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Pathogenesis of LSIL

* 80-90% [F—B P Rk
* 66-90%(Fhigh-risk HPVA &

+ 30-50%3p16 block (+)
« p16 block (+) — LSIL vs HSILIZ 85T EF4

Huang et al., Mod Pathol 2016

Wang et al., Cancer Epidemiol Biomarkers Prev 2004
Zhang et al., Int J Cancer 2007

Hariri and Oster et al., Int J Gynecol Pathol 2007
Darragh et al., Arch Pathol Lab Med 2012
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Morphology of LSIL
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» Papillomatosis
+ Acanthosis

+ Parakeratosis
» Hyperkeratosis
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» WHOT significant mitotic activityl& T 1/31ZFE B
LSIL®essential diagnostic criterial Z50 &
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Variants of LSIL
+ Condyloma planum / Flat condyloma@
s BEDEE. FHHKZE. koilocytosis (+)

s T1/3ICERERR F . koilocytosis (-)

Fu et al. Int Gynecol Pathol 1988

+ Condyloma acuminatum w

+ Spiked condyloma (* IJLRRIAE—DFTR)
- BEGERBE. FLBEKEE

» Immature condyloma/papillary immature metaplasia
* Koilocytosish\ BB IH A
* Papillary HSIL*¥°papillary SCCEMIRERITEER
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Flat condyloma

Condyloma acuminatum Z M1
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Condyloma acuminatum Z®2
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Condyloma acuminatum £ ®3
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Condyloma acuminatum & M4

Flat Condyloma + HSIL

HSIL
Flat Condyloma

Endocervical papillae ®
Flat Condyloma

22

23
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Flat Condyloma
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Pathogenesis of HSIL
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- —EBIZE AR, HFICCIN2TIZERDEEL?
Nasiell et al., Obstet Gynecol 1983
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Sciffman et al., Nat Rev Dis Primers 2016
TCGA, Nature 2017
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Atypical mitotic figure (AMF)

* Atypical/abnormal mitosis/mitotic figure
c BRREERIR(R)

« AMF &aneuploidy (Z%0F)(X55<+8E8

Nasiell et al., Obstet Gynecol 1983

* LSIL vs HSIL®D B L MEE

Richart et al., Obstet Gynecol 1990

- 2RISR D7/ LR R EM LA

Lengauer et al., Nature 1998
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Atypical mitotic figure (AMF) & mimicker

AMF Apoptosis

Ibrahim et al., J Clin Pathol 2021

HSIL vs LSILTAMF
DHEFRDIFLN
« TRM—2RED R R 8

* Aneuploidy% &R <HSIL
IZIZAMFAEL

Morphology of HSIL

* Atypical mitotic figure (AMF)
« WHOI mitotic activityh’2/1&kY) L |
HSIL/CIN2 essential diagnostic criterial Z52 &

*BROELGY. BIEOEN
« R E, ZZIER. N/CiEhn
« ChAEEM/NM/BIZREL T THHSIL/CINZ

s variationlIFmAEEDTHEBE L ELAIZ. . .
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Variants of NILM
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RELRIEE+EEAIL 22 y.0.
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EHIG® 34 y.o.
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@ NILM
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High-risk HPV RNAscope® [Z14%
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Glandular involvement ??
50 y.0. LEEP
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50 y.o. LEEP
Glandular involvement ??
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CIN2 vs CIN3
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» Thomas C. Benign Diseases of the Cervix. &
Precancerous lesion of the cervix. In. Kurman RJ. editor.
Pathology of the Female Genital Tract. 7th ed. New York,
Springer-Verlag; 2019.p. 193-313

* Herrington, et al. Tumors of the uterine cervix. In: WHO
Classification of Tumours Editorial Board. Female genital
tumours, Lyon (France): International Agency for Research
on Cancer; 2020. pp. 336—46. (WHO classification of
tumours series, 5th ed.; vol. 4).
https://publications.iarc.fr/592.
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Companion meeting 9

HSIL O\ x—3 3

BERERLR AR AR R EE e EER

AFHFONE
1. HSIL resembling LSIL OURLERIREID
* poor reproducibility
9 Thin HSIL (inter/intraobserver)

* interpretation of p16

3. Papillary HSIL
4. Keratinizing HSIL
5. Pleomorphic HSIL

(M B RBEIShe T

66
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LSIL J{looHSIL
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P16 block positive
— HE jii & &7+ T HSIL (CIN2)

A
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7¢_ELIAME not block positive
— HSIL &idnz iz
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Rl— Pz HSIL (CIN2) + LSIL (CIN1)
2. HSIL (CIN2)

pl6

B-C

P16 block positive area

HE jr K HSIL (CIN2)
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28 HFOEIE

® NiLM

@ LSIL

@ HsIL

@ HSIL/CIN2 7EI7 integrationf¥> TL\
ZEBONDHS. low risk HPVOITHIEE

HSILEERCEN 20, RISHEL (B
&) BEETER. EX METHDIHE
MHRRGIEEE T TR, REREIRKIE
B (FiRPHPVIRE) 8D THELEZWED
3T,

LSIL vs LSIL-like HSIL (CIN2) D#EL &% )

P16 1. FEHEDBEIZIE LSIL &3 2DIZH% D

p16 B33 LY HSIL Tld/a\v — HE 8K % |

(HE T HSIL 2%55& % 212354 p16 ki hEiL Tiddh 3)
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Thin HSIL

T =T IBUTORh SRS
£ % o i HSIL % (WHO 5th)

6 ~ 9 JEOYE HSILL AT 5013 §
fHLED, <SRBT LIELIEEE LY

81

Thin HSIL
* 9 Ll FO)EX (WHO 5th)
o TROLNBRROA (19%), SCJ (65%), NEEHE + SCJ (16%

P16 S fufuns
+ common £ 25T, classic HSIL LiR{ET D2 PN BB

* p16 BEIGHI atypical immature squamous metaplasia”
LBWIEN TOIIRED LAY

* non-high-risk HPV OJE##%  20-25% (classic HSIL Tl 4%)
“possibly carcinogenic” (HPV53,54,73,82)
“potentially carcinogenic” (HPV 68) - Reich O, et al. Int J Gynecol Pathol
“not classified” (HPV44) (2016) 36: 71°75
— HPV test Tl@ﬁ{l:fiéﬁlﬁﬁﬁ ¢ Regauer S, et al. Histopathology

. . (2019) 75: 405-412
— classic HSIL XV less aggressive ? . roonuer S ot al Am J Sure pathol

(2022) 46: 519-527
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Thin HSIL

g Tai A . pl6

85

HSIL 340220 pathway (ki)
HPV DNEG LD L O AEIZ A SN D

| :Mature squamous metaplasia '_ LSIL————— HSIL

Original squamous epithelium

:

Reserve cells of the
columnar epithelium Thin HSIL Thick HSIL
Early/immature metaplasia ]

¥

Regression?

Am J Surg Pathol (2014) 38: 1579-15680

Thin HSIL (347 &0k 3 25% ?

@ thin HSIL 2M& &R IZEA%EHIL T classic HSIL I 1T 54 (44%)
— thin HSIL ?° classic HSIL 2725 o) ek

@ XD classic HSIL A& F H IR L TR RO FIZEIVZATE
D% BB REdk:

@ N HGE O THIRITHYNNT S thin HSIL (85%)
SRS EED T AR LR bR R Ttk 7 R
5723 thin HSIL (15%) — regression?

* Reich O, et al. Int J Gynecol Pathol (2016) 36: 71-75
» Regauer S, et al. Am J Surg pathol (2022) 46: 519-527

86

Thin HSIL W EORE

thin HSIL vs atypical immature metaplasia/reserve cell

hyperplasia i%. HE 7213 T30 EL L (ZEAERATHE?)

« “atypical” XSO HWIE =B
« 2 p16 ZHDIZNEVNTIZNDH ?
* P16 HHE¥REEN D immature metaplasia/reserve cell hyperplasiakld ?

(EZIE =)

Immature metaplasia/reserve cell hyperplasia T

« JTBHESEIIZ “atypical” or “atypical PEIPES”

- #lg# T ASC-US, ASC-H, HPV(+) TH-oIEk

« T “HSIL” LW 7t O MSEYIBRIZ T HSILA AR L X

BEAREIESNTOET N ?
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@ NILM

@ LsiL

® HSIL

@ Atypical squamous epithelium, need to
re-biopsy.

@ HSILEERICEL DN, RIGHEZL

(BfEae) #FETER. EX b

ETF AT hERERE S T
HSILGERI(CEN DN, RISHEZE(L (FHER
&) BEETER. EX METHDIHE

© PEISIEES T TR REREIRRE
] (EEHPHPVIRE) BEHTHELEZWED
3TY.

+ Thin HSIL 293 DRHBEVHZ 2R L TR EPRLHEE
» HETHINZZWT 3 2 L EIX M0 — pl16 A

95

P16 (+)

HSIL (thin HSIL)
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pl6 (+)

Wi

Papillary squamous cell neoplasm, see comment.
FIBOADOWTH DI, papillary HSIL & papillary squamous
cell carcinoma D HHEHE,

S
M $EYIBR 1T : HSIL with focal papillary growth
MV Rl
S
HSIL with papillary pattern (papillary HSIL)
S

BIEMi# 44E107H #ildi2 NILM TRGE
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EPT T e Papillary HSIL O 3I%W; |
HSIL with papillary pattern (papillary HSIL) s . Pl 1 : e, i

A

« HSIL 7% endocervical papillae % #% 78
5L, FHIRBEERTIELHHD

« R, BEHER 0 B PEORBN AL AEAE L
EHOEZH T IR RS

* AR —2 %3 P b B2 BRA
LTh62iT% CERTIIUIUTHED

"BV,

A‘. e A
Papillary endocervicitis
101 102
Paplll;jy nfmiature squam‘ouf =1ne‘ca}j1;:181a (1mture condyloma) 6 Keratinizin g HSIL

» Low-risk HPV &Yz k%
+ Koilocytosis {3 AW
- UXUITERBIZ—BoOMH_E PR
* p16 13FJE /T sporadic, pacthy

* Ki-67 index 13KL, RGN 1h
Hong SA, et al. Arch Pathol Lab Med (2018) 142: 973-981
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W&Plepmorphi SIL

SR AT
=
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HPV &I L 5
Bizarre fi‘*ﬁﬁﬂﬁ

Intraepithelial squamuos maturation (ISM)
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Pleomorphic HSIL

« HEWSMIER « 212 B2 B PEOIR O H725 HSIL

« AR ONLE D £ <BURERER

« AR ki-67 Jetatkidbk 2
— —¥kl¥ degenerative phenomenon

« HPVIRRIZ X DO IEEAL

intraepithelial squamous maturation (ISM)

« AP INDIRCHERE, BgaRPEDOBMZ IR, NIPEEESE, ISM
FRFRIEIEIRZ @

Stewart CJR. Pathology (2017) 49: 465-470

AHDOELD
LSIL %iftlo> HSIL

» LSIL & B oz, PUIERZZT T, BB 50 R
UG DA W HER T 5,

* p16 [EtkTh T HSIL 2B T3

 p16 BB 81X LSIL, LSIL-like HSIL O8Nz i f- 3

Thin HSIL
* HE 723 T3 Wi W R I LB L0
« TTZ O REHA RN T p16 THER

Papillary HSIL

Papillary SqCC ZHEFIZERIL THSZM — ZERIZTTOBMNIfERK

Keratinizing HSIL, pleomorphic HSIL
Wil % RAL%, ZokH7 HSIL 2352 LA HIZB W TEL
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" Low-risk HPV vs High-risk HPV ~ _

FAHRRBOH ? A==

e
High-risk HPV & Low-risk HPV T Rb

JLABRDE7 5 > )N IDRbY > )\
NDEENBIURbDAERNNERD

EVbNTWVWS e =

Low-risk HPV TIZE2FDSE AL HMEE @
SR

= HERIBTENEE RN

=p16NK4a(FFEIR L 7R ™ s

PNAS 103 (2) 437-442, 2005 CFecTeQ‘id https://BioRender.com
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