp P

La da.!slﬁcadane delle lfnam dupl'amche della laringe ed l-’
loro piit adeguato | c iscono tuttora arg

assai controversi. Lo scopo di questo lavoro é stato quﬂ'la diva-
lutare 'incidenza delle lesioni precancerose della laringe, il lo-
ro potenziale carattere evolutivo in rapporto al grado di displa-
sia ed il loro trattamento piit adeguato. Lo studio si é basato sul-
la revisione di un gruppo di 207 pazienti affetti da cheratosi del-

were divided into four groups, according to Friedmann's clas-
sification (1986), based on presence and grade of any dyspla-
sia. The follow-up period ranged from approximately 7 to 16
years. With regard to prog of the di 159 of the 185
patients considered were cured following initial treatment
(85.9%), whereas 26 (14.1%) had recurrences. Of the latter, 19
had a single recurrence and 7 had multiple recurrences. Pro-
gression o carcinoma occurred in a total of 12 cases, above all
in patients with the highest grades of dysplasia. Results emer-
ging from this study confirm not only that dysplastic lesions of

I'epitelio laringeo, con o senza displasia. | pazienti sono stati
suddivisi, secondo la classificazione di Friedmann (1986). in
quattro gmpp: in base a”a presenza ed al grado della displasia
e riscontrata. Il periodo di follow-up é risultato
compreso tra 7 e 16 anni circa. Pcr quanto riguarda I’evoluzio-
ne della malattia, dei 185 pazienti considerati, 159 (85,9%) so-
no risultati guariti al primo trattamento, mentre 26 (14,1%)
hanno presentato recidive. Di questi ultimi, 19 hanno presentato
un'unica recidiva, mentre in 7 si sono manifestate recidive mul-
tiple. L'evoluzione in carcinoma si é avuta in 12 casi complessi-

the larynx have the potential to evolve into frankly malignant
lesions, but also that this capacity to evolve is significantly
correlated with grade of dysplasia of the covering epithelium.
Therefore, the histological classification of precancerous le-
sions of the larynx, based on the presence or absence of atypi-
cal cells and on their severity, is clearly valid from a clinical
standpoint, representing. above all, an important prognostic
factor. As far as treatment is concerned. mucosal stripping at
site of the lesion is considered to be the t of choice for
precancerous lesions of the larynx. Nevertheless, in patients
presenting keratosis with a higher grade of dysplasia, it is man-
datory to consider more aggressive treatment.

P nei pazienti con gradi pin elevati di displa-
sia. I risultati forniti da questo studio confermano che le lesioni
displastiche della laringe possiedono un potenziale carattere
evolutive verso lesioni francamente maligne. e che tale capacita
evolutiva risulta significativamente correlata al grado di displa-
sia dell 'epitelio di rivestimento. Pertanto, la classificazione isto-
logica delle lesioni precancerose della laringe basata sulla pre-
senza o meno di atipie cellulari e sulla loro gravita presenta una

indubbia validita sul piano clinico e costituisce soprattutto un
importante fattore prognostico. Dal punto di vista terapeutico,
lo stripping della mucosa sede della lesione é considerato il trat-
tamento di elezione delle precancerosi laringee. Tuttavia. nei
soggetti affetti da cheratosi con displasia pin elevata sembra
senza dubbio opportune considerare la necessita della artuazio-
ne di un pitl agg
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Abstract

The dlassification and the most appropriate treatment of the precancerous lesions of the larynx continue to be controversial. It is an
established fact that the dysplastic lesions of the larynx have the potential to evolve into malignant lesion. It is also well-known that the
capacity of this transformation significantly correlates to the grade of dysplasia of the epithelium. The diagnosis, treatment, and prognosis of
these lesions depend almost entirely on their histological abnormalities.

Keywords: Leukoplakia, Keratosis, Carainoma in situ, Larynx.

INTRODUCTION

About 90% of makignant tumors of the larynx are carcinomas that often develop from premalignant lesions.! Therefore, early detection and
prompt treatment should thus prevent the development of invasive cancer requinng more debilitating surgical resection. WHO (World Health
Organization) defined premalignant lesions of the larynx as ‘morphological alterations of the mucosa caused by chronic local irntative factors
or referable to local expressoon of generalized ilinesses, presenting a higher probability of degeneration into carcinoma with respect to
surrounding mucosa
However, t has been marnmously accepted that the diagnosis of a premakignant lesions of the larynx must be based on the histological
characteristics of the lesion.? The histological dassification of premalignant lesions, most dosely followed for dlinical purposes, is based on
evaluation of the grade of hyperplasia and/or dysplasia of the epithelium. According to Hellquist et al.? a distinction can be made between
Grade 1 lesions, presenting hyperplasia and/or keratosis with or without mild dysplasia, Grade 2 lesions charactenzed by moderate
dysplasia, and Grade 3 lesions, in which dysplasia is severe or of such type as to configure caranoma in situ. This grading is based on the
classification proposed by the Kleinsasser in 1963 and later, by Delemarre,* distinguishing a first class charactenzed by simple squamous
cell hyperplasia, a second dass represented by squamous cell hyperplasia , with atypia and third dass represented by caranoma in situ.
Freidmam,’ proposed that dysplastic lesions of the larynx can be considered on the same scale as corresponding lesions of the uterine
cervix. Thus, this dassification distinguishes keratosis without dysplasia to keratosis with mild dysplasia (Laryngeal intraepithehal neoplasia
or LlN l), moderate dysplasu (LIN 2), a_nd severe dysplaua or carcmoma in situ (LIN 3).

A dassnﬁcanon proposed in L]ubljana, Slovenia, followed for more than 25 years, does ‘not follow the three grade cntena but was devnsed to
cater to specific clinical and histological laryngeal problems.5-7 The working group of the European Society of Pathology re-evaluated and
further formulated the histological criteria of Ljubljana classification in November 1997 in London, UK .The system is divided into 4 grades as
follows:

= Simple hyperplasia (SH) is benign group.

= Abnormal (AbH) hyperplasia is benign group.

= Atypical Hyperplasia (AtH) is potentially malignant.
= Carcinoma in situ is malignant.

Malignant transformation of these lesions is a well-known fact. Simple and abnormal hyperplasia is considered benign forms with 0.7% and
1% risk of malignant transformation respectively. Atypical hyperplasia is precancerous lesion in the essential meaning of the word, with 9.5%
of malignant alteration within 15 years.®




High-risk patients should be followed up in the same manner as T1 laryngeal carcinoma: monthly for the first year, two monthly for the
second year, three monthly in the third year and six monthly in years 4 and 5
Lo-vnskkﬁons-pMswhohavonidormd«atodymmwﬂmovubhlcﬂonofhomms.orwhoonnotsn\olunouwdbc
followed up for a minimum of 6 months. Following that, if the patient agrees then they may be discharged with instructions to retumn if there
is a change in voice or other suspicious symptoms appear. It should be noted that there were diverse opinions regarding the follow-up
duration of low-nisk patients. Some dlinicians recommended at least a 2 year follow-up, as the mean duration of risk of progression has been
documented to be of that duration. Others recommend early discharge from clinic, with open or early return should patients develop anxaety,
recurrence of their hoarseness, or ‘throat symptoms’.Radiation therapy has not been shown to prevent the progression

Premalignant Lesions of the Larynx and their Management

of dysplastic lesions to caranoma; in fact, it may even precipitate malignant degeneration. Therefore, radiation therapy should be reserved
for invasive caranoma. Due to multicentnicity of the cancer in hyperplastic lesions, random biopsies are discouraged. Exasion biopsy is
performed with special emphasis on preserving the structural integnity of the deeper uninvolved layers of the vocal fold and surrounding
normal mucosa (Fig. 4).%*

In the absence of caranoma, the most hyper plastic lesions occur on the superior or ventricular surface of the vocal fold.** Therefore,
dissection to the phonating edge of the vocal fold is not necessary for complete exasion. The lesion is carefully dissected of the deeper
layers of the lamina propra using eosephonosuacalted\mque(ﬁg 6). This minimizes the chances of adversely affecting vocal function
?uet%fextenswevocaifoldﬁbrosnsutheoorrueuonof procedure, the speamen is labeled and sent for senal section to avoid missing a
'ocus of caranoma

Difficulty in dissecting the lesions off the deeper layers of the lamina propria or vocalis musde suggests an invasive caranoma or significant
fibrosis from previous surgery.

Persistent or Recurrent Precancerous Lesions

The management of the recurrent or persistent premalignant lesions depends mainly on their histology.

= Recurrent, focal mild or moderate dysplasia should be exased if possible.
® Recurrent, widespread mild or moderate dysplasia can be observed or exased: exasion is espeaally under taken if there is change in
appearance (erythroplasia) or texture (heterogenous, proliferative features).
= Recurrent, focal severe dysplasia: should be managed as a T1 laryngeal carcinoma with resection where possible. Radiotherapy may
be considered by the multidisaphnary team in certain arcumstances, including:
= Patients who have had two or more recurrences
= Patients who continue to smoke
= Patients who have a high-nisk of anesthetic comphications
= Patients who have access problems for surgery
= Patient preference. ) » ) ) - )
= Persistent or recurrent widespread severe dysplasia: Radiotherapy should be considered as an option by the multidisciplinary team
and.duswssed with patients who have persistent or recurrent widespread severe dysplasia, especally in patients who continue to




Bai hoc

« Cac tdn thwong ¢ thanh quan thwéng co6 dac diém l1am sang,ndi soi,gidi phau bénh dac
trng nén chan doan nhanh chéng ,chinh xac.

. Tuy nhién,co 1 s trwong hop kho chan doan do khéng phu hop gilra Iam sang,nai
soi,giai phau bénh,dé dan dén chan doan sai lam ,lam cham tré diéu tri.

» Cach theo doi,xur tri tiép theo trong nhirng truo’ng hop nghi ngd theo nhirng nghién cru
dé phat hién sém nhirng trwong hop hoa ac.

« Xin y kién dong gop ,chia sé kinh nghiém cua cac thay co ,anh chi ddng nghiép dé viéc
chan doan,diéu tri,theo d&i nhirng trwérng hop sau nay tbt ho’n
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