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ZI0Ie - ZAB - BERE) Analysis of Expression of p63 in Cervical Neoplasia
Comparing with Other Immunohistochemical Markers

slolcystm o|micyst wa|stmal

R R

Min Yeong Kim, Sam Hyun Cho' and Moon Hyang Park

Departments of Pathology and 'Obstetrics and Gynecology, College of Medicine, Hanyang
University, Seoul, Korea

Background : The reproducibility in grading a cervical intraepithelial neoplasia (CIN) are not
perfect. The aim of this study was to assess the value of the immunohistochemical expres-
sion of p63 and the other biomarkers for grading a CIN (dysplasia and in situ carcinoma), and
diagnosing invasive carcinomas. Methods : Sixty six cervical specimens were immunos-
tained with the monoclonal antibodies against p63, Ki-67, p27***, and p53 to determine the
localization. Results : The p63 positive cells are well linked with squamous cell maturation
and the degree of dysplasia. In mild dysplasia, the p63 positive cells were localized to the
basal and parabasal cells, which gradually extended into the middle and upper layers in
moderate and severe dysplasia. p63 expression was strong in immature squamous epitheli-
um and invasive squamous cells, but was constantly absent in an adenocarcinoma. The Ki-
67 positive cells were scattered from the parabasal cells to the superficial cells in accordance
with the degree of dysplasia. p27<* expression was noted in the intermediate cells in the nor-
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;'_ pli mal cervix. In CIN, the p27¢"* positive nuclei tended to extend to the basal cells, but it showed
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no diagnostic consistency in an invasive carcinoma. p53 expression was also variable. Con-

a,l%,lﬁx} up B clusion : p63 is a useful diagnostic adjunct for grading CIN as well as for detecting microin-
© 133-792 AA] AETF HTHE 17 vasion and squamous differentiation in invasive carcinoma. However, immunohistochemical
gheFoetar o] el st W st expressions for the p27<** and p53 have no correlation with the grade of CIN and squamous
A3k 02-2290-8249 cell carcinoma.
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& Susksle Al talie LAt =] A& Ytk 2 Aol Ego] Hok™ 53] o] Wi LSILF A A%
CINZ Ag7H 225 #4d3s] Aste] v4d 72 44 2 7% 2dulote] v ExAl yog SgEm !l wak A%
e 5 glon), Wz #EA7kY ol7o] glof Aol FA &AM 2 BusElE RAES AA AU 94 ATAR
& oItk ek w4 WA, 954 ATAR AT A AR B2 A% wlel @ S grk! Ki-67 ol o2
AEE A HRFA] Wt FkE A LEsEHEEA HozAstety AR FAMEHFU(PCNA), cyclin E,
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3] o] offE  glom, FEAES HE wsks By 7 (CEA) 3} telomerase 50 7% YTk >4
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D). TS5 o345 A= 7IANES BIIAN T F
A0 M2 7t o ket Hek 94229% 9 85.9+12.7%
3, FAES 7HA A1) FEo] Hit 496+31% 2 HEEA
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Table 1. Mean p63 expression (%) and its distribution in normal cervix and neoplastic lesions

' ) Cell layer

Diagnosis

Basal Parabasal Intermediate Superficial
Normal 3+%(81.3£18) 1+(72+7.1) 1+(6.7£11.5) -
Metaplasia 3+(90+7 1) 1+(87.5+3.5) 1+(67.5£17.7) -
Mild dysplasia 3+(90£7) 2+(83.8+6.4) 1+(36.2£31, low 1/3) -
Moderate dysplasia 3+(94£29) 3+(85.9+£12.7) 2+(50£31, low 2/3) +(1x2)
Severe dysplasia 3+(84.9+21.1) 3+(91£1.4) 3+(91+1.4) 2+(30£8.5)
CIS 3+(91+1.4) 3+(79.4+21.3) 3+(79.4+21.3) 3+(38.7£38.7)
Microinvasive SCC 3+(95+0) 3+(95+9) 3+(95+0) 3+(95+0)
Invasive SCC, K 3+(86+14.9) 3+(86+1) 3+(86+14.9) 3+(86+14.9)
Invasive SCC, NK 3+(88.1+11.8) 3+(88.1+11.8) 3+(88.1+11.8) 3+(88.1+11.8)

*1+ to 3+, Staining intensity; Metaplasia, Squamous metaplasia; CIS, carcinoma in situ; SCC, squamous cell carcinoma; K, Keratinizing; NK, Nonker-
atinizing. ANOVA test p<0.05: intermediate cell layer (p=0.000073). superficial layer (p=0.0007).
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Table 2. Mean Ki-67 expression (%) and its distribution in nor-
mal cervix and neoplastic lesions

Table 3. Mean p27 expression (%) and its distribution in normal
cervix and neoplastic lesions

) i Cell layer ) i Cell layer
Diagnosis Diagnosis

Basal Parabasal Intermediate Superficial Basal Parabasal Intermediate Superficial
Normal/Metaplasia 1.8+4 126+6.5 0 0 Normal/Metaplasia 0 0 224219 0
Mild dysplasia 0.8+2 234+215 10.3+17.3 0.17+0.6 Mild dysplasia 6.3+15 57+£143 17.3+£252 14%44
Moderate dysplasia  3+£35 4294256 34+21 0 Moderate dysplasia 0 43+11 11+£30 0
Severe dysplasia 13+99 35+21 21+14 70£9.9 Severe dysplasia 0 0 0 83+4.2
CIs 1124128 33.1+£237 333+£235 32+249 CIs 13.1+£20.3 13.1£20.3 146+201 1730
Microinvasive SCC 54.8+19.5 54.8+19.5 548+195 548+195 Microinvasive SCC  125+15 125%+15 125%+15 125+£15
Invasive SCC, K 44+114  44+114  44+114 444114 Invasive SCC, K 75+15 75+15 75+15 75+15
Invasive SCC,NK  35.4+16.1 354+16.1 354+16.1 354+16.1 Invasive SCC,NK 22115 221+15 221+£15 221+£15

Metaplasia, Squamoua metaplasia; CIS, carcinoma in situ; SCC, Squa-
mous cell carcinoma; K, Keratinizing; NK, Nonkeratinizing. ANOVA test
p<0.05: basal cell layer (p=0.02), intermediate cell layer (p=0.003), super-
ficial layer (p=0.00001).
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Metaplasia, Squamous metaplasia; CIS, carcinoma in situ; SCC, Squa-
mous cell carcinoma; K, Keratinizing; NK, Nonkeratinizing. ANOVA test:
basal cell layer (p=0.23), parabasal cell layer (p=0.34), intermediate
cell layer (p=0.88), superficial layer (p=0.0003).
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Fig. 1. Representative cases of mild dysplasia (A, D, G), moderate dysplasia (B, E, H), severe dysplasia (C, F, ), and immunostaining
with p63 (D-F) and Ki-67 (G-l). p63 is expressed from the basal cell layer and inversely correlated with maturation of squamous cells. Ki-
67 positive cells are scattered in the parabasal layer cells in mild dysplasia (G), and extend to the intermediate cell layer in moderate
dysplasia (H), and to the superficial cells in severe dysplasia (1).
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A O
Fig. 2. The expression of p63 (B), Ki-67 (C), p27 (D) in microinva-
sive squamous cell carcinoma (A). (B) p63 shows diffuse immunore-
activity in the full thickness of intragpithelial carcinoma as well as
the microinvasive foci. (C) Scattered Ki-67 positive cells are seen
in microinvasive nests. (D) A few p27 positive carcinoma cells are
present in the microinvasive nests. The stromal cells and inflam-
matory cells are constantly reactive for p27.
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Fig. 3. Comparison of immunolocalization of p27 (A-D) and p53
(E-H). (A) p27 positive cells are mainly present in the intermediate
cell layer in the normal exocervical squamous epithelium. In mild
dysplasia (B), moderate dysplasia (C) and CIS (D), the p27 expres-
sion is down-regulated in the intermediate cell layer but positive
cells are focally scattered in the intermediate (C) and superficial
cell layers (D). There are a few p53 positive cells in normal exo-
cervical basal cells (E), mild dysplasia (F), moderate dysplasia (G),
and CIS (H).
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