Basic study on factors to affect cytological diagnoses of the oral

exfoliative cytology
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Abstract

Cytomorphological analyses to 2 factors which affect cytological
judgment were performed; the effects on cell findings by which the
difference in the method of manufacturing cyto-diagnostic specimens and
deep-layer squamous cells depend on cytological judgement in screening.

In chapter 1 study, the aim of this study was to compare cytological
findings between conventional cytology (CVC) and liquid-based cytology
(LBC) using cytomorphological image analysis. Cytological specimens were
collected from 20 patients (negative for squamous neoplasia in 10, dysplasia
in 5, squamous cell carcinoma in 5) and 5 controls of the tongue between
January 2017 and December 2018. Two different preparation techniques were
investigated cytomorphologically for CVC and LBC (BD Cytorich™). LBC
showed significantly higher cell numbers than CVC for all lesions. LBC-to-
CVC ratio ranged from 9.52 (hyperkeratosis) to 1.87 (superficial cells in oral
squamous cell carcinoma (OSCC)). Nuclear area of normal, hyperkeratosis,
and inflammation were significantly higher in LBC than those of CVC.
Hyperchromasia was significantly more frequent with CVC than with LBC

for hyperkeratosis, inflammation, dysplasia and OSCC. There was no
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significant difference in circularity between CVC and LBC among all lesions.

In chapter 2 study, the aim of this study was to clarify the cytological
characteristics of deep-layer squamous cells by cytological classification
and to quantify of subjective diagnosis in screening. The subjects of 384 oral
cytology specimens obtained from margin of tongue between January and
December 2016. The cytological images were analyzed using an image
analysis software to quantitatively measure the cell and nuclear area, N/C
ratio, nuclear irregularity and hyperchromasia. Deep-layer squamous cells
were seen in 27 cases (8.6 %) of Negative for intraepithelial lesion or
malignancy (NILM), 1 case (2.0 %) of squamous intraepithelial lesion or
malignancy, 8 cases (40.0 %) of OSCC. The average nuclear area was
66.0um? of NILM and 82.6pm? of OSCC. The average nuclear irregularity
was 1.25 of NILM and 1.29 of OSCC. A significant difference was found in
the nuclear area and irregularity indexes between NILM and OSCC.

To summarize the two studies, only one cytomorphological disadvantage
was seen with LBC, in the form of decreased hyperchromasia in chapter 1,
and the nuclear area and nuclear irregularity index of the deep-layer

squamous cells were higher than OSCC as compared to NILM in chapter 2.
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Rotg ke
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SO b R (OSCO) id it Tk — 2 Il I G £h, FERICH
PE 270,000 B, % 143,000 51 23% £ 97 5[1] [2]. HLWIERIE DR BIZH
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1. B E B

O BEC M EHE 2017 4 1 A 205 2018 4 12 A £TIZH AR K75
FAT I 99 e (2O I 32 K OV BEAR A% 52 I & S i L 72 20 1] (IE 7 K OB
PeEd D ik b 2N R A B M IE B ME A B 23 72 W onegative for
intraepithelial lesion or malignancy (NILM) 10 5], b Bz PN 35 4 9% 28 & %
UM B R M B R AH 24 s squamous intraepithelial lesion (SIL) 5 %1, & b
B¢ & squamous cell carcinoma (SCC) 5 ffil) &L7=. NILM X% JE 5 B & Y
W AALIE 5 B DR STz, HE R E 5] OFE M 1T Table 1 (278 L72. 20 44
DOFEMILHME 10 (F¥) 5512189 5%) && M 10 (K 63.91216.5 %) T
boTe. XERITMIZ AT % W B Z 2B 570l pAAITEn
7ol e O B2 U7c. xFROE, e E AL 10 # (CE¥%) 36.0%
13.773%) ofFRLIZECEARELIL. RN 2T EE KR E 2 FH O
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(1) 7 e £% B ik

A OfR B BT O MR AR 22 B A 7 7 v (Orcellex® brush RT; Becton,
Dickinson and Company, Tokyo, Japan) [19]I1C°C, /WA % 10 [E[#Ewm L7z, 7
NTOREARFERNIAT Y MY T B TIT 272,

(2) A E Rk

CVC &, 77 THRIMLIEMIE 2 E LN AT AR T T AZEBIRL, 95 %=
X )= VIR RICIR B E E %2 3 FEfIATVY, #{EI29€E > T Papanicolaou (PAP)
Yt ZiTo7-. BHEEOT7720% LBC HHE E#K (CytorichTM red; BD)

(2= & [ % 30 74T o7, LBCAEA/ER (BD CytorichTM as SurePathTM
manual method; BD) (Z~=27 MWt ->TiTo7=. 7725, LBC M
EWR X 2,000 rpm T 5 oy fHE OO BEEZITV, EIEZFEIEL. 512 500ml
DIFRKZBMLU TR ERHEL, HHATARTIRCTF v =2
THEINLS® 10 S ME L. ATART IR L0 EIEEFEFEE, 100 %xT¥/—
NEEWRIZEY 2 BvEE L. REL=2 ) — VK EZRER, BIEICEW
Papanicolaou (PAP) %:fa % 1T -7z,

(3) Al e ) & K OV BRAR 4% 72 I

AR E (X 1T N O R A & 2 AL B ool i 32 55 Y i B 1R I2 K0T o

fo MRS Tl R, Ml oA, B, A OMRE el 22 L. B
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eI 2 AL Eo PR EIZXY, WHO [20]10 2 ZHERLL CT1T
oY gV e

(4) il fed 77 e 1 45 g A7

BEATARH T AL, P REFLAEITH YL X 40 15T 10 $15F 0 IEH i 55
BUZOWTREMf L7z, 10 B o MBI 25t L, 1| ESHZ0FEY 50
A e DL b 20 e RE AR AR AT IS L7e. 72, CVC & LBC @ H BLAH i £ o
R AZR M U, FAE bR SRR E, £ 2 N Ok A &R0 E2 5
R EIZ Ko Thiri &7z, OSCC JE # O R ¥ b Bz 28 i 1%, 2R g i &
F AR B BRI U MR, BERICE ARG STk RET
B EE H 7Y 2V 1 A7 DP74 (Olympus, A, HA) Oxt#L 2 X 40 1512
T _NCH—FHFICHEEL TRE L.

P LI EmB OFEM X, fR1G SRR 4,080 pixel #iE 3,072 pixel, #x ¥ 40
PHIIAE 440 pm #t 331 um Thoiz. BEMEHNT Y7 (cellSens® software;
Olympus, H 5, HA) (S CRHIL7-. W& AT 1%, #%mfs, iRt &%
FEAREEMEEICOWTHMEAL L.

(5) e 7t 7 B R AT

T RCOM B AEHT 1X SPSS for Windows version 14. OJ (IBM, Tokyo,

Japan)|ZL > TIT o7z, #EFHAEAT I Wilcoxon signed-rank test, the Kruskal-
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Wallis test & Steel-Dwass test Z /2. p < 0.05 A BEZEZHVEHELT-.

R
1. 5l e fir A
REWM ML E E % Fig.l [ZR-T. T XTOEHR T CVC (Figs. 1 (al)-
(d1)) LE# LT LBC (Figs. 1 (a2) - (d2)) I3A BICEZLOMBWENRDS
A7z, LBC TH T 2T HI B B FEVE RN A DAV AY, il ja ) E 1252 BT 7o 7z
FhEDRERI T LBC LK IE M K OB 5 AR5 L Cnie. il A (LIE T
X, AE R EEAR R EEMRAEARTHY (Fig. 1 (al), Fig. 1 (a2)) ,
CVC TIIAMRR LM EAEROEHANTERSNA TV, CVC
(Fig. 2 (al)) &th#ZL T LBC TIERO0AHLAI B %, HIBR 70 N A & &
R IR 7e~F o2 2 LT (Fig. 2 (a2)). RAE TIEWTIICH B B £ E
REBETDHIIEOLNVTEAN R EEMREME R DBl (Fig.
2 (b1,b2)). LBC TiX, #ll & 2390 37 LR fa & & OMZ 0 B S TLHE L Tz
(Fig. 2 (b2)). bR MR K TIE, CVC 1T Bk B & 23D 7L, £EAR T
b B SR B o> i B B AN RS, B N B S , Ja~ T DR Yy i
i Y5 N/C e KRB oL (Fig. 2 (cl)). LBC TiH Al L7z Jg il
53

UMM O fx RN HALNDDN, BENREIED CVC KB R T

\|
/|
I
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bo7lz (Fig. 2 (¢2)). OSCC TIEEAMEDZEENNTHIZHE OO
(Fig. 1 (d1), Fig. 1 (d2)). CVC TII&E A R ¥ b Bz B8 o & 5% g B R,
b R BN B 28R A L (Fig. 1 (d1)), T LBC TIXEMR AL T
W= (Fig. 2 (d2)). B 1X LBC O 7 S BE CTH AL, 2% E i B E

M H BT (Fig. 2 (d2)).

&

e 1] 4 f% A

=

2. A ha

(1) #5 A 1 vk o0 bb s d

i i B B T {5 A T O R A {E LR IS XD M S A Table 2 (2R T,
KOV RTOE AT LBC 1% CVC &L THEICHE WA Blssh
7= RG] CH T 58, A LIE ORI B E DY OSCC LLA il Ik B L bk
LTCVC (21.27) £ LBC (202.40) 0O\ b H F IV 2h-7-. LBC & CVC

(FaE A AL AE (9.52) 2B OSCC OR R R E R ZAMI (1.87) @
HPH ThHoTe. BEHBMICEW TR ZF ICEE KPR OONZDIEL CVC
(57.99) & LBC (74.95) OWTNHRIE Tholo. ZLTWT DR B O

mfED LBC 25 CVC &L KEWME A 2H Y, R, @A e, KIETH

3

HENROLNZ. RN, KA DO CVC (173.59) & LBC (157.36) @
WFHIZH, $WT CVC TD OSCC D3 &R b jz BRI TR 5

iz M AALE, RIE, EREMERE R, OSCC O g Al - g &R ¥ LRk
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FAMI AL O CVC X LBC KL A BICEME ThoTo. I A EILT X TOH
ZTLBC X CVC Kb &E<, I LBC ORIE (23.64) & OSCC DiFE )= 7l
f o B R BRI (18.18) THRBRICEME CTho7-. HIEEIZSWTIE, W

THNOHETHIEAMEROENTH EZITHDOLNR) T2,
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Table 1 #¢ #& JE B D — &

Case  Age (years) Sex Location Cytological diagnosis Histopathological diagnosis

1 25 Male  Tongue' NILM? -
2 23 Male  Tongue' NILM? -
3 31 Male  Tongue' NILM? _
4 48 Female  Tongue' NILM? e
5 53 Female  Tongue' NILM? —
6 24 Male Tonguel NILM?> Inflammation
7 63 Female Tonguel NILM? Inflammation
8 83 Female  Tongue' NILM?> Inflammation
9 35 Male  Tongue' NILM?> Inflammation
10 44 Female Tongue' NILM?> Inflammation
11 76 Male  Tongue' NILM> Hyperkeratosis
12 84 Male  Tongue' NILM?> Hyperkeratosis
13 88 Female Tonguel NILM?> Hyperkeratosis
14 36 Female  Tongue' NILM> Hyperkeratosis
15 41 Male  Tongue' NILM?> Hyperkeratosis
16 64 Male  Tongue ! STL3 Dysplasia
17 61 Female  Tongue' SIL? Dysplasia
18 70 Female  Tongue' SIL? Dysplasia
19 54 Male  Tongue' STL Dysplasia
20 60 Female Tongue' STL3 Dysplasia
21 71 Male  Tongue' scc! 0scc’
22 52 Male  Tongue' scct oscc?
23 50 Male  Tongue' scc? 0SCC*
24 56 Female  Tongue' scct oscc’
25 78 Female  Tongue' scct 0SCC’

! Margin of tongue

? Negative for intraepithelial neoplasia or malignancy

3 Squamous intraepithelial lesion

4 .
Squamous cell carcinoma

> No biopsy was performed

% Oral squamous cell carcinoma
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Table 2 T RAM A2 & IR AL B A MG 52 12 F6 1T 2 il i 1eaj 45 #5847 368 2R 0D s 22 [ L

Nuclear findings

Histopathological diagnosis Preparation method Cellnumber  Area (um®)  Hyperchromasia  Irregularity  Circularity
Normal CvC Ave! 27.53 38.04 90.33 11.09 0.75
SD? 2.77 7.82 23.80 3.09 0.19
LBC Ave' 248.60 50.05 125.33 12.56 0.76
SD? 19.04 3.83 21.34 2.81 0.01
Hyperkeratosis CcvC Ave' 21.27 35.21 88.27 9.97 0.66
SD? 4.86 8.62 12.19 2.40 0.10
LBC Ave! 202.40 49.55 68.91 10.61 0.67
SD? 35.00 9.05 13.76 4.07 0.16
Inflammation CcvC Ave' 29.93 57.99 173.59 18.15 0.69
SD? 8.03 15.20 15.48 5.04 0.09
LBC Ave' 281.20 74.95 157.36 23.64 0.77
SD? 59.56 26.39 27.95 27.14 0.10
Dysplasia CcvC Ave' 25.53 49.56 85.18 13.69 0.65
SD? 9.24 17.73 21.96 4.57 0.14
LBC Ave' 236.47 50.03 76.11 15.36 0.70
SD? 62.00 7.87 24.79 4.81 0.17
oscc CcvC Deep cells Ave' 41.33 53.73 116.82 13.41 0.70
SD? 14.59 18.55 26.62 6.28 0.15
LBC Ave' 312.27 54.52 75.03 14.53 0.72
SD? 46.87 20.28 25.79 3.56 0.12
CvVC Superficial cells  Ave' 17.23 48.32 138.17 15.16 0.74
SD? 3.48 15.40 23.89 3.79 0.11
LBC TAvel | 3215 53.02 98.82 18.18 0.75
SD? 6.49 15.37 29.07 4.55 0.11

2<0.05 (Wilcoxon signed-rank test). Bigger values are colored in gray.

! Average

2 Standard deviation
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He) o> i He T B 1o A5 i BT A i L, Bl R R L2

BB E Bl R U85 &

1. R E B

ARBFFRIE, B A KA P ol 2 E5 AT 8 6 e e BL 2 W BRI BV T, 2016 4R
1 A72252016 4 12 A O 1R BRI E i STz 2,072 fEO#E EIZ LM 2
(EHEBHIE) DD, FRENOR R PE RS- 384 il (21K D 16.8 %,
HAEBI D 46.4 %) ZHRAE B E LT, AR, ML £ M ke D 4 BB ST
ClE, NILM:314 JE i, Low SIL (LSIL): 48 Jif %1, High SIL (HSIL): 2 JiE 5,
SCC:20 JEFIT, V¥ FEHn A 63.7 ik (6-98 %), HVE 152 4, &M 232 4
Tholz. RAFFETiE, LSIL & O HSIL # X4y, Lo TSIL &L7-.
Jg TR V- b R R BRI, NILM Bf, SIL B, SCC £ o> 3 BEf T fiF AT L7-.
AR EIARFEMEEZBE S OKRBEHE TIT o7 UKk & 5 EC18-15-14-
033-2 7).

2. ik

1) i B 32 A AR oD A B

M ZREOBRBICIE, 5 #HE M2 B H~ 72 Cytobrush Plus
(Medscand Inc., Florida, USA) M H &7z, 95 % /) — /LICLDIZ 1 [H

ExEK 24 FFAT 72, BIKIX WZHEVY PAP e A A3 i AT 7z, /b e~

18



~hxI Uy 5 (bR S, BT, BAR) 2L, BkeaziT o7,
7B, YRR 3 4y, (M LIZKIEKIZT S 3 T o72.

2) il i 45 D Hix 52

Xf G Lol 384 519X TD PAP Y A AT ARH 7 AFEARIL 1 4 O L2
BP9 o BL £ 23 1E 57 B A BF B 85 BXS1 (OLYMPUS, B 5T, HA) 12Tl
f2 A7) == TR DR EFER ORI L X 10 500 ETBLZEL, B O
ML LR ORI Y T oM E 5 B L.
SO EAROF T -MARE b (N/C ) A3 D TR Wil i
FHQ: M ENT ANV — R YT 5 ha
BRAN G [ E AR BRI R M A X7 L7z

MAITEE —E R OFRMF TR SN, WLl BgIx, %243
SO LS H M EE SR A LIS IR IR AL (FE) LA
DIFRET ITARLEBNZHER L. R ELE O 5 42BN RER ¥
b BRI DRI (2N D & I L7 A e A H L7z

3) i Hel {5 o 1] 42 fiRE AT

#0 i fg o fi# T 1%, Imagel (version 1.51i, National Institutes of Health,
Maryland, USA) % M\ 7. Ml Bl &A% 200 1S B8 R AT O %t G2 &7 2 8 Ik

(B.LfHMk) Z2REL, WA OMAT 21T o7z, WM TIX, #imHE,
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ML A, N/C b, B AR EORELZR M L. ZEAREORE LB 45
B2, 777X 0Vf#EHNT (box counting 1) ICEVWE HEINZT7T77X VIR T %
Wiz, B ik, oREEZEH L. BoREN L, RELE
B {2 % 8 bit L —A7—/L (256 M) WBRICEHBLEOHELZE L,
B0 RS L2 3 T 2 B FE O S i & U7, 1, A A 45 R 28 B AR LB~ oo il
T B0 5 23 B B TR W B R AT DR AN LT, B RERIICH B &
EROTHOIE, WM EIZESKHOTR (R KEER/NMEEZET) Lik
MXEEQT 772 ER L.

4) B 7T R R

MEFY 7R =7 (R version 3.3.0, the R Development Core Team) % H \»
THIJR 2 & B (NILM, SIL, SCC) O CHEFZHAEEZR EE2IT-
7o, VRE R S b B oo Y B SR 1%, Pearson's Chi-squared test (2 CHE T
Lzt, BB ENb-7-F% Ryan's method ZH W THE L. FEA R T
b Bz AR 23 H B L T2 E B 05 B MR AT R G I AN E EN TV DRE BINIZ T D
TR JE R b B AR o0 1 E 1 3720 o BLE B X, ek S 51 23 1 E B TH
-7= SIL ZFr 4L L NILM-SCC f#] C F test #1T 5714, Student's t-test {ZTAT
Sfc. M R, MM R, N/C M, B R EORE, B oR g

Bartlett's test (& K25 4 # O ¥ — M & fiff 58 L 72 %% , Tukey's honestly
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significant difference test (C TR EZIT 7. HE/KAEIL S %L F &L,

R

1. B TR V- b B oD H B 88 B

X G Lol 384 Bl DS, VRIE TR - b BRI 28 B U 72 E 451 55 (B T
1% 36 51 (9.4 %) Tholo. FEMIZ, FEEF b (HEERZE) 64.1 % (14.7),
TR ELPE 20-85 7%, B 10 £, & 26 4 Th-odo. ML 2 & B o0 E TR
- b B R H BRE B £500%, NILM:27 SEB) (8.6 %), SIL: 1 JEH (2.0 %),
SCC:8 JEH] (40.0 %) ThH-7=.

2. TRJE R S b BeRE R oD H Ao RE T 18 AR AT

] 15 i AT kb G2 L LT R T TR o B R Rk, R 168 fE (30 JEH), DN
FRIE NILM 126 fE (22 %E 1), SIL 3 fE (1 FEH1), SCC 39 # (7 FEHI)TH
o72 (Table 1). FEMRF ¥ MRS B UIZGE B D55, AT kb 5250 i
e ENT 1 SEF BT o W BLE oo %)%, NILM7.6 {#, SIL3.0 f#,
SCC5.6 fH&7eo7=. 1, SIL T3\ T8 AR 7 E B2 ia 23 ) S 7= e
Blx 1 Bl OB TR KR EIRDMIT I A Z L&y, #E5HF A9 LB AR 35
[XBR A LT

AR K OVHE e 52 1 E Bl o TR T LR A b B e oo A% T A, M i T AR

N/C L, B AN BEORE, BoREEZNTAOEE)E (FE ¥R )95 %
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1548 X [#]]1% Table 1 {2779, F£7=, NILM K& O SCC (BT B 2 Bl i
% Fig. 112, =—~% Fig. 2 [Z/R" 7.

B AE OB E (B R 2E)[95 %[5 88 X M 11X NILM : 66.0 pum?
(34.8)[59.9, 72.0], SCC:82.6 pm? (43.7)[68.8, 96.31L72V, SCC A& E & 7R
U7z, M 1 F& 1%, NILM:148.6 um? (79.0)[134.8, 162.4], SCC:176.0 um?
(73.0)[153.1, 198.9]&, SCC M@ fi &~ L7=. N/C Lti%, NILM : 0.47
(0.13)[0.44, 0.49], SCC:0.48 (0.14)[0.44, 0.53]1&, |FIFFEMEEZ ZLT-.

A B OFLE 1L, NILM:1.25 (0.08)[1.24, 1.27], SCC:1.29 (0.09)[1.26,
1.32]1£720, SCC NEEEZRLTZ. O Y PEIL, NILM:89.1 (26.3)[84.5,
93.7], SCC:79.4 (21.1)[72.8, 86.0]1&720, SCC WKE A /R LT-.

3. VEJE AR P b R A0 oo B R

NILM-SCC [ (p<0.001)& SIL-SCC [ (p<0.001)IZFB W THJE & R
RO BAEEICA EADROLN. RE AR R Ak s H B
U723 B D5 B fif AT 5k G2l i 28 & FCODE SIS B 213 JE AR 7 F &
Mo 1 JEF S0 HBEEEX, NILM-SCC [ (p=0.972)I2H & %1%
BB o7, B fElE SCC-NILM [ (p=0.042), I REDORE T
X SCC-NILM [ (p=0.028)I2A B ZE N OHLNT-.

4. K AR M OVE TR A B O R BE Ol ia 52 ) 7E Bl 43 A1
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Bk OB A ORE2MI2 &N (NILM, SCO)IZ7ry kL
H D% Figs. 3,4 |- T. BB OT —Z 040 1%, NILM 2BMEfE, SCC X%
O EAEIZ 53 A DM > TV, NILM Tl @ % R T4 E 23 B o Tz
(Fig. 3). I ARFEORE D434 iE, NILM & SCC Wb JAFEIZ /oA LT

Y, NILM 2MEAfE, SCC IXEEIZfF > Tz (Fig. 4).
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Table 1

TR T R R S b B2 A o0 A e T e T 4 A AT R R

Cytologic diagnoses
* * * T t 1
Parameters NILM! SIL™ scc™ o
Number of cases 22 1 7 30
Number of cells 126 3 39 168
Nuclear area M (SD) 66.0 (34.8) 65.2(9.7) 82.6 (43.7) 69.8 (37.5)
(urd) 95% CI [59.9, 72.0] [54.2, 76.2] [68.8, 96.3] [64.1,75.5]
Cellular area M (SD) 148.6(79.0)  112.0(35.3) 176.0 (73.0) 154.3 (78.1)
(urd) 95% CI [134.8,162.4]  [72.1,152.0]  [153.1,198.9]  [142.5, 166.1]
N/C ratio M (SD) 0.47 (0.13) 0.62 (0.14) 0.48 (0.14) 0.47 (0.13)
95% CI  [0.44, 0.49] [0.47, 0.77] [0.44, 0.53] [0.45, 0.49]
Neclear ey M (SD) 1.25(0.08) 1.33 (0.03) 1.29 (0.09) 1.26 (0.08)
uclear irregularity 95% CI [1.24, 1.27] [1.30, 1.37] [1.26, 1.32] [1.25,1.28]
S M (SD) 89.1(26.3) 90.7 (17.6) 79.4 21.1) 86.9 (25.4)
yperchrommasia 95% CI [84.5,93.7]  [70.8,110.6] [72.8, 86.0] [83.0, 90.7]

Data form is as follows. Mean (M) (standard deviation (SD)) and 95 %

confidence interval (95 % CI).

*1: NILM means "negative for intraepithelial lesion or malignancy".

*2: SIL means "squamous intraepithelial lesion or dysplasia".

*3: SCC means "squamous cell carcinoma".

*4: Nuclear irregularity based on fractal dimension.

*5: Hyperchromasia based on image brightness value.
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Fig. 1 RJER R F LM G E (HE R BERMANFZ, Pap, X40).

a: Deep layer squamous cells in NILM. Nuclear shape with smooth edge and
showed unremarkable nuclear.

b: Deep layer squamous cells in SCC. Nuclear is enlargement and rough

border.
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Fig. 2 SR E 7 TR 8RR 7 LRl ig 0y = —
a: Regular shape and small nuclear in NILM.

b: Irregular shape and enlargement nuclear in SCC.
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Fig. 3 NILM & SCC JE il 12 H Bl U723 8 AR 7 b Bz il e o> &% 1 7% 50 AR
Nuclear area of deep layers squamous cell by box plot and beeswarm plot.

The distribution range of nuclear area of SCC was higher than that of NILM.
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Fig. 4 NILM & SCC JE Bl Bl U721 Jg B R 2 B B ME AR OB A~ &
Nuclear irregularity of deep layer squamous cells by box plot and bees warm

plot. Though the distribution of nuclear irregularity in NILM and SCC was

widely observed SCC was higher than that of NILM.
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Z B

M2 EC IXAEMELER 328, Al H 2 < 7 08 o b B2 g 82873 10
R S 5H[22] [23]108, FEEE AR 14 THY, LBC OF kI

\ZHEHEIZ 72> T D[24] [25] [26]. 1973 4F, Allegra © [24] 1% 6,448 JiE
Bl % & Teil £ OCER AL, N BEC DK X 97.3 %e@m<, BEMEITD
FTIT2FEF LM E LIz, —FH T, 63.9 % [27] HIERWEEORIBLEDS.

W E O L ERIETDHE, OFEECIZAALMILDIZNEOH I E D=1

EZRAOFEmMBIED, 2O KR 1TE <72y [26].
KWL OM AT REfEAT TIX B RE R EZDMDOIFE DR IZ CVC &

HUME LBC IZXAT O ZE B ITR DO o72. AT bR % R
DTV =D EFAZHEOIBE T AOEABDTFEHBOZAELEL T/HhESW
ZEM, AR AESE R THH[28]. OSCC O AR ¥ b pz B i 12
DWVWTIE, CVC TORIREMENA B LR LB L TE v,
LBC TIFA B EVBRBDOOLNR o7 KR TIE, WTNDOIEARIERETE
RIENCBITDEEFT B OEAL B F £ LR LT % Thoto2 &M, BE D
KT~ HNTHHEHEL SN, Kahn [29] 1304 [ o K 123 & Mo
HINOERIENDZLITHY, CVC TITHME M 7B IR TP BRI E] 1 TERn ek

NTWD. AT 208 U CAEUD BT R 78 B 25, BB ORRH E 12
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DIRMMBERL TS [30]. — 75 LBC I, BRI RE LYoy, 2L C&
WY R W) JICBWTH BREMEN RIS TWSD [1] [31] [32]123,
LBC A THLNLMIL GO R R ICB T oM & 13 FICZLwv. —F
T, ' S A TR TR PR WAk o R S B BRORE & & 58 A ITiE, LBC
DENMEITE O LNRNEL S SN TWDH[33]. ABFFETIEL, LBC (L@ A
{LIE DFFERE T > TH I HANTZ < OM 4k S BLEL AT HE Th o7z, Mo I e
DT, A TORICEIT RLICE T 2H®ENRBOONS. LBC I,
Al FOIR MR R I TN I R 2 ©, BIRREITHELIL T DR, DR EE
T/NEL, MG RE IR - TVA[14]. U SHLE TIE, k% &40 Ha BT R 3 23
LBC OF B THAH[34]. OFEFEIK TIX LBC O MO FERSBEE BIZT5
B RAMESRAS ZEB RENA[15] [16] [17]55, CVC & LBC O #l i & HE % b 8%
L7=FZE 1396 122 Ly, Sharma © [35] 1, HFED LBC IZ&h e &
([CH)— DR 3 AR D— OB FT R THY, BIREMER 2 EHDHWIT

O LA THLER X TWDED, DT 5 5EB DI DIEAR L) K 5
ELTUWeW. M EC IR EEBRRNLE T, 207 dD CVC & LBC 2B
LB ET ROEREIT R RAOMELE 2 5. ARBFJE TIL LBC O BB 72 fa 4>
fi, JERe, YRR LN, MAT, M AE R, #8878 R LR

fiel, 2@ TR SV b Bz B e 8 2 W IR JE R SE b Bz BB i o0 19 1T

[U
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BN STEFELTHELLE. ZRUH20088IX, A7V —=2THFIC
FRTHYEMOBRILICAE S THolz. —F T, Mk OTEL T HHE T
HHMEDR LRl EZ2 WL AL ER A SN LT, R4F5ET
I3 LBC [T AIE T A BICE B M &N ooz, AfERiL LBC
DI ANTEY, 1 o O H N &N BT I R B B S D8,
BN D 7570 mEEA B RENRBINZ. Z20ZEND
LBC TiE kMR OM I E IO a2 B EZHL TUIRbRne
He B SN/, Navone B [1] 1 OSCC & PR3 £F /Y B MR /B o0 B 3% B I
%f9°% LBC & CVC OF| i K 5AZDWT, CVC bRV —=v T O— B L7 5
2 LBC DB W& K OFFRE DM BICI) B W EZEIEHEEINDD,
FOM PV ETHLER DT T,

fEamE LT, OFERRRE 2812812 LBC & CVC ITWTILb 2 Bkl
TREMERHDH, LBC [T A7, AR R OFE AL K& O g Bl 42 %0
BBV TEESNZE RN GO, ZhITEEORE[31]EFEEED
g Choic. — 75, LBC TOMILIEREFZH AR 31T, BiREEORAD T
HY, LBC TR 28 & BELEG RIS HICB T 2NN ETHL. FoAK
B 72 CH o T IE B EOZ IR S N TRY, ZOMGMICHLRRABH 5. Lzii- T,

HE B B A P L TSHRDM AT DR MR ST,
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12 B 32 A2 5 1 208 o0 E O R g TR S b R BB B O fFE AR 3 E
B TWD[21]728, ABF I TILHI D32 ) & DR A L M L7z 18
Je& YR S b R R &R R TR S b R SRR i L o> BA e 7 8 ) B Y AR
L7pWnWZ &, JE B E IR W THLER 7 A TR E > TR W LTl A, K
WF 78 TR JE LR S b B e &R g LR S b B SRR i & oo X1 I3AT
T, ZNLT N TEERBE AR LML THRYHE 7.

TR T8 PR b R AR, ) SE BT D 9.4 %I OB, SIL 1T 1 flDO AT
bHol=7=®, NILM & SCC LD it A FHIITHIZEL LT, OBAIE I 4 1
IR EDIG, bR ESVER AN A LNDH O TiX, E-cadherin D55 12 &
V0B R L D #E E M AME T LR T8 TR SF R A S R Y BRI S e
VIR BB LD, SCC O TR - bRl o Y BUBE E S @ il &2 R Lo b b o
EHEZHAIZ[36]. AWED SIL THIZE I D AL LR G To Mk 2 5 Dl
FE[3712%, IR JE AR ¥ b B2 e oo H B SR AMEAE THHZLICER L TV DG
DEEBERD.

AR AT RO RESICHETHoM A BB OFER EL T, i KE N/C ticHE B
L. BEamo# & ik, nEMRBZICB TSR F bR
68.5+31.3 pm?, A i F& 1848.6+£567.5 pm?, N/C L #25% T 0.0625-0.02 T

BV, B I LTeD > Tl T BB IT/NSSH T L7220, B o RESITUTIT
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EobRWi=d, N/C T K723 TWH[38]. /it~ T, HER R T
R A RELTEARM IR R IIBE I ORE DREE Lol E XD F
7o, MR E2 A E B O Fe g T, B A & OV N/C EBid NILM K9 SCC TR &
VME [ 2 7R U, K% ARSI B S 2 sl 0 7. % I KT R T B R 9 o M
ZICBWT, IWEOEITICHEWVE KR TR ESNTWNDH[39]. /AR
BWTH, BRYERAE LU CEMEEE O N EITERT52315([40].
AKAFFEICBNTHINODH G I T DM RERo7TZLnb, O EC IZ
BUDEERITHBEZHEICBNTEETRE—F R ThrE525. L
L, BRI TNILM TIEEEZ R T2 E 28 H 3L - TR, RS M O E
KRIZOWTIHIEEDRLETHS. LT, N/C L2 NILM-SCC MICH E A%
WORMoTH B ELT, EME - EEMEIET SCC EMaEonTng
EKRALLTEY, O RHEXHRMEICEALNZ LroTcbDEHELEIND.
Verma H[41]1%, kP2 HBrIc S 0K BEC 0% g AR ¥ b 5l j i
flEH & SCC MBI H LTV 7L, SCC AL A5 23 = B, 8 i £ 23
&6, N/C TS EEZRL, TROEEFREOMICH B Z2ROTLHE
LTCW5. [ TIix, 1953 4 i Slaughter & [42] 2342 "8 L 7= field
cancerization O AN X FFSNTEY, EE O 0 FEE T JE B 15 I 5K 5

P oo TWBIERNIE A 722 <720, #5712, SCC JE B TILJE PH o B Jl i 28
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ML IRMSNTWD A RENRHY, ZORF, XBRRFF LEMoZ
R TV T THERNAECEZLOEEZLND. L, ER R k&
AL D N/C LTI A B ZZR ORI -T22END, Ml B oA 125 %E
BAZOWTIHNICHRF T OLERDHLLEE 2D,

B AN B DR FE OFRAT (I, i B % - M I 78 5 ) AR AT AT 98 THL L S
DT T B NVRENT & RN T2[43][441[45]. 7T 7 ZVIRNT Tik, T HE O HE S
EEFMATETHY, JVEMRERBERTOOIEEEEL R TLEIND
[45][46]. AWFFETIi%, SCC 1% NILM LHELTEE AR BEORENA B I
BETHY, Ml CB 2B O & [44]E B LT, iE->TH R EC
THREIE AN ORI EDO— B0 ER RSz,

BORGEEMEIZOWTIL, B ICBITD B MR A L U CHE M E 5 oM
faiX, B OB MG 2R 33N 5H[40]. AHFFERE R ICBWTEH, NILM &
LT SCC O IR fEZ R LZ. LML, W& 1A B Z TR OO h
57, SCC TlE, Eru~TF B & 3T52L0 ML TVWA[21]. SCC Tl
HENESEZRLZIEDD, BEBEOGHE ML TWDI A REENDHY, r/u~
FULEEEN G OBWMIZE->T, fiRELT, B KbV rn~vF

BIISIZEER L ocbDeFE 25, MAT, Mlaz CiL, Mfkzzoko7k

W TR, RS T MICHEE SR EZBE LTV, £z, SCC TIEM g &
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FEATE G DAL TWDH[47]. IS, BIE SN O PNIRS T M ~E %
AL TWeLT 28, BIEKBOBROWENA BITERMEZRIRNo7Z 8137
Y FUOBEBELZMEKELTHF E LRV R ThoTz.

KA RTIE, BEBEIEE AN EORE A B EZZR O, 850 id o 7
TIEMER M2 ] EZITOZEIINEE THLZ DR INTEN, DRI —=

YT, OO OESOMBE AT R H B ICRVROILERDHDHEE XD,

#E

KWFFEDREFWIZLL T DBV TH 5.
1) LBC 1% CVC LR L TH EITE Wl fd & 238l 2 Sz
2) fEH LIS O AR ZE TR YL MEIX CVC 2 LBC JWb A EICE 7,
3) I AIIZBWT, RIEE OSCC DOFEEHRRF - b BAMIN O LBC
[T CVC Vb A EICHETHoTZ.
4) LBC TOME— O H E = O RF IR I IE R R0 Thot-.
5) EHRERE AL SR E AR S R 1, NILM (8.6 %) &L EH# LT
SCC (40.0 %) D J7 23 B I A BT,

6) & JE AR - b B IS O # g 41X, NILM L L SCC 138% i f& A3 K

=

&, BMERBIR B2 R T ZENH LR o7,
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7) BFEEC OEBEHRE T EEZMBEOMBZHEIZBWT, EimfEEgE
REORENAZ)—= TEREOMA 2 ¥ E O — iz sMidr . Thsz

EDVRESNTE.

wIE

WIEELT, O FERIEE A 128175 LBC & CVC TV T bl FiklL
TIEFMEN DDA, LBC 1TH KR AT, 1R A E B oD B U AL K OVl e 1 42 0
BHMEICBWTHEINLME RP GO, —J7 LBC TOM i & #& 7 1Y
AFIE X, RGO R A THY, LBC (2B 285 £ 4 B & R It A 12 B
TOMANMLETHD. M2 W OZ R LDV TWDEEE TR - b B Al
fa 1%, SCC T B IS H BLL Tz, Ml e 72 ) 78 5l o e T, £ A &
Y N/C HIE NILM XY SCC TH BICREL, HE KL ED B LG D LR
B SHTe, Fho, AW T TIEBIEUTR H TR, JEFI B A HLL TS

LIRDRRE DR PRSI,
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