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TV LEREICBT 5 KPNA2 DB

%1 KPNA2ZEH & BARWHEAER R 712 X 28T

KPNA2 expression (n=66)

n (%) Positive 30 (45.5%) Negative 36 (54.5%)  P-value
Mean age =SD 60.5+12.3 60.4+15.3 0.238
Gender
Male 20 (46.5%) 23 (53.5%)
Female 10 (43.4%) 13 (56.6%) 0.814
T stage
1 3 (50.0%) 3 (50.0%)
2 16 (43.2%) 21 (56.8%)
3 5 (41.7%) 7 (58.3%)
4 6 (54.5%) 5 (45.5%) 0.906
pN
N (+) 14 (73.7%) 5 (26.3%)
N (=) 16 (34.0%) 31 (66.0%) 0.005
Stage
I+0+1I 16 (28.8%) 29 (71.2%)
v 14 (66.7%) 7 (33.3%) 0.014
Historogy
Well + moderate 19 (35.8%) 34 (64.2%)
Poor 11 (84.6%) 2 (15.4%) 0.002
YK-classfication
1+2+3 18 (37.5%) 30 (62.5%)
4 12 (66.7%) 6 (33.3%) 0.032
Ki-67 labeling index
(56.6%) (29.3%) 0.001
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Bl (54.5%) THho7z (£1).

1) KPNA2 53 & s & ORRE

KPNA2 JEBUEOP394E#E 60.5+12.3 i, JEFEBIME
T, 604=153T, BB - ERBHICHEL AR
A %otz (P=0.238) (£1).

2) KPNA2 #3 &5 & DESE

PRI, BYEISEBIRE 20 61 (46.5%), FEFEHIREIX
2381 (53.5%), PEiE, I 1061 (43.4%) FEHB
1360 (56.6%), THMHEICHELRZIFOLRIP-72 (P
=0.814) (& 1).

3) KPNA2 B LFEHIEE (T) EDOEE

& T stage \2 B 17 5 KPNA2 F 8113 T1 38 BLEE 361
(50.0%), FEFEBEE 3B (50.0%), T2FHIHEE 166 (43.2
%) FEFEBEE 2161 (56.8%), T3 FEHBES B (41.7%),
JEFEBIRE 7 61 (58.3%), T4 FEBIRE6 61 (54.5%). %
BIBES B (455%), Thotz. T4=bbH, KPNA2HH
EEGOREEEDOMICAR LA IIRD L7z (p=
0.906) (£ 1).

4) KPNA2 #W|ET\ERY >/ 5iEx#s (pN) & OE

IR ¥ SHERERIC BT 5 KPNA2 BB 14
Bl (73.7%), FEFHBIMES B (26.3%), FEBHITIE, 5%
BIME 16 B0 (34.0%), FEinkep 3141 (66.0%) T, V¥
IR RE IS KPNA2 BEIRPE EICE o7z (p=
0.005) (% 1).

5) KPNA2 %3 & BRI E & OREfF

Stage I+II+1II & Stage IV @ 2 BEIZ404E U Helekiest
L72& A, Stage I+I1+]1II 45 BIhF$BIRE 16 61 (28.8
%), FEFEBBE29 ] (71.2%), Stage IV TIIFEHBIX
210 14 0 (66.7%), FEFEBBETH (33.3%) T,
KPNA2 5t Bl B X Stage IVICHE B2 % o 72 (p=
0.014) (% 1).

6) KPNA2 #I8 & MLEDRE

B LR + R AR BT 0 2 BRI 0 LRGT L
7ol 2 A, WAL EL + R LR 53 B RS ELEE 1961 (35.8
%), FEFEHLBE 3461 (64.2%), KSR BV TIZIEH
116 (84.6%), JEFEHBE2H (15.4%), T L
\Z KPNA2 ORBAEEICEL o7 (p=0.002) (E1).
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Survival rate

KPNAZ2 positive (N:30)

P=0.046

Month

3 KPNA2 & 5 HERMAEFR L OBR

K2 VAT Ay 7RG R B L SR

Variables odds ratio 95% confidence interval P value
pN 11.0670 2.0970 —58.4061 0.0046

Stage 0.5739 0.2741—1.2014 0.1407
Histology 1.3882 0.5733—3.3614 0.4672
YK-classification 0.4815 0.2136 —1.0856 0.0781
Ki-67 L.I 1.0622 1.0224 —1.1036 0.0020

7) KPNA2 IR & YK 93 & DBHE

YK-1+2+3 81 YK-4 MO 2 IS LR Lz &
A, YK-1+2+3%8I&, 48 BIrh 53R 18 61 (37.5%),
JEFEHRE 3061 (62.5%), YK-4 % T 18 5 vh 58 BLEE
1261 (66.7%). FEFEH B YK-4 %661 (33.3%) T,
YK-4 £112 KPNA2 DZRIEZICEL H - 72 (p=0.032)
(#1).

8) KPNA2 RHE & 5 ERBEEE L OBE

KPNA2 BB D 5 ERAREAAFIL 65.8%, IEFEHM
D5 ERREEFRIZT24% T, BBHHOLEFRIAE
WA > 72 (p=0.046) (X 3).

9) KPNA2 R & Ki-67 3 & DEHE
KPNA2 BB IC BT 5 Ki-67L1L © F1513 56.6%,

IEFBURE D TF1913 29.3% T, KPNA2 FEBLREIZ Ki-67L.

LIZBEBICEVERETH-72 (p=0.001) (F1).
M, Ki-67 &V Y REiEB L OMICITAE R EITRD
ShZho7 (P=0.521).

10) 2EEMIRICOVT

AR CHEAZDRONIZERTF, T74b5 pN
%8, Stage 7%, s LE, YK 48, Ki-67 122w T
LEATATA v 7 MGG EITo72L 25, KPNA2
DFEHIL, pN (p=0.0046) 7% 5 NIZ Ki-67 FH T %= b
+, JEEAL OB (p=0.0020) OEHKRET L L TR
Ehiz (3£2).
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T LR fRIZ B 5 KPNA2 D3¢ 125

Db BB LELZRY, HRFEEECBTS
KPNA2 FEHIZOW TR L2 134 <, R
MOHETH 5.

CUPERE R 20RO X 0, W, B (R3H, T30,
R, BUREEE, HDS|BICHHINTW A, FhEhvl
LM EREO DI, ThbEFA—DEST DL
Pl e LT 5 2 L 38D H 5 & ST,
ZD72, KRR TIZOPSEO R THHED R L, HI
1 UREIERE b S & ENA TR LRI O W TG
L7=%,

S OFERD S, FhwV- EEREICBT 5 KPNA2 @
FEHIE, S v SHiERES, R EEIZ o NI E
AR 2 RT YK-ABIICL WERTH -2 F
72 KPNA2 BB IC Ki-67LL BREFI A EILEL L,
KPNA2 053 L EHIEIIE T 5 b 0 L B b,
S5, LERBITOBEN S, KPNA2 O FEH T
Ki-67 53l & pN LR T TH 5 Z L AR S 72725,
pN OF v A 11 5 m <, Ki-67 %3 & pN & 13B
RNV 2 XD, KPNA2 %I pN Ok & Gk
WNTThdbeEzbhl.

KPNA2 3 L IHEBEOBEEICOVWTAL &, FH
HED 5 4F BB AEAFRDIEFR B I ARA BT o 72,
KPNA2 BB 2 THE KOS L@k &
525D THo722 & L), KPNA2 HBULY) v 3fiifnf
DK% O T HFIEBICO BB L RITL, BRI
ZHZTWBZEIRBENT.

KPNA2 o 5 8l & 404k, &, BWHIZ>Ww T
KPNA2 & IR IZH S 3 5 Nijmegen breakage syn-
drome gene 1 (LLF NBS1) EHDOESFEZ 515,
NBSI1 &1, %8 Jefafk (8q21) IZHFAEL 754 @
7 I RETHR SN TV A EHAE T, MREIL &HE
BLURADSO EHE LA L, =H—ROBEEHKEIE
LT, DNABEZITH) Z&PMbTw5b. LaL,
ZFD—} T, KPNA22SNBS1 O RAELY 7 F V& iR
ik L R By 12, PI3-kinase/AKT-activation % 17 9
NBS1 L #6795 2 & THRMBOSME, AR 5 UM
LB\ Y 2 & & AR S TV 28T g
7z, nuclear factor-kappa B (LAF NF-B) &, 7K
b — Y AFFEL O NHlaYEsE, ok, WRICEE T S
EBERTELTMSNTEY, KPNA2 O\HE 5B A
NF-B OBNBAT 2 #in s, SilgoRgim, o1tk
SR ERITIEbEX bRPY,

) UNHEiIERICE L CTld, KPNA2 B RTEILY 77
NVEHNLTE A FAY Y OBGHHKTTH % Snail %
A LMNNEET 5 EEDR TV DY Rl TIE
KPNA23H & E & FAY) UREBUHBEP RGNS Z &

£ 0" KPNA2 2 %3 % 2 £ 12X ) Snail DB
FFAMEAESNE &1 BAY Y ORBARD L, {45
P 3o e A Nl O I IRV 1] iy AN -7 24
BT ELLND.

53, KPNA2 ZA40b7% ES MlIc % < 563 L%k
DOIEHRIBN 2D, BEERTFOMEIC L ) ZoRY
IO & T, ES Ml o bk % g L
Bl AIT) S EMESRTBY Y, SBREKRORL S
FHAEN 2B S b KPNA2 1253 2 H 7 2 M A5
FCh Db L Bbh.

=
SEORFBR LY, FRFELERBIBNTH, KPNA2
FHIE, VU voNEER, EEoat, B, ¥ o0

IR E B L, o PRBERFICRNEL L
Hbhi.
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Significance of Karyopherin-o.2 (KPNA2) Expression in Tongue Squamous Cell Carcinoma

Hironobu Masuyama", Yutaka Doi", Yoshihiko Ueda®, Yutaka Imai"

v Department of Oral & Maxillofacial Surgery, Dokkyo Medical University School of Medicine,
2 Department of Pathology, Dokkyo Medical University Koshigaya Hospital

Background Karyopherin-o2 (KPNA2) is a member of
the importin alpha family and has recently been reported to
play an important role in lymph node metastasis and tum-
origenesis and tumor progression. The aim of the current
study was to elucidate the clinicopathological significance of
immunohistochemical expression of KPNAZ in tongue
squamous cell carcinomas (SCC).

Patient and Method Biopsy specimens were obtain from
66 tongue SCC patient (43 males and 23 females) who had
undergone resection at Dokkyo Medical University, Depart-
ment of Oral and Maxillofacial surgery between 2003 and
2011 after obtaining their written informed consent. The
age of patients ranged from 27 to 90 years with a mean of
60.5 years. KPNA2 expression was investigated by immu-
nohistochemical in 66 tongue SCC biopsy specimens, and

the association of KPNAZ expression with clinicopathologic

features was also examined.

Result Expression of KPNAZ in tongue SCC tissues. 30
(45.5%) cases showed positive expression of KPNA2 and
36 (54.5%) did not. Positive expression of KPNA2 showed
a significant association with lymph node metastasis (P=
0.005), poor differentiation (P=0.002). YK-classfication (P
=0.032), Ki-67 labeling index (P<0.001). The overall sur-
vival rate of the tongue SCC patients whose tumors demon-
strated positive expression of KPNA2 was significantly
lower than that of the tongue SCC patients that did not (P
=0.046).

Conclusion KPNA2 expression suggests poor prognosis

in patients with tongue SCC.

Key words : Oral cancer, KPNA2, lymph node metastasis,

differentiation, invasion



