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The Usefulness of p16™** Immunocytochemical Staining in ASC-H
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Background: The grey zone of cervical cytology, and in particular atypical squamous cells, can-
not exclude HSIL (ASC-H) causes diagnostic difficulties and increases medical expenses. We an-
alyzed p16™K“a expression in ASC-H liquid-based cytology specimens (LBCS) to develop more
effective methods for the management of ASC-H patients. Methods: We carried out p16™4 im-
munostaining with 57 LBCS of ASC-H diagnostic categories, all of which were histologically co-
firmed and 43 cases of which were compared with the results of a human papillomavirus (HPV)
chip test. Results: p16™“ immunostaining with ASC-H LBCS was positive in 20% (3/15) of cer-
vicitis, 25.0% (3/12) of tissue-low-grade squamous intraepithelial lesion, 75.0% (18/24) of tissue-
high grade squamous intraepithelial lesion (HSIL), and 100% (6/6) of invasive cancer cases. The
positivity of p16™“a in LBCS was correlated with higher grade of histologic diagnosis (r
p=0.000). The sensitivity, specificity, positive predictive value (PPV), and negative predictive value
(NPV) of p16™4a immunostaining for the prediction of tissue-HSIL+ were 80.0%, 77.8%, 80.0%,
and 77.8%, respectively. The sensitivity, specificity, PPV, and NPV of p16™2 immunostaining
plus HPV chip test for predicting tissue-HSIL+ were 71.2%, 86.4%, 84.2%, and 79.2%. Conclu-
sions: p16™K‘@ immunostaining as well as HPV chip testing with remaining LBCS with ASC-H are
useful objective markers for the prediction of tissue-HSIL+.
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Fig. 1. (A) p16™%“a immunocytochemical staining in liquid-based cytology is strongly positive in morphologically atypical cells. (B) p16™<*a im-
munohistochemical staining in cervical tissue is strongly and diffusely positive throughout the full thickness.
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Table 1. Result of cytology p16™“@ immunostaining according to
clinicopathological characteristics

Cytology p16MN«“a
p-value
Negative (%) Positive (%)

Age (yr)

<40 22 9(40.9) 13(69.1)  0.439

>40 35 18(561.4) 17 (48.6)
Histologic results

Cenvicitis 15 12(80.0) 3(20.0) <0.001

LSIL 12 9(75.0) 3(25.0)

HSIL 24 6(25.0) 18 (75.0)

Cancer 6 0(0) 6 (100)
Histologic p16MN«

Negative 28  20(71.4) 8(28.6)

Posve 29  7(4.1)  22(759) <0.001

LSIL, low-grade squamous intraepithelial lesion; HSIL, high grade squamous
intraepithelial lesion.
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Table 2. Clinical utility of cytology p16™<“¢ immunostaining and HPV
chip test

Histology results >LSIL(%)  =HSIL (%) p:'gﬁﬁf% )
Cytology p16™«“a
Sensitivity 64.3 80.0 75.9
Specificity 80.0 778 71.4
PPV 90.0 80.0 73.3
NPV 44.4 77.8 741
HPV chip
Sensitivity 84.4 90.5 90.0
Specificity 455 36.4 34.8
PPV 81.8 57.6 54,5
NPV 50.0 80.0 80.0
Cytology p16™<“a+HPV chip
Sensitivity 70.8 71.2 70.0
Specificity 89.5 86.4 78.3
PPV 89.5 84.2 73.7
NPV 70.8 79.2 75.0

HPV, human papillomavirus; LSIL, low-grade squamous intraepithelial le-
sion; HSIL, high grade squamous intraepithelial lesion; PPV, positive predic-
tive value; NPV, negative predictive value.
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Table 3. Correlation between cytology p16™¢“e immunostaining re-
sults and HPV infection status

Cytology p16™«“a

Total
Negative (%) Positive (%)

HPV test
Negative 7(70.0) 3(30.0) 10
Positive 14 (42.4) 19 (57.6) 33
Total 21 22 43
p-value 0.162

HPV type
16, 18° 5(33.3) 10 (66.7) 15
Others? 9(50.0) 9(50.0) 18
Total 14 19 33
p-value 0.482

2HPV 16 or HPV18 infection; °HPV non-16,18 infection.
HPV, human papilomavirus.
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