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6. &

(1) SAREBEH

LSRR

(BAG7 1 A)
48 |58 |68 | 7B | 88 | 98B |10B 118|128 | 1B | 2B | 38 5t [1BF
. %1 RSERE | 4,254| 4,382| 4,757 4503 4,902| 4,659| 4,746| 4,566| 4,428 4,279 4,196 4,457| 54,129] 223
ROEE | 4387 4,407| 4,238 4688 4,547 4,325| 4,789| 4,304| 4,503| 4,263 3931/ 4.416| 52,798| 216
R R54 | 913| 980 906 980| 1,068 976| 1,040| 1,264| 1,128| 1,054 1,067| 1,128| 12,504 52
RO | 969| 1,046| 996| 1,099| 1,104 958] 1,001| 1,218| 1,460| 1,389 1,114 1,320] 13,674 56
o %1 R5FEEE | 1310] 1.322] 1,413 1,346 1,376] 1,400| 1,443| 1,335] 1,133| 1,046] 954/ 1,114] 15192 63
RO | 1.162] 1,144| 1.011] 1,111 912 979] 1,164| 1,043] 1,128] 984| 933] 1071] 12,642] 52
8 AL R R54M | 1,003] 1,022 1,053] 1,075] 1,153| 1,040] 1,136 1,087| 1,103| 970| 1,047]| 1,087| 12,776 53
RG4S | 1,158| 1,232] 1,181 1,307 1,232 1,161| 1,293] 1,207 | 1,208| 1,259] 1,119| 1,291 14,648] 60
. 4 | ROFEE 0 0 0 0 0 0 0 0 0] 10 5 9 )
R RSV A RO 8 8| 11 6 6 9 8 8 8 6 9 12 9] o
RO R5FERE | 388| 437| 428| 376| 352| 374| 421| 402| 350| 352| 277| 347| 4504 19
RO | 344| 330| 306| 362 293 302| 349| 322 339| 292| 284| 312 3835 16
B s R R5MERE| 773 847| 844| 789 927| 866| 850 826 766] 685 678 615| 9466 39
R6EEE| 756 750| 690| 766| 732 657| 666| 644 662] 682 635 702| 8342 34
BRER R5FERE | 975] 1.035| 1,147 1,042] 1,034] 1,143] 1,154| 1,121] 1,081 929] 918] 1,133] 12,712] 52
R64FE | 1.021] 1,062 1,100] 1,070] 1,008| 1,103] 1,171 1,064| 1,108| 1,029| 1,007| 1,217| 12,960 53
= iE AR R5FERE| 679 855| 867| 759| 867| 781| 764| 752 716| 758| 733 8o1| 9332 38
R6FEEE|  767| 724| 745| 795 716| 715 799| 732| 664| 642 579 637| 8515| 35
iR £l R5FEE | 770| 727 835 805| 776| 738 803| 786 783 657 734] 805| 9219 38
R6%E| 782 729| 772 788| 784 717| 746| 731 769| 658 692 8o06| 8974 37
HEmER R5MERE| 897| 865| 954| 886| 895| 802| 856 796| 850| 786| 758| 834| 10,179 42
R6FELE| 850 822 860| 846| 948| 824| 952| 799| 934| s8e2| 782] 1,005 10484 43
R RS54 | 376| 358| 405| 372| 394| 364| 406| 406| 439 381| 422| 441| 4764] 20
RO | 411| 459| 486| 460| 521 471 496| 506| 485| 464| 452 503| 5714 23
IE3-530 R5FEE| 21| 23 16| 15| 21| 27| 27| 35| 80| 60| 59| 74 458 2
R6FEREE| 109] 96| 83| 81| 73| 84| 77| 79| 84| 93] 73] 68| 1,000 4
uery |ROEIE| 29| 34| 24| 21| 28| 31| 24| 20 5 13 20| 12 261 1
BEBEN w1l 13l 12 14 15| 12| 13 9o 10 o 1l 18| 19| 1
. RS | 132 242| 236 276 261| 236 148| 198 291| 172| 250 303| 2,745 11
“UIR6EE | 428] 340 267] 304| 205 263 207 167 234| 236| 225 211| 3,087 13
BB R R5fEEE| 78| 81| 112] 80| 107| 89| 84| 83| 81| 91| 87| 83| 1,05 4
R6%#E | 82| 83| 88| 80| 49 0| 103] 92[ 80| 91| 99| 83 930 4
AT R54EE | 561| 591 560 574 630 584| 582 556 557| 603 563| 570 6,931 29
R6F[E| 582 566 486| 564| 538 518 527| 500| 461| 498| 440| 441]| 6,121] 25
W oA R R5%EFE| 60| 67| 89| 91| 82| 83| 54| 34| 65| 52| 45| 55 7771 3
= R64EEE| 70| 77| 70| 95| 91l 85| 48| 56| 53] 51 48| 62 806| 3
~ = | R54EE[13,219]13,868] 14,646 | 13,990( 14,873 |14,193[ 14,538 | 14,267 | 13,856 | 12,808 12,813 | 13,868] 167,029 687
= ®' | R6%EE [ 13,899] 13,888 13,402 | 14,436 | 13,774 | 13,183 14,409| 13,481|14,190| 13,508 | 12,433 | 14,175| 164,778 673
1BTH R5FEEE| 661 693] 666 700] 676] 710] 692 713] 693 679 674] 693 687
R6ER | 662| 661| 609| 656| 656| 694| 655| 674 710 711 691| 709 673
IO R54E | 952] 1,078] 1,060 1,102] 1,138| 1,054] 1,045] 1,154] 975] 1,077| 1,087| 973| 12,695
R6EFE|  938] 1,050 973| 1,132] 1,097 920| 1,001 979] 1,122| 1,119| 945| 1,001| 12,277
RSEFEHEE 760% ROFEELHER 745%
A 1B ERER |BRSEE mR6EE |
750
700 7 [ - ] o
650 —
600 —
550 —
500
45 5H 6H 78 8H 98 10B 1B 128 1R 2R 38




(2) ABEEE

ABBIRSR EREH 365H
SOERE  FRPREIERE 29.0 (RREEH=BRL/ FHERER)
BRI 71.8% (et = (AR B ABIIE] HRREER)/ (AR BEE) X 100) K EREHC

(BAI:A)
48 | 5A | 6B | 7H | 88 | 9B | 108 | 11A | 12A| 1A | 2B | 38 it

R54E[E | 525| 598| 610| 628 | 640 596| 675| 579| 506| 571 | 583| 607| 7,123
R64EE | 603 | 599 | 572| 656| 587 | 525| 614| 585| 593| 636| 555| 570 7,095

MARBER

R54EE | 531| 558 | 605| 630| 621| 636| 636| 574| 585| 493| 601| 628 7,098

B EH R64EE | 586 | 622 580| 608 | 616| 543| 591 | 599| 654| 538 | 573 | 590| 7,100

R54E% | 5,650 | 6,132 | 6,480 | 6,881 | 6872 | 6,556 | 6,937 | 6,868 | 6,562 | 6,703 | 6,640 | 6,744 | 79,025
R64:E | 6,568 | 6,950 | 6,355 | 6,753 | 7,235 | 6,045 | 6,589 | 6,397 | 6,658 | 7,134 | 6,789 | 6,590 | 80,063

ERBELS

RO | 189 | 198| 216| 222| 222| 219| 224| 229| 212| 217| 229| 218 216

1BFIRE RG4ESE 219 225 212 218 234 202 213 214 215 231 243 213 220
7 = =
TR RN (Bf 0 A)
E/é/\ ‘Jg *Sl’ BU é {Zk _ﬁﬁﬁ (%’EEIHZ)
- RS54 RGAEE RS54 RG4EJE
A &l 12.6 13.8 12.6 13.8
A\ Vi) ! 4.4 52 4.4 52
a4 =l 12.6 7.7 126 7.7
ZE B A #® 25.6 225 25.6 225
Bd & & A #& 17.1 17.0 17.1 17.0
B B #l 16.0 14.3 16.0 14.3
@ R O# #® 9.3 10.3 9.3 10.3
E B A #® 5.7 6.0 5.7 6.0
iR &l 3.7 5.2 3.7 52
HE & | g #§ 6.9 8.5 6.9 8.5
R OaREANR 3.4 7.4 3.4 7.4
O AR 2 M B 9.3 3.7 9.3 3.7
O AR B E R 0.0 0.0 0.0 0.0
i3 [ Al
P 2 & 0.0 1.0 0.0 1.0
& # 12.1 12.6 12.1 12.6
X ERLI0EAR OS5 —ARIEIR (RUERR2) % 65RIRICE R,
(Bfir © N)
=L £ 1K —hyEiR (REER2)
RS54 RG4ESE RS54 RG4S
47 11.7 12.4 11.7 12.4
58 114 12.6 114 12.6
68 11.5 12.4 11.5 12.4
78 11.9 12.7 11.9 12.7
8H 11.7 13.2 11.7 13.2
9H 11.6 12.6 11.6 12.6
108 11.5 12.2 11.5 12.2
18 13.4 12.0 13.4 12.0
128 13.1 12.0 13.1 12.0
18 14.0 13.5 14.0 13.5
28 12.2 13.2 12.2 13.2
38 12.1 12.3 12.1 12.3
B 12.1 12.5 12.1 12.5

X M30F4R D 5 —AIFIR (R MEHA2) Z 65miRICE R,



AR B E G

(B 0 A)
48 | 5B | 6B | 7B | 88 | 98 |10B 118|128 | 18 | 2B | 3R 5t [1BF
o o R54E[E | 200 | 231 | 217 | 205 | 216 | 216 | 199 | 219 | 215 | 249 | 183 | 252 | 2602 | 7.2
R64ERE | 253 | 253 | 230 | 255 | 245 | 219 | 245 | 235 | 234 | 270 | 225 | 238 | 2902 | 8.0
OB R R5EE| 24| 27| 17| 21| 27| 32| 33| 23| 19| 19| 28| 17| 287]| 08
- ROFEE| 24| 32| 29| 41| 39| 21| 34| 34| 51| 43| 30| 39| 417 1.2
5 % R5MEE | 42 54 67 48 52 53 55 60 53 66 51 64 665 [ 1.9
ROEE| 46| 45| 50| 49| 45| 40| 50| 46| 44| 51| 48| 43| 557 | 16
8 1 0L 1 R54E| 34| 39| 39| 38| 39| 37| 49| 36| 45| 37| 40| 45| 478| 1.4
7 R6FFE| 48| 50| 38| 47| 37| 42| 37| 49| 38| 48| 48| 50| 532 15
. LIRS 0 0 0 0 0 0 0 0 0] 00
iz B o4 Ay (RO 0| 0] 0] o
R4 0 0 0 0 0 0 0 0 0 0 0 0 0| 00
. . |RSMFEEE| 27| 30| 24| 23| 20| 23| 33| 23 25| 296 | 09
BEO AL A 22| 29 17
R6E| 33| 29| 37| 37| 32| 30| 35| 39| 37| 39| 38| 36| 422 1.2
4IRS 3 5 4 8 5 7 7 5 4 8 68 | 0.2
Bl R 3| 9
R4 4 5 2 8 8 2 6 6 4 12 3 6 66 | 0.2
R SR R R54E| 31| 33| 35| 32| 37| 41| 44| 42| 48| 39| 39| 45| 466 | 13
! R6%E | 35| 31| 36| 50| 34| 29| 45| 32| 31| 43| 43| 31| 440 13
iR AR R5fERE| 80| 72| 90| 83| 8| 87| 80| 83| 89| 78| 68| 69| 965| 2.7
R64E| 61| 68| 61| 67| 56| 66| 55| 50| 65| 48| 45| 49| 691 | 1.9
- %1 R5(E[E| 54 | 44| 47| 60| 49| 45| 42| 52| 49| 52| 43| 58| 595| 1.7
R6#E| 43| 32| 32| 46| 32| 32| 36| 34| 32| 31| 32| 25| 407 1.2
. |RSEEEE| 30| 28| 23| 31| 25| 28| 27| 20| 19| 28| 26| 32| 317| 09
£ R RS
ERBIER R6®ER | 35| 22| 32| 28| 30| 23| 33| 27| 24| 29| 24| 25| 332/ 10
T RS54 1 3 5 2 2 3 3 5 3 3 0 2 32| 0.1
WROBAN peewl a1 3| 2| 3| 5| 2| 8| s| 3| 5| 5| a| 5002
] R5 9 3 3 4 4 8 4 2 2 51| 0.2
e L 51 4] 3
RG4EE 1 1 0 3 1 0 1 2 0 0 0 4 13 ] 0.1
. RS 0 0 0 0 0 0 0 0 0 0 0 0 0| 00
gL
Ly R6EE| O 0 0 0 0 0 0 0 0 0 0 0 ol 00
o | RoHfE 0 0 0 0 0 0 0 0 0 0 0 0 0] 0.0
L R6EREE 0 0 0 0 0 0 0 0 0 0 0 0 0] 00
4IRS 0 0 0 0 0 0 0 0 0] 0.0
o= R Eli'j:f 0 0 0 0
RG4EE 1 0 0 0 0 0 0 1 1 0 2 0 51 0.1
% 4 1B Ro#ERE| 32| 32| 35| 37| 39| 35| 25| 34| 34| 33| 32| 25| 393| 11
U IReHEE| 15| 28| 23| 22| 23| 19| 29| 24| 29| 17| 17| 15| 261| 08
~ -, |R5¥JE| 567 | 601 | 606 | 592 | 601 | 615 | 601 | 604 | 605 | 640 | 539 | 644 | 7,215 |19.8
= "' |R6JE| 603 | 599 | 572 | 656 | 587 | 525 | 614 | 585 | 593 | 636 | 555 | 570 | 7,095 [19.5




T EE

(B A)

48 |5H | 6B | 7H | 88 | 98 [10H | 11B|12H| 1A | 2H | 38 | & [IA#

M fy [ROFIE | 2337 | 2612 2650 | 2827 3274 3,181 3,320| 3129|3095 | 3119 | 2960 | 3026 | 35,530] 97.1
RO4EE | 3,055 | 3,192 | 2,972 | 3,199 | 3,498 | 2,795 | 3,071 2,781 | 2,936 | 3,527 | 2,997 | 3,152 37,175[ 10138

Jv B ) |[ROFE| 133) 183] 181] 176] 123| 130| 132| 105| 101 76| 105 75| 1,420f 39
R6GE| 132| 107| 167 161| 174| 112] 124| 165 213| 208| 197| 180| 1,940 53

n fy [ROFIE| 558 | 672| 807| 843| 812| 777| 723| 624| 657 527| 531| 570] 8101] 221

R64EE | 679| 706| 587| 537| 674| 646| 666 528 592| 510| 613| 484| 7,222 198

= s 4 &) RS54 | 1,074 1,097 | 962 1,093| 1,008 | 811 1,026 1,238 1,300 | 1,173 | 1,165 1,190| 13,137 359
aE Jlzs

REGEME | 959 1,304 | 1,031 | 933| 944| 942| 1,072 1,031 947| 921|1,113| 989]| 12,186 334

5o & R54E S 0 0 0 0 0 0 0 0 0 0 0 0 o] 00

R64EE 0 0 0 0 0 0 0 0 0 0 0 0 of 00

RS R RSGFEME | 577| 533| 715| 668| 457| 521| 645| 662 537| 854| 800| 851| 7,820 214

RO | 701| 566| 519| 575| 613| 512| 397| 715| 773| 714| 698| 581 7364| 202

BB & R54FE 78 70| 102| 147| 141| 109 88| 122 166 61 46 8] 1,138] 31

RE4FJE 28 13 48 84 80 38 95 75 33| 147| 108 | 157 906 25

%R 52 &Y RSGFE | 219| 249| 287| 343| 332| 370| 275| 274 131| 224| 215| 240| 3,159 86
R6E | 266| 210| 281| 420| 336| 248| 310| 291| 331| 351| 348| 419| 3,811| 104

R AR R5FEEE | 305| 375| 434| 436 339| 284| 257| 279| 280| 332| 461 | 424| 4,206| 115

R64E | 341| 388| 314| 359| 364| 376| 322 286 354| 319| 298| 262| 3,983[ 109

R £ RS54 | 122|107 80 99| 105] 115| 161 137| 123 94| 102| 128 1,373| 38
R6FEE | 130 107 | 101| 144| 127| 108| 118 120 94| 109| 112 84| 1,354 37

HARER RSGFE | 141| 168| 174 114| 146] 116| 197 195| 102| 116| 142| 121| 1,732| 47

RE4JE | 196| 207| 203| 205| 289| 153| 244 249| 215| 215| 186| 173] 2,535| 69

RO RS 0 5 2 0 6 0 1 6 19 14 12 6 71 02

R64EE 13 27 13 36 41 10 36 43 34 34 51 24 362| 1.0

WEHEIRR ROAEE 9 3 9 0 15 24 41 12 0 12 23 0 148| 04

R6GE| 1] 5/ 0| 4 1| o) 7| 2| 0] 0] o 19 39] 01
LT e e e
e B
o i e B

£ I8 RS 97| 108| 127| 135] 114| 118 71 85 51] 101 78| 105] 1,190 33

RE4EE 66| 118 119 96 94| 105] 127 111] 135 79 66 66| 1,182] 32

o | &

= | RS54 | 5650 6,132 | 6,480 | 6,881| 6,872 | 6,556 | 6,937 | 6,868 | 6,562 | 6,703 | 6,640 | 6,744| 79,025 [ 215.9

" | Re%[E | 6,568 | 6,950 | 6,355 6,753 | 7,235 6,045 | 6,589 | 6,397 | 6,658 | 7,134| 6,789 | 6,590 | 80,063 |2194

1BEH RSGFHE | 189| 198| 216| 222| 222| 219| 224| 229| 212| 217| 229| 218 216
REMEE | 219 225| 212 218| 234| 202 213 214 215 231| 243 213 220

3) MNE - FENK (MEERERHER)

RN BEHR (N PHENBEH (N BNE (%) HHENE (%)

RS RG4FFE R54FJE R64EJE R5EE R64EE RS54 R4
48 412 395 651 632 70.8 70.0 1119 112.1
58 432 418 710 637 68.4 70.6 112.3 107.6
68 465 419 757 670 68.2 70.7 111.0 113.0
78 427 472 702 684 70.2 70.2 115.5 101.8
8H 430 438 701 687 62.2 65.4 101.4 102.5
98 450 362 700 681 71.0 66.1 110.4 124.3
108 454 503 698 663 71.5 73.4 109.9 96.8
118 412 373 733 633 67.3 63.4 119.8 107.7
128 365 383 695 730 70.3 67.9 133.9 129.4
18 380 367 619 655 67.5 68.3 109.9 122.0
28 374 353 715 626 62.0 61.4 118.6 108.9
3A 384 392 759 762 66.2 64.4 130.9 125.1
= 4,985 4,875 8,440 8,060

KOHOFAR~DH7EIR FHIENE 67.8% FEHFEENE 113.5%



(4) MRBERANRT

B BERLEK

(B0 A)
BEBEREK NG A RSEER HABREL WoEmAEEs | HWARE
RS54 | RGNS | RS | ROAENE | RSN | RO [ RSN | RO [ ROEE | RO [ R4 | RO
47 811| 841| 161| 180| 683| 703| 131| 120| 238| 269 84/ 105
58 | 1002| 1,034| 212| 193| 880| 844| 206| 133| 312| 319 124 109
6 A 854 | 913| 191| 189| 700| 788| 164| 141| 273| 300 98| 110
78 | 1063| 1,032| 226| 217| 913| 838| 197| 144| 314| 373 117/ 137
8H | 1,004| 1051| 225| 196| 830| 885| 188| 135| 330| 404 129 128
9A 974| 883| 208| 163| 805| 724| 174| 122| 328| 310 137 96
108 | 951 787 =234 180 808| 632 =203| 122 313| 297 148 104
118 | 1,069, 944 188 210 939| 796 160| 157 =289| 328 122 121
128 | 988 1241 169| 210| 843| 1079 166| 147 305| 358 112] 124
1H | 1,080| 1242 193| 225 945| 1,100 189| 171| 361| 329 129 136
24 986| 908| 187| 186| 866| 796| 196| 145| 290| 286 112| 121
3R 953| 976| 198| 189 801| 798| 188| 120| 303| 295 117) 111
5t [ 11,735/11,852 | 2,392| 2,338(10,013| 9,983 2,162| 1,657 3,656| 3,868 1,429 1,402
B BB BN MR BER
A [ErRs#E ER6EE | N [ERsEE EIRGEE |
1,500 1,200
1,200 _— 1,000 - “7_*
900 il Ll 800 |—{li— il 1+
600 u AR
600
400 u AR
300 200 | BRE
0 48 58 68 78 88 9K 108118128 18 28 38 0 48 5B 6H 7H 88 9810811812818 2R 3A
AU T2 —HERIBRR 0
pmEh) i RSERE _ R6ZEE
W ax wm A W X m A
BIR &= AR 2 0 4 3
MR R AR 0 1 3 1
Hib &2 A # 0 1 0 2
W - AR R 0 1 0 0
E R R # 0 0 1 0
3T BRENH 0 0 0 1
FA) = 1 0 0 0
Hib A H 0 1 0 0
HE S W & 2 0 0 1
N R/BROH 3 0 3 1
B A # 0 3 0 3
B & AR 0 7 0 7
® 2 # 0 13 2 1
5t 8 27 13 20




BEERBAEREN

(Bfir @ A)
BiERE PEERE EShT: 5
R54EJE RG4EE R54EJE RG4EJE R54EE RG4EJE
47 580 575 193 220 32 46
58 703 740 262 264 26 30
68 576 642 232 239 41 32
78 763 704 263 291 31 37
8H 706 759 266 265 28 27
9K 684 631 251 217 32 35
108 641 524 252 244 53 19
18 811 633 223 269 21 42
128 726 932 218 272 36 37
18 780 906 249 290 33 46
2H 699 629 236 242 45 37
38 652 690 257 248 38 38
E 8,321 8,365 2,902 3,061 416 426
TEERI|RY & RSEE W @ERE OMEERE [ 5rRs
) EERERRREEH ROFRE MEESRE O hESERE [ Srss
1,500
1,200 — —
900 =
600
300
0 48 5H 6H 7H 8H 9H 108 118 128 1A 2R 38
BRAIDBERE EEEL
(Bfi1 @ N)
BIFRE PEEEE SERE
R54EJE RG4EJE R54EJE RG4EJE R54EJE RG4EJE
A & 1,870 1,973 1,192 1,362 180 209
2 S 449 389 159 141 39 31
E ® N # 808 945 247 250 7 12
Bt 14 #% 4 B 409 464 365 356 87 80
N/ 3,387 3,026 163 189 1 3
E w A # 107 85 287 251 6 4
E &\ oz # 343 401 51 50 6 7
E B # 285 316 30 27 1 4
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(F#4) Ishikawa A

(H:[FAZ &%) Yasumatsu R, Fukui T, Kido A, Katsuya N, Sentani K, Kuraoka K, Oue N, Suzuki
T, Oka S, Kotachi T, Tanabe K, Ohdan H, Ashktorab H, Smoot D, Yasui W.

(G3¢#%) Kinesin family member B18 is related to gastric mucin phenotype and contributes
to gastric cancer progression by regulating epithelial-mesenchymal transition.

(HERES) Oncology, 102:354-365, 2024.

(# 5) Introduction: Gastric cancer (GC) remains a common health concern worldwide and
is the third leading cause of death in Japan. It can be broadly classified into gastric and
intestinal mucin phenotypes using immunohistochemistry. We previously reported numerous
associations of kinesin family member (KIF) genes and mucin phenotypes with GC. However,
no previous studies have reported on the importance of KIF18B in GC using immunostaining.

Thus, in this study, we investigated the expression and functions of KIF18B, which is highly



expressed in gastric mucin phenotype GC. Methods: We performed RNA-seq of gastric and
intestinal mucin type GCs, and clinicopathological studies of the KIF18B we found were
performed using 96 GC cases. We also performed functional analysis using GC-derived cell
lines. Result: RNA-seq showed the upregulation of matrisome-associated genes in gastric mucin
phenotype GC and a high expression of KIF18B. KIF18B was detected in 52 of the 96 GC cases
(54%) through immunohistochemistry. Low KIF18B expression was significantly associated
with poor overall survival. Other molecules that were significantly associated with KIF18B
were MUC5AC and claudin 18; these were also significantly associated with the gastric mucin
phenotype. KIF18B small interfering RNA (siRNA)-transfected GC cells showed greater growth
and spheroid colony formation than the negative control siRNA-transfected cells. Furthermore,
expression of snail family transcriptional repressor 1 and cadherin 2 was significantly
increased and that of cadherin 1 was significantly decreased in KIF18B siRNA-transfected GC
cells. Conclusion: These findings not only suggest that KIF18B may be a useful prognostic
marker, but also provide insight into the pathogenesis of the GC phenotype.

(F#H#%) Kido A

(LR E %) Ishikawa A, Fukui T, Katsuya N, Kuraoka K, Sentani K, Tazuma S, Sudo T,
Serikawa M, Oka S, Oue N, Yasui W.

GiX%) 1Q motif containing GTPase-activating protein 3 is associated with cancer stemness
and survival in pancreatic ductal adenocarcinoma.

(MERE%) Pathobiology, 91:268-278, 2024,

(# ) Introduction: Pancreatic ductal adenocarcinoma (PDAC) is one of the most lethal
types of malignancy, with poor prognosis and rising incidence. IQ motif containing
GTPase-activating protein 3 (IQGAP3) is a member of the IQGAPs family of scaffolding proteins
that govern multiple cellular activities like cytoskeletal remodeling and cellular signal
transduction. This study aimed to analyze the expression and biological function of IQGAP3 in
PDAC. Methods: We analyzed IQGAP3 expression in 81 PDAC samples by
immunohistochemistry. RNA interference was used to inhibit IQGAP3 expression in PDAC cell
lines. Results: Immunohistochemical analysis of IQGAP3 showed that 54.3% of PDACs were
positive for cytoplasmic expression of IQGAP3, with no expression found in non-neoplastic
tissue. Furthermore, IQGAP3 expression was an independent poor prognostic factor in our
immunostaining-based studies and analyses of public databases. Our cohort and the Cancer
Genome Atlas database indicated that IQGAP3 is co-localized with kinesin family member C1
(KIFC1), which we previously reported as a cancer stem cell-associated protein. IQGAP3 small
interfering RNA treatment decreased PDAC cell proliferation and spheroid colony formation
via ERK and AKT pathways. Discussion/conclusion: These results suggest that IQGAP3, a
transmembrane protein, is involved in survival and stemness and may be a promising new

therapeutic target for PDAC.



(F#4) Sasaki T

(HL[FAZE %) Fujiwara-Tani R, Luo Y, Ogata R, Sasaki R, Ikemoto A, Nishiguchi Y, Nakashima
C, Kishi S, Fujii K, Ohmori H, Oue N, Kuniyasu H

(Gs¢#4) Effects of high-mobility group box-1 on mucosal immunity and epithelial
differentiation in colitic carcinoma.

(MEi54) Int J Mol Sci, 25:6846, 2024.

(# B) Abnormalities in mucosal immunity are involved in the onset and progression of
ulcerative colitis (UC), resulting in a high incidence of colorectal cancer (CRC). While
high-mobility group box-1 (HMGB1) is overexpressed during colorectal carcinogenesis, its role
in UC-related carcinogenesis remains unclear. In the present study, we investigated the role of
HMGB1 in UC-related carcinogenesis and sporadic CRC. Both the azoxymethane colon
carcinogenesis and dextran sulfate sodium colitis carcinogenesis models demonstrated
temporal increases in mucosal HMGB1 levels. Activated CD8+ cells initially increased and then
decreased, whereas exhausted CD8+ cells increased. Additionally, we observed increased
regulatory CD8+ cells, decreased naive CD8+ cells, and decreased mucosal epithelial
differentiation. In the in vitro study, HMGB1 induced energy reprogramming from oxidative
phosphorylation to glycolysis in CD8+ cells and intestinal epithelial cells. Furthermore, in UC
dysplasia, UC-related CRC, and hyperplastic mucosa surrounding human sporadic CRC, we
found increased mucosal HMGB1, decreased activated CD8+ cells, and suppressed mucosal
epithelial differentiation. However, we observed increased activated CD8+ cells in active UC
mucosa. These findings indicate that HMGB1 plays an important role in modulating mucosal

immunity and epithelial dedifferentiation in both UC-related carcinogenesis and sporadic CRC.
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