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Clinicopathological Analysis of Laryngeal Leukoplakia: Clinical Follow-up
and Immunohistochemical Expression of p53 and PCNA
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Departments of Pathology and Otolaryngology®, Asan Medical Center, University
of Ulsan College of Medicine, and Department of Pathology**, Seoul City
Boramac Hospital, Seoul National University College of Medicine

Laryngeal leukoplakia is seen in a number of pathologic settings such as keratosis without
arypiail KWOA), keratosis with atvpia(KWA), squamous cell carcinoma in situ(CIS) and invasive
squamous cell carcinoma, and it continues to be a confusing and controversial topic for both
otolaryngologist and pathologist. This is largely due 1o the use of ambiguous and inconsistent
terminology, the lack of unammous agreement on the definition of these terms, failure of the
clinician 10 obtain a representative biopsy, and the subjectivity of the pathologist interpreting
the biopsy. _

To evaluate the applicability of the expression pattern of p53 and PCNA in borderline cases
of histopathologic classificarion, we performed a histopathologic analysis of leukoplakia o includ
clinical follow-up, correlation of disease progression and degree of atypia, and expression of p33
and PCNA according 1o the degree of arypia.

Histologically, laryngeal leukoplakia included seven cases of KWOA, fourteen cases of KWA
(mild-2, moderate-8, severe-4), three cases of CIS, and one case of invasive squamous cell
carcinoma. Keratosis with atypia, a moderate degree or more, showed a strong tendency to
progress to invasive carcinoma(p<0.05). The degree of p33 and PCNA expression correlated with
the degree of atvpia(p<0.05). p53-positive cases at the initial biopsy clearly tended to recur and
develop into invasive carcinomaip<0.01). (Korean J Pathol 1996; 30: 318 - 327)
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Table 1. Histological classification of initial and follow-up biopsies in laryngeal leukoplakia

Histologic classification Mo, of
of initial biopsy CAREE
Keratosis without atypia 7
Keratosis with mild atypia 2
Keratosis with moderate atypia 8
Keratosis with severe atypia 4
Carcinoma in situ 3

Invasive squamous cell carcinoma 1

Mo, of Histologic classification
recurred cases of follow-up biopsy

0

0

HITE%) Moderate atypia(l)
Invasive carcinomal2)

A(TH%) Invasive carcinomai(3)

I 100%) Severe atypia(l)
Invasive carcinomal2)

1(100%) Invasive carcinomall)
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* Fig. 1. Keratosis without atypia(H
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't Fig. 3. Invasive squamous cell
. ™ carcinoma(H & E, = 400).

Fig. 4. Sirong immunochistoche-
mical expression of pS3 in a case
- of keratosis with moderate atypia
© (AEC, x400).
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Tahle 2. Immunohistochemical expression of p53 in laryngeal leukoplakia

Mumber of cases

Histologic classification

1+(=1%) 2+(=<10%) 3I+(<50%) 4+(=50%) Total
Keratosis without atvpia (3] T
Keratosis with mild atypia 2 .
Keratosis with moderate atypia 4 4 1 9
Keratosis with severe alypia 1 l 2 1 5
Carcinoma in situ 1 2 3
Invasive squamous cell carcinoma | | 1 3 2 8
Total : 12 9 4 6 3 34
Table 3. Immunohistochemical cxpression of PCNA in larvngeal leukoplakia
Number of cases
Histologic classification
1+{=10%) 2+(=<25%) 3I+(=50%) 4+({=50%) Total
Keratosis without atvpia 3 4 7
Keratosis with mild atypia 2 2
Keraiosis with moderate arypia 1 3 3 1 9
Keratosis with severe atvpia 1 2 | | 5
Carcinoma in situ 2 1 3
Invasive squamous cell carcinoma 2 3 2 1 8
Total 4 12 11 5 2 34
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Tahle 4. Resulis of follow-up biopsies and expression of p533 and PCNA

Initial biopsy SexfApe {;TE—?:aEr} P33 PCNA Recur Fl:::i]ﬂu;;}rup Ful;‘;; iF F{:E: A'"p
KWOA #1 M/ 56 50 1+ - MNo
#2 M/ 46 20 - 1+ No
#3 M) 64 10 — - Mo
ifd M/55 30 - 1+ Mo
#5 M52 20 No
#6 M/38 37 1+ Mo
#7 M/ 34 20 - 1+ MNo
KWA, mild  #1 Fjs0 2 1+ 1+ No
42 M/T0 40 1+ 1+ No
KWA, mod  #l M/57 20 1+ 2+ No
#2 M/52 30 1+ 1+ No
#3 M50 0 - 2+ No
#4 M/51 30 1+ 1+ No
#5 M40 ] 1+ - No
#0O M/T2 ] 2+ Yes KWA, mod. — 24
#7 Fiil ] I+ 3+ Yes SCC ND MDD
#8 M/46 10 - 1+ Yes SCC 3+ 1+
KWA, sev, wl M/43 20 - 2+ Mo
#H2 M/55 60 4+ 2+ Y SCC 4+ 2+
#Hi M/47 30 3 4+ Yes SCC 4+ 1+
#3 M/ 54 200 2z I Yes SCC J+ 2+
CIS #1 Fla0 0 2+ 3+ Yes KWA, sev, 3+ 3+
#2 M/77 0 2+ 2+ Yes SCC I+ 2+
3 M8 0 1+ 2+ Yes SCC 1+ 4

SCC M/46 40 1 Yes sSCC 2+ 3

MNote) KWOA; keratosis without atvpia, KWA, mild; keratosis with mild atypia, KWA, mod.; keratosis with moderate
atvpia, KWA, sev; keratosis with severe atypia, CIS; carcinoma in situ, SCC; invasive squamous cell carcinoma, ND;
not done, p53; — (0), 1+ (<1%), 2+ (<10%), 3+ (=50%), 4+ (=250%), PCNA; (0, 1+ (<10%), 2+ (<25%),
I+ (=30%), 4+ (=50%)
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