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3. REMGH

R | EERE | LRRE | MERE | GnRE | GERE | EERE | RERE
4 K 16,260 48,276 20,840 3,167 1,241 1,334 1,018 2,066
5AH 16,634 51,163 21,746 3,531 1,518 1,721 1,257 2,146
6 A 15,969 47483 20,716 3,288 1,554 1,487 1,135 1,816
7 H 17,575 51,853 22,485 3,740 1,728 1,736 1,256 2,559
8 H 15,822 47,051 20,516 3,452 1,383 1,560 1,043 2,213
9 H 15,778 50,248 21,578 3,684 1,530 1431 1,127 2,295
10H 18,904 54,230 23,269 4110 1,859 1,781 1,235 2,354
118 16,211 47,229 20,145 3,347 1,398 1,142 1,098 2,928
12H 17,337 50,947 21,668 3,512 1,661 1,077 1,152 2,722
1 H 16,595 49,553 20,705 3,413 1,480 1,288 1,147 2,028
2 A 16,110 47,794 20,333 3,106 1,598 1,040 1,036 2,261
3 H 19,218 53,066 22,627 3,532 1,480 1,302 1,098 2,345
THISEE| 202413 | 598,893 | 256,628 | 41,882 18430 16899 13,602 ] 27,733
TRI4EE| 192783 [ 556,668 | 242,197 | 39,054 | 17,616 19608 | 11,910 | 26,283
s o w | mwmw | B, S B o | B B BYEE ) 2 oy
4 K 1,231 2,058 16 97,507
5H 1,172 2,011 12 102,911
6 H 1,144 2,046 341 341 341 39 97,700
7 H 1,423 2 2,357 22 106,736
8 A 1,366 1 2,012 18 96,437
9 H 1,394 1 2,171 5 101,242
10H 1,611 2,612 24 111,989
118 1,247 1 2,180 10 96,936
12H 1,410 1 2,430 10 103,927
1H 1411 1 1,828 27 99,476
2 A 1,292 1 1,887 23 96,481
3 A 1,241 2,276 11 108,196
YRIEE 15,942 8 25,868 341 341 341 2171 1,219,538
VRI4EE 15,844 6 23521 336 336 336 370 1 1,146,868
4. MANRERS
BEFMR | e W MEAE | B B | aop | s oot ARG R af BR B
(MAP) | #RmEk | It % | /MR ooE MAP-1 4044
4 A 281 0 11 925 4] 1221 MAP-2 1.649%4
5 H 311 0 74 1,080 22 1,487 (B2 P R 52
6 B 299 0 45 1,020 15 1,379
7 H 390 0 25 845 12 1,272
8 A 288 0 98 895 12 1,293
9 H 329 0 103 1,305 14 1,751
10H 357 0 37 1,255 28 1,677
11K 263 0 36 800 26 1,125
1283 298 0 37 1,010 14 1,359
1 H 304 0 0 1,460 28 1,792
2 A 391 0 85 1,275 28 1,779
3 H 284 0 49 1,010 20 1,363
YR ISEE 3,795 0 600 12,880 223 17,498
LR14EE 3,596 0 934 9,290 90 13,910




5. EGZH - MR REH

H O & 2 W B M
B oM ® B ¥ mE B OE R & -
—fiRy | WiERE HiERE | € O ] C T  MRI BT K &ZE%¥
4 H 1,957 1 69 146 637 283 326 147 | 3,566
5 H 2,086 3 56 115 630 298 282 128 | 3,598
6 H 2,005 4 76 149 625 282 343 136 | 3,620
7 A 2,101 6 77 141 638 325 244 120 | 3,652
8 H 1,910 3 64 155 581 320 246 120 | 3,399
9 A 1,952 2 56 129 639 296 254 107 | 3435
10 H 2,186 2 71 152 734 349 278 148 | 3,920
11 A 1,853 4 58 149 614 294 251 110 | 3,333
12 A 1,895 2 67 134 630 346 290 126 | 3,490
1 A 1,910 2 62 133 647 317 200 115 | 3,386
2 A 1,825 2 57 135 612 299 192 103 | 3,225
3 A 1,995 2 59 141 749 327 254 124 | 3651
WRI154RE| 23,675 33 772 | 1679 | 7,736 | 3736 3,160| 1,484| 42275
FERI14EE| 22,552 53 850 | 1,722 | 6607 | 2954| 3469 1,382| 39,589
HERRIE R -
7wy (1 %0 | BEEtE | £ © it
4 B 1,752 (3,315) 191 4| 5513 '
5 A 1,413 (2,740) 129 7| 5147
6 H 1,124  (2,157) 150 7| 4901
7 A 1,295  (2,615) 169 13| 5129
8 H 1,323  (2,713) 149 6| 4877
9 H 1,544  (3,161) 170 6| 5,155
10 H 1,895  (3,738) 174 10| 5999
11 H 1,446  (2,709) 163 71 4949
12 H 1,676 (3,369 139 10| 5315
1 A 1,259  (2,218) 170 1| 4816
2 A 988  (1,692) 62 2| 4277
3 H 856  (1,592) 69 6| 4582
ERI154E8| 16571 (32019 | 1,735 79| 60,660
WR144FE| 16690 (31,260) | 1,886 615 | 19,191




6. RERFERBERR
el LR R I TN
s * A Bt o | BB
W W B D 2| N s s || i |
ﬁﬁi’ﬁ@ﬂﬁ&@ ﬁﬁﬁnﬁa@@ g | A

FOE W\ || | | | B R | OE | | R | W |4 | BF | BB | % | % | &

SE Bk 15 & F |149| 14| 30| 5| 0} 2/200| 22{ 3| 1 1 1| 20| 48| 34{282] 0| 0282

YRR 14 4 B (128 8| 27| 7| 0 9179 8 0/ 0l 0| 0 19| 27|134|340| 0| 0/[340

SERR 134 E | 64| 1| 24| 1] 0| 3| 93| 12| 0] - 1{ 0| 9| 22| 37(152| 0| 0152

SE Rk 12 4F B |132] 30| 73] 0| 0| 10|245| 41| 5 —| 0| 0| 9| 55| 55[355| 15| 51(406

Rk 11 4 B |153] 31| 82| 2| 0| 20(288| 31| 9| —| 5| 3| 16| 64|170/522| 21| 90(612

7. BERBERMEE

K4 BoE A K , B MR %
— R : woa GHD
wphaa BYZR L oo e |8 B A % IAIRNY
3 wooa | AR g ® | Fm | @
(EINE)

-4 H 20,780 3,088 405 0 360 24,633 7,246 882
5 B 20,750 3424 160 0 372 24,706 7411 900
6 H 20,263 3,491 132 0 360 24,246 7,146 884
7 A 20,640 4,173 221 0 372 25,406 7,452 880
8 A 20,598 4,326 158 0 372 25454 7,661 903
9 B 20,993 3,894 107 16 360 25,370 7,485 885
10 A 21,996 3,901 273 44 372 26,586 7,355 830
11 A 21,116 3,971 31 60 360 25,538 7,748 910
12 H 21,239 3,976 85 30 372 25,702 7,009 818
1 A 19,536 3,673 130 0 372 23,711 7,336 928
2 A 19,073 3,545 240 0 348 23,206 6,774 876
3 B 19,316 3,204 204 0 372 23,096 6,479 842

SRR 156 E 246,300 44,666 2,146 150 4,392 | 297,654 87,102 878
A 20,625 3,722 179 13 366 24,805 7,259 878

R 14EE 194,741 47,192 42,641 195 4,380 | 289,149 75,627 785

SERR13FEE 174,465 42,614 43,658 215 4,380 | 265,332 69,944 791

SR 124EE 173,245 46,014 44,449 175 4,380 | 268,263 63,665 712

ER11EE 177,454 48,052 46,575 246 4,638 | 276,719 64,049 695




8. WA HAKMBERFERE

WA AR | TR 12 ; b
(#0) (#/ B) ZE j Z\E Ay oAE
A AR I ER AR AR Nk
b | BENLSEIEIEIEIE IR L1
4 A | 2909 669 3578 97.0 | 319 38| 2247 771 69 189 179 2 7
5 H | 3098 601 3699 999 | 286 31 2,333 795 55| 150/ 134 9 13
6 A | 2881 580 3461 960 | 276 33| 2,261 796 52| 128 126 2 12
7 H | 2968 676] 3644 957 | 322 30| 2462 785 49| 125 122 7 5
8 A | 2995 617 3612 966 | 294 33| 2136 776 50/ 119] 115 5 4
9 A | 2918 601 3519 973 | 30.1 30| 2256 79.0 58| 136] 130 7 7
10A | 3430, 660 4,090 1106 | 30.0 36| 2399] 784 60 1565 149 18 8
11H | 2893 577 3470] 964 | 321 23| 2100 784 64| 161| 155 17 8
12H | 3216 664/ 3,880[103.7 | 34.9 26| 2326/ 7718 69| 156] 149 3 16
1 A | 2729 628 3357 880 | 331 28| 2178 776 59| 163| 148 10
2 R | 2672 608 3280 921 | 321 33| 2119, 777 55| 125f 121 9
3 A | 2851 750| 3601 920 326 39| 2571 774 51| 130] 127 3 4
TR 15%E| 35,560 763143191 97.2] 311 380{27,388| 782 691 1,727 1,655 79 103
V1468 37,458 8,006(45464| 1026 32.7| 648/27,936] 77.7| 1,125 2,533| 2493 55 38
o | -1,898) -375-2273| -54 -1.6| -268| -548 0.5 -434) -806| -838 24 65
v % s o A AL B A | | EEREBREAERES
X B | 4 % | & & |l0/1488| 5 | (BEK6A)
Alalele g lolsg o8 |%x =8 | & v 8K
"HE-SE NN N BAlm | e | =
BEAE AR AR AR AR R AR AR AN
AEIEIEIESEIE IR IR AR AR %% | B
4 A | 4063 132] 4195 394 236 129 102| 523 338 124 7 66 2 2 2
5 A | 4096] 107| 4203 350 230 128 98| 478 328 121 6 59 1 1 1
6 A | 3909 120 4029 254 147 149 112} 403] 259 157 6 70 1 1 1
7 A | 4256] 164| 4420 282 194 180] 143} 462 337 106 5 91 0 0 0
8 A | 4044 144] 4188 282| 160| 153| 116 435 276 89 5 66 0 0 0
9 A | 3805/ 153 3958 400 226| 154 118 554; 344 195 6 78 0 0 0
108 | 4408, 163| 4571 410( 207 177} 147) 587 354 115 5 75 0 0 0
1173 | 3401} 151 3552| 344 180 177 125 521} 305 112 5 86 0 0 0
1273 | 4094 153| 4247 390| 196] 189 147 579 343] 120 6 71 1 0 0
1 A | 3462 156| 3,618 421| 208 204 143) 625 351 160 o 80 0 0 0
2 A | 3660 163 3823 376/ 207| 193] 145 569 352 180 6 68 0 0 0
3 A | 378 209 3995 400, 220 271 173} 671 393 165 7 85 0 0 0
T 156 | 46,984) 1,815(48,799| 4,303| 2411 2,104| 1,569 6,407| 3,980 1,644 69| 895 5 4 4
FA14%EE| 38209 969/39,178| 3595 1,961 554] 421 4149 2,382| 1,644 65 735 28 23 23
# | 8775 846| 9621| 708 450| 1,550 1,148| 2,258 1,598 0 4 160; -23] -19] -19




9. ERMBANRSR (FE35H)

& E B SERL1 4R SERL144EE 51 54EE
s i YN} RERRLL HAHE RERL L - PN RERLIL

AR A R 3R 13,402 1.51% 17,145 1.65% 17,427 1.55%
SRR 5,055 0.57% 6,004 0.58% 5,140 0.46%
BRERERE 1,058 0.12% 916 0.09% 1,047 0.09%
TERBERE 35,258 3.98% | 26969 | . 259% | 23229 2.07%
0% 25 5 A 3K 9,099 1.03% 9,114 0.88% 7,645 0.68%
HILERE A 50,044 5.65% 59,981 5.77% | 65988 5.89%
BIVEH (FHRAD 64,056 7.24% | 71,098 6.83% 84,522 7.54%
WIREFEIRE R OLFRE 2,190 0.25% 2,585 0.25% 2,719 0.24%
S5 FF 15,963 1.80% 14,804 1.42% 12,043 1.07%
Z OftfE % DBRERAERS 139 0.02% 156 0.02% 157 0.01%
SEZ - 4218 0.48% 4,342 0.42% 4,780 0.43%
HERHAEA 27,250 308% | 24320 2.34% 23,804 2.12%
I ¥ B AR R 144,154 | 16.28% | 143160 | 13.76% | 167,120 | 14.91%
AT EES R 0 0.00% 0 0.00% 0 0.00%
Z DA ORBHEE IS 49,983 5.65% | 53,044 510% | 46,977 4.19%
o e B 7 P S 8 0.00% 13 0.00% 11 0.00%
fEsE FA 180,810 | 20.42% | 287,148 | 27.60% | 336926 | 30.06%
7 UNVF ¥ 874 0.10% 1,023 0.10% 1,282 0.11%
B RA 1,096 0.12% 1,472 0.14% 1,681 0.15%
o TEHT 57,890 6.54% 56,661 545% | 64,848 5.79%
b REA 26,835 3.03% | 33,693 3.24% | 41,531 3.71%
) B 45,324 512% | 39,351 3.78% | 28,400 2.53%
FEYICRT DK 0 0.00% 85 0.01% 249 0.02%
A 1,430 0.16% 1,519 0.15% 1,254 0.11%
EA R 79,296 8.96% | 91,930 8.84% | 100,111 8.93%
ZOfhisEE BN E LRWEERS | 15125 1.71% 18,352 1.76% 15,579 1.39%
TIVATA RREH RAME) 42,522 480% | 50465 485% | 37,923 3.38%
ETINHOA KRR 6,464 0.73% | 20,018 1.92% 19,846 1.77%
Z Dt J 5,742 0.65% 5,023 0.46% 8,601 0.77%

& &t 885,285 | 100.00% | 1,040,391 | 100.00% | 1,120,841 | 100.00%




2 HFEHEF (H15. 4. 1~HI16. 3.31)

iy
1. BEHK
A 74 448 ok
BEON | EAFK IHPERER| ZEHH | ERFER | IHTEERER
(H) (N) (N) (H) N (N)

4 A 30 9,927 313.7 21 6,698 3245

5 A 31 10,156 317.6 21 6,751 3185

6 A 30 9,841 315.5 21 6,480 321.2

7 A 31 10,310 315.8 22 7,080 319.7

8 A 31 10,450 310.9 21 6,265 287.4

9 A 30 10,152 297.9 20 6,992 3385

10 A 31 10,688 298.5 22 7,793 320.9

11 A 30 10,258 316.3 18 6,454 316.7

12 A 31 10,176 299.0 19 7,148 321.1

1 A 31 9,809 2785 19 6,377 313.0

2 A 29 9,528 324.7 19 6,299 319.2 =i

3 A 31 9,315 323.1 23 7,316 321.8 | MEARERK
SRR 154 B 366 120,610 329.5 246 81,653 331.9 202,263
SR 144 B 365 117,629 322.3 245 77974 318.3 195,603
SRR 134 B 365 109,017 298.7 246 79,238 322.1 188,255
SRR 1 24F 365 110,288 302.2 245 83,271 339.9 193,559
SRR 11 4R 366 114,396 3126 244 87,583 358.9 201,979




2. HBBEH (HETFY - HB) E5

werk | B | % | et POt mat RO e s | x| g Mol | ar | R
% E | 186| 261| 447| 15.7%| 447| 15.7%| ¥ ® ET 3 1| 4] 0.1%| 2,767| 97.2%
BHABK | 175 190] 365| 12.8% 812 28.5%|= & K 2 2| 4] 01%| 2771] 97.3%
O | 146] 174] 320) 11.2%| 1,132| 39.8%| i & & EY 3] 1] 4] 01% 2775 97.5%
g2 [ HT | 127| 135 262| 9.2%| 1,394 49.0%| %% # ET 1] 3| 4| 01%| 2.779| 97.6%
B # ET| 100| 131] 231| 8.1%| 1,625| 57.1%| % )il HT 4 4| 01%| 2,783| 97.8%
7 M | 94| 93| 187 6.6%| 1,812| 63.6%|# & H 1| 3] 4| 0.1%| 2,787| 97.9%
B A | b1 52| 103| 36%| 1,915 67.3%| & W\ E 1| 3| 4| 01%| 2,791| 98.0%
EHEER | 47| 49| 96| 34%| 2011| 70.6%| = 1 ET 1] 3] 4| 0.1%| 2,795| 98.2%
KEEHET | 50| 41| 91| 3.2%| 2,102| 73.8%|"e W@ ET 1| 3] 4| 01%| 2,799| 98.3%
W % B 31| 56| 87| 3.1%| 2189] 76.9%| % #A& HT 1] 3] 4] 01%| 2803| 98.5%
. 7 WT| 38| 43| 81| 2.8%| 2.270| 79.7%| # B M 1| 3] 4] 0.1%| 2,807| 986%
WETHENR | 27| 40| 67| 24%| 2,337| 82.1%|/m % H 2 1] 3] 01%| 2810 98.7%
WaHESSR | 35| 23| 58| 2.0%| 2395 84.1%| % m HT 1] 2| 3] 01% 2813| 98.8%
H m E| 18] 34| 52| 1.8%| 2447| 86.0%| & m HT 2| 1] 3] 0.1%| 2816| 98.9%
WemRE | 29| 22| 51| 1.8%| 2498| 87.7%| = & AHT 2| 1] 3] 01%| 2.819] 99.0%
m OF ET| 27 21| 48] 1.7%| 2,546| 89.4%| & u g HT 3 3] 01%| 2.822] 99.1%
Nl i BT 17| 26| 43| 1.5%| 2,589 90.9%| /1 4 H HT 2| 1] 3| 01%| 2.825| 99.2%
A% W 16] 14| 30| 1.1%| 2619 92.0%| % & E 3 3| 01%| 2,828| 99.3%
£EWH| 16] 6| 22| 08%| 2641] 928%| & F HT 2l 1] 3] 01%| 2831 99.4%
EL 9 10| 19| 0.7%| 2,660| 93.4%| = JI[HT 1] 1] 2| 0.1%| 2833| 99.5%
HOE W 9| 8| 17| 06% 2677 940%| & # HT 2 2| 0.1%| 2,835 99.6%
=R 6/ 10| 16| 0.6%| 2,693 94.6%|/E = HT 2 2| 0.1%| 2837 99.6%
pI=! i 5/ 7] 12| 04%| 2,705 95.0%|% L ET 11 1] 2| 01%| 2.839| 99.7%
I RFOET 71 4l 11] 04%| 2716 954%|# B W 1 1| 0.0%| 2,840| 99.8%
oA H 5/ 5] 10| 04%| 2,726 95.7%| & H (L HT 1] 1| 0.0%| 2841 99.8%
s R T 2l 6] 8] 03%| 2734| 96.0%|# L HT 1 1| 0.0%| 2,.842| 99.8%
L 6/ 1| 7| 02%| 2,741| 96.3%| & HKE HT 1 1| 0.0%| 2.843| 99.9%
+ 4 fE HT 2| 4] 6| 02%| 2,747 96.5%|#E & HT 1 1| 0.0%| 2,844| 99.9%
H R H 1] 5| 6| 02%| 2,753| 96.7%| @ i HF 1] 1| 0.0%| 2845/ 99.9%
+ & 5 HT 3] 2| 5] 02%| 2758| 96.9%| % ¥ HT 1 1| 0.0%| 2,846]100.0%
A F0ET 3] 2| 5] 02%| 2,763 97.0%| & = EH 1] 1| 0.0%| 2,847(100.0%
= 2t [1,332[1,515(2,847(100.0%
= 5 i e WEMRE 3%

EWEAE | 1,332 | 1515 | 2847 HEHRT 2%

m B B 75 95 170 WEHEHER 3%

£ D fhIRS 63 52 115 WeEHEMNRE 2%

w & &t 1470 | 1662 | 3132 T

WITET 3%

KA RET 4%
WETHFER 4%
BAW 4%

Al
8%




3. FMRBEREXERE - 1 - EATHIRNA

je¥E | 1 | D1 | M2 | II | IVI|IV2| V | VI | VI | VI K
L3l 251 8l 169 56 4 6 4 4
it & W | X 232 10| 121 84 6 1 2
0 2 | 483 18] 290] 140 40 12 5 2 12
L2l 731 36| 470 168 12| 10 8 3 5 1 18
" iisLish | & | 745) 35 321 315 16| 21 7 1 5 1 1 22
ZF | 1476/ 71} 791| 483 28| 31| 15 4 10 1 2 40
- 1,959 178|2,162|1,246| 64| 86| 40 8 24 2 4 104
L2l 114 20 94| 13 1 1 1 2
) 4t 2z 102 1| 69 25 1 1 1 2
g | 216 3] 163 38 2 2 1 3 4
B | 1096 46| 733 237| 17| 17| 12 3 6 0 1 24
% gt | 1079] 46| 511 424| 17| 28 9 9 1 1 32
=t | 2175 92|1,244| 661] 34| 45 21 4/ 15 1 2 56
Bl | X XD | XO|XII|XIV XV |XVI|XVI|XKX|[XXI
® 62 70 23 2| 10 9 10 1
it & W | &’ 92| 10/ 13 5/ 40 17 7
& g 154| 17, 36 20 15| 49 27 8
5 288 47/ 100 2 21| 61 1 1 51 4
" et | & 446/ 42| 94 5/ 25| 224 47 8 1
| 734 89| 194 7| 46| 285 1 1 98] 12 1
G- 888 106| 230 9 61| 334 1 1| 125/ 20 1
L2l 24 3, 10 1 1 3 1 5
) 48 Z 45 6 5 2| 23 9
af 69 9/ 15 1 3] 26 0 1| 14 0 0
- 374| 57| 133 5 32 73 1 2| 66 5 0
i 2t Z 583 58| 112 5| 32| 287 0 0| 73] 15 1
| 957 115 245/ 10| 64 360 1 2| 139 20 1
% 11,470
#®w & & & | 1662
ZF 3132
) £HoO IFERE O0HIROEBDTHS
I, YE RS A dUR VI BREURBROKR XV. 1R, SR OER
01, EHEHED VI, ERUAEREZORSR XVI. %K#FW, ERRURAKRE
2. RERUCARFEOH LY X. fERIROKRE XVIL e, #BERCERERE - RERR
M. m#EE S ORE X, MREBEROER XK. #f, $HEKVZOMONROZE
V1. &M, SERRORHER X 1. HLBROKER XX RERECFEE2BITITER
V2. BRI XIO. KERUKE FHEBOKRSE
V. RuRUTEORE X, SRR SHEOER
VI MREROKS XV, REHESRROBER




4. FHRBEEEEOTEREE - 4 - FWHHIANR
£ B I il o2 I V1 V2 \% VI VI VI X
10T 2 5 21 1 1 1

10~19% 1 8

20~295% 2. 9 15 2 1 1 1 4
30~395% 12 20 18 3 3 1 5
B | 40~495% 7 39 35 3 4 2 1 2 1
50~595% 5| 136 56 3 5 6 2 5
60~695% 10| 215 46 2 4 3 1 1 5
70%2LE 71 309 38 3 3
=t 46| 733| 237 17 17 12 3 6 1 24
10T 4 4 21 1 1
10~195% 5 1
20~295% 9 10 41 1 2 1 6
30~391% 6 29 61 1 5 3 4
| 40~495% 5 74| 100 6 3 1 1 1
50~595% 11 115 93 5 6 3 1 4
60~695% 6| 117 50 7 4 3 1 7
7080k 5| 162 53 3 5 1 1 1 8
2t 46| 511| 424 17 28 9 1 9 1 1 32
10 F 6 9 42 2 0 0 0 0 0 1 2
10~195% 1 0 13 0 0 0 0 0 0 0 1
N 20~295% 11 19 56 3 3 0 1 2 0 0 10
= | 30~39%% 18 49 79 4 8 1 0 3 0 0 9
40~495% 12| 113 135 9 7 3 1 3 0 0 2
2t | 50~595% 16| 251 149 8 11 9 0 2 1 0 9
60~695% 16| 332 96 2 11 7 1 4 0 1 12
70k 12| 471 91 6 5 1 1 1 0 0 11
2t 92| 1,244| 661 34 45 21 4 15 1] - 2 56
X X1 XI | XII | XIV | XV | XVI | XV | XX |XXI|# &
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1) Ebina, T. Ogama, N. Shimanuki, H, Kubota, T. and Isono, N.. Life-prolonging effect

of immunocell BAK (BRM-activated killer) therapy for advanced solid cancer
patients : prognostic significance of serum immunosuppressive acidic protein levels. Cancer
Immunol. Immunother. 52, 555-560, 2003.

We devised an innovative type of immunocell therapy called BRM (biological
response modifier) -activated killer (BAK) therapy, which utilizes most of non-MHC
(major histocompatibility complex) restricted lymphocytes, CD56" cells including
70T and NK cells. Peripheral blood lymphocytes were selected by immobilizing
them with anti-CD3 monoclonal antibody, cultured for 2 weeks with serum-free
medium containing IL-2, and then were reactivated by 1,000 U/ml of IFN-a for 15
min. The patients were infused with about 6 x 10° BAK cells by intravenous drip
infusion at 1-month intervals. All advanced solid cancer patients who had received
chemotherapy but for whom it was not effective or have refused chemotherapy
were included in the present study. A good marker of impairment of host immune
response by chemotherapy is an immunosuppressive acidic protein (IAP) level in
serum above 580 ug/ml, survival rates were compared with the high (5801 g/
ml) and the low (L5801 g/ml) serum IAP groups. We enrolled in this study 23
immunosuppressed patients whose IAP level in serum were over 580 pg/ml and
42 immunoreactive solid cancer outpatients whose IAP level in serum were under
580 wu g/ml and whose performance statuses were over 80% on the Karnofsky
scale. After giving informed consent, patients were treated with BAK therapy on
an outpatient basis_ at our hospital. The ethical review board of the Miyagi Cancer
Center approved this pilot study. Treated with BAK therapy, the mean survival of
immunosuppressed patients was 4.6 months. On the other hand, survival for one
of immunoreactive advanced postoperative patients (stage IV) and inoperable lung
cancer patients (stage Illb) was 24.7 months. The difference in survival between
the 2 groups was significant (P<{0.01). This shows that BAK therapy is not
indicated for an adnvanced cancer patient whose serum IAP was over 580 1 g/ml,
perhaps due to extensive chemotherapy. Overall response to BAK therapy was
complete response (CR) in 5 cases, partial response (PR) in 1 case, and prolonged
no change (NC) in 26 cases, with an effectiveness rate at 76.2% in 42 advanced
stage IlIb and IV cancer patients. BAK therapy has a life-prolonging effect without
any adverse effects and maintains satisfactory quality of life (QOL) for advanced

cancer patients.



2) Yokoyama, J, Fujimiya, Y., Yamaguchi, T, Shiga, K, Saijo, Y., Groveman, D.S,

3)

McBain, J.A., Suzuki, Y. and Ebina, T.: Occult lymphoma cells prevalent in autologous
marrow from Non-Hodgkin's diffuse lymphoma. Amer. J. Hematology, 73, 1-11, 2003.

The most effective treatment for recurrent non-Hodgkin’s lymphoma (NHL) appears
to be a high-dose cytotoxic chemotherapy (HDC) followed by autologous bone
marrow transplantation (ABMT). However, it has been suggested that the presence
of occult lymphoma cells in harvested marrow may be responsible for a significant
fraction of treatment failures after HDC/ABMT. The present study examined
randomly accrued NHL patients, independent of their cytogenic grades, for the
presence of cells bearing bcl-2/immunoglobulin heavy chain (IgH) gene
rearrangements in lymph node (LN) biopsies and the bone marrow by polymerase
chain reaction (PCR) and Southern blot hybridization combined with a classical
culturing technique. Among 41 NHL patients examined, bcl -2/IgH translocations
were evident in LN biopsies and marrow from each of 10 follicular lymphoma
patients, but not in any samples from 31 newly-diagnosed diffuse lymphoma
patients. Marrow aspirates from several patients that were cultured using a one-
week "triggering culture" followed by an extended period of conventional culture
resulted in emergence of a monoclonal, IgH-rearranged, bcl -2-normal lymphoid cell
population. Such outgrowth was specifically seen in cultures of diffuse lymphoma
marrow (7 of 28 evaluable patients). Southern analysis for IgH rearrangement
within LN biopsies and of cells cultured from marrow of individual diffuse
lymphoma patients produced identical patterns, suggesting that the occult
lymphoma cells present in harvested marrow were derived from the predominant
lymphoma cell population represented within involved lymph nodes. The culture of
histologically occult lymphoma from diagnostic marrow and analysis of the derived
cells by Southern blot hybridization can be used to detect potentially aggressive
lymphoma cells within harvested marrow, despite their lack of bcl -2 gene
rearrangement.

ELE=, EH#AE, NHET, RRFER, PHER XY TavkimthioiiE
BUOR-FBIINT =D AGe-132& DH %R —. Biotherapy 18(2), 161-165, 2004.
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4) BELEZE  BFET7HY I ATFREMEVORBEDR-BFRN V55 TERREHIL
PPSK& D LLE:. Biotherapy 17(1), 33-38, 2003.
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1) A, Sasaki, K, Hata, S, Suzuki, M,, Sawada, T., Wada, K., Yamaguchi, M., Obinata, H,
Tateno, H, Suzuki and T, Miyagi. Overexpression of plasma membrane -associated
sialidase attenuates insulin signaling in trasnsgenic mice. J. Biol. Chem. 278, 27896-
27902, 2003.
Abstract : Plasma membrane-associated sialidase is a key enzyme for ganglioside
hydrolysis, thereby playing crucial roles in regulation of cell surface functions.
Here we demonstarate that mice overexpressing the human ortholog (NEU3)
develop diabetic phenotype by 18-22 weeks assocated with hyperinsulinemia, islet
hyperplasia, and increased fB-cell mass. As compared with the wild type, insulin -
stimulated phosphorilation of the insulin receptor (IR) and insulin receptor substrate
1 was significantly reduced, and activities of phosphatidyl-inositol 3-kinase and
glycogen synthase were low in trangenic muscle. IR phophorylation as already
attenuated in the younger mice before manifestation of hyperglycemia. Transient
transfection of NEU3 into 3T3-L1 adiocyte and L6 myocyte caused a significant
decrease an IR signaling. In response to insulin, NEU3 was found to undergo
tyrosine phosphorylation and subsequent associatin with the Grb2 protein, thus

"being activated and causing negative regulation of insulin signalin. In fact,

accumulation of GM1 amd GM2, the possible sialidase produéts’ in transgenic

tisssues, caused inhibition of IR phophorylation in vitro, and blocking of association



with Grb2 resulted in reversion of impaired insulin siganling in L6 cells. The data
indicate that NEU3 indeed paticipates in the control of insulin signaling, probably
via modulation of gangliosides and interaction with Grb2, and the mice can serve
as a valuable model for human insulin-resistant diabetes.

2) D, Liu, I, Wada, H, Tateno, D, Ogino, M, Suzuki, L., Li, W, Lu, M, Kojiro, M,
Fukuyama, H, Okabe and M, Fukumoto : Allelotypic characteristic of Thorotrst-
induced intrahepatic cholangiocarcinma : Comparison to liver cancers not associated
with Thorotrast. Radiation Research. 161, 235-243, 2004.

Abstract : To elucidate the genetic alteration that are specific to Throtrast-induced
liver cancers and their possible roles in tumorigenesis, we analized loss of
heterozygosity (LOH) at 37 loci. Our previous study of liver cncers that were not
associated with Thorotrast found LOH at 9 of these loci to be characteristic of
intrahepatic cholangiocarcinoma (ICC), at 19 to be characteristic of hepatocellular
carcinoma (HCC), and at 9 to be common to both ICC and HCC. LOH analysis
was also performed in tissues of cholangioloccellular carcinoma, which is thught to
originate from a common stem cell progenitor of hepatocytes and bile duct
epithelial cells. We found frequent LOH at D4S1538, D16S2624 and D17S1303 to
be common to all the subtypes of liver cancers, independent of the specific
carcinogenic agent. In contrast, LOH at D4S1652 generally was not observed in
Throtrast-induced ICC. LOH analysis revealed that Thorotrast-induced ICC shares
some LOH features with both ICC and HCC that were not induced by Thorotrast;
however, it is more similar to ICC than to HCC in terms of genetic changes. This
study could narrow down the crucial chromosomal loci whose deletions are
relevant to hepatobilialy carcinogenesis irrespective of the carcinogenic agent. The
sutudy of LOH at other the those crucial ones may help us understand how the
phenotype of liver cncers is determined.
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1) Miyagi, T, Wada, T, and Yamaguchi, K., Hata, K. : Sialidase and malignancy : A
minireview. Glycoconjugate J. 20, 189-198, 2004
Aberrant sialylation in cancer cells is thought to be a characteristic feature
associated with malignant properties including invasiveness and metastatic
potential. Sialidase, which catalyzes the removal of sialic ‘acid residues from
‘glycoproteins and glycolipids, has been suggested to play important roles in many
biological processes through regulation of cellular sialic acid contents. The altered
expression of sialidase observed in cancer would therefore suggest its involvement
in the malignant process. In mammalian cells, three types of sialidase cloned to date

were found to behave in different manners during carcinogenesis. Recent progress



2)

3)

in molecular cloning of these sialidases has facilitated elucidation. of the molecular
mechanisms and significance of these alterations. Herein we briefly describe our
own studies on sialidase changes associated with malignant transformation and
summarize the topic from both a retrospective and a prospective viewpoint.
Sialidases are indeed closely related to malignancy, and are thus potential targets
for cancer diagnosis and therapy.

Papini, N,, Anastasia, L. Tringali, C., Croci, G., Bresciani,R., Mivagi, T., Yamaguchi, K.,
Preti, A., Prinetti, A, Prioni, S.,Sonnino, S., Tettamanti, G., Venerando, B. and Monti,
E. : The plasma membrane-associated sialidase Neu3 modifies the cell surface
ganglioside pattern through cell-to-cell interactions. J. Biol. hem. 279, 16989-16995, 2004
We describe here the enzyme behaviour of NEU3, the plasma membrane-associated
sialidase from mouse (Mus musculus). NEU3 is localized at the plasma membrane
as demonstrated by confocal microscopy analysis. In addition, direct administration
of radiolabelled ganglioside GDla to NEU3 transfected cells, under conditions that
prevent lysosomal activity, led to its hydrolysis into ganglioside GM1, further
demonstrating the plasma membrane topology of NEU3. Metabolic labelling with [1
-*Hl-sphingosine allowed the characterization of the ganglioside patterns of COS7
cells. MmMNEUS3 expression in COS7 cells led to a marked modification of the cell
ganglioside pattern. GM3 and GDla content was decreased to about one third
compared to mock-transfected cells. At the same time, a 35% increase in ganglioside
GM1 content was observed, while no significant modifications in the content of
lactosylceramide and the other product of the sphingolipid catabolism were
detectable. Mixed culture of NEU3 transfected cells with [1-*H]-sphingosine labelled
cells, demonstrates that the enzyme present at the cell surface is able to recognize
gangliosides residing in the membrane of nearby cells. In these experimental
conditions, the extent of ganglioside pattern changes was a function of NEU3
transient expression. Overall, the variations in GM3, GD1la and GM1 content is very
similar to those observed in case of [1-’Hlsphingosine labelled NEU3 transfected
cells, indicating that the enzyme mainly exerted its activity toward ganglioside
substrates present at the surface of neighbouring cells.These results indicate that
the plasma membrane-associated sialidase NEU3 is able to hydrolyze ganglioside
substrates in intact, living, cells at a physiological pH and mainly through cell-to-
cell interactions.

Miyagi, T., Kato, K., Ueno, S, and Wada, T.. Aberrant expression of sialidase in
cancer, Trends In Glycoscience and Glycotechnology 91, 187-197, 2004

When cells undergo oncogenic transformation, the sialylation of cell surface

glycoconjugates is altered, which is thought to be associated with malignant



phenotype. To elucidate the significance and the molecular mechanism of the
alteration, we have been focusing on sialidase that catalyzes the removal of sialic
acid residues from glycoproteins and glycolipids. In mammalian cells, four types of
sialidase have been identified to date and were found to behave in different
manners during carcinogenesis. A sialidase found in lysosomes is decreased in the
activity and mRNA level in cancer cells, while a sialidase in plasma membrane is
increased as compared with those in the control cells. The former sialidase affects
anchorage-independent growth and metastatic ability and introduction of the
sialidase gene leads to reversion of these phenotypes. On the other hand, the latter
brings about suppression of apoptosis in cancer cells and knocking down of this
gene with short interfering RNA results in acceleration of apoptosis. In this review,
we describe and summarize the alteration of sialidases and its possible significance
in carcinogenesis.

4) BWYT T VS —EREENA - HBIRB, 74 —5AL A2 - K—=14, 43-48, 2003

B TH B 7IVEEL, BEERCSEEEBHORmMIIMEL, £ < OMIgEEIZED
TWAZENHERINTERE, TV —BIIIOBEES S Y IV E T 287 REER
T, BESHSBOMHERINER D, INET, ECHMENS T U —EE2FEHLZERIIBN
T, YTINEBIREINSE, BHEATOIRA—T 3 027y —IC K 58S,
MR E DRI ENRESEEEZTL I ENALNTWS, L LS, £HFN
TYT7NEBNEDLDITHIRENT 7 )Y —FIli o THBEE NS ONII DN TEH DO
TWiaho =,

RITOEY 7)Y —EHROERICEL ST, Ml@NT7UF—ENU VY —LTOREH
DRI EEES TNEDOATIERLS, BHSTOMEEL( S, MigEm - oMk, > 7
FIVEEZOHBRRIIREREEEGATVWA I EMRBINTVS, fOkhoiEfishn
TEEITINEBEENAOENEERICERL T, &7 U —EOEMERLEHFNzLZ
%, FURAERICRET S 7Y —F (NEU3) 25t hOZHEMNA TRERRERTUEE R
U, —H, TOLI APy IR IATIIEREDFEIET 52 &b holz. HABX
VERKBICBITB LT —ERECODVWTHENL, FOBRFIIODVWTEZRLEN,

- FREER - ASCEIERR

L) Wp3ek, EiEsCrE, REAET, BHEE, liE—, FAE  PAFPREERICET
61%%%@%E§Eﬁiémﬁ%§.Eiﬁﬁémhﬁn%ﬁ%(ﬁﬁﬁsm4%¥ﬂw
FE, WESAZEMEROY 7 NEOEGFLREICHT MR REE, TEHARE HEEFE
3E, 25-31, 2004.

K 2NARMERERO S B, FBRESHIERE (499N), BRES AL — (351
N), BRI AT >H — (359N), RRFSLERARE > — (1,041N) O 4fEaid, °F
RISEE~TVRIAEEIINMI T, AREBEEFOHEEZHEBOELABKAREZZH WL
FHETHEL, RELRE L. SERICBITIEYEERIL, 69%~87%TH D,



2)

3)

4)

EEHHRFICHEDDNABFTOEEE, 502% (1,130,72,250) Tholz, ZI/EES

iz, R - THWRI EBEAbOOEEGIEN%TH /. DAEFEIL, ALOKR
FITHTHWHEERENABELD B E, oD, [REKEDEREEZZ T LELUTHL
2HO0EEIIENABELI D DEN O, TIRE, EEMICHT2MWMEEILX, WIhoHE
HizBWTHEL, ME - TR LBEALDOOEIENT1%~90%IZ k> . —7F,
IZANE, BEUTAZT 1+ OFORHEER, LLX—F—0OfRERH, #FIEZHOEA
W, ZOBEIGEMN50%%E FREID /2. ZHEESEICHT SHERE & mWMEEER LMo
EEOEAE, ALZORE R=0511), FRECEFICHTLHEHM (R=0437), FIHEED
WiE DA (R=0436) THo iz,
EHEE BEHEXT, HPEXR  APALI—ICET2EEREERE - KRABA
RE I —LEBRHRIUBAL Y —DAREEDLLE —. EEXEHBEVAMRBDERS GRE
BS12-1) FRISEE, HBNAZMEROY 7 FNEOBBILEICHET I HE HRSE,
FEMRRE BEARERE, 42-47, 2004

HAMAYE > —2BT 5 AREEREEDOEVWEILET 5720, KRIFIEARE > —

(KB &H&T) BT L ZBRIC K D ERESL N ALY — (BRERKT) OBFMEEZ
BIE Uiz, 440 OEBHEY, BRENRESZBEFIOEREARMAICEEEL VEM SN,
A23KMEINE NIz, WHRZEDA - BIRICE> TRIREEWZLET 2 &, MEEE, 7
AT 4 —BETE, BESEL, IAIFHEEICE L TR O EEHE TL30E KR
351&K D EWV, FOMOERTIEARNE L, FlAEEREREREICEL TRROE
453L B D39 RE N oz, BHMOBRFILETIE, 30HUEARLEZSDDOH,
Bl 21, BEMEN3.61&14HURNDA02ITHAN, MRENEN S 2, EROEFHET,
HHRERIFOE D0, FIZE, ALOBREAITEFRREENESD393L D EEENS
MND 7z,
BHEE, MILRE, FERE, #BET, BERE ERRISAt S —ICB O TERE
85T KBV Z 1T U 2 KBBEAEFIDRE - AMBOEESEN, SF-36I1C &k 2#i%QOLET
i EARAMEICBET 25T BEEFBENAMRMRE GREFES12-1) FISEE, i
PDABMEROY 7 NEDRELERICET 2R HEF EEMRE HEESE, 4850,
2004.

KGEI T SRS FRIBUIBRME, BAMHER, HEQOL, 5 I EREMIREIN
Fe SRR T R ORI HREN A 50, E/o RS ARG, MR L W o A%
BRI EHENSH LN ENS, AEOFRESIEHMTDITIMBEIHEFRED /N1
ZIEFIRTVHL, FHERZHELC S EEBIC, MERMRERBEFAZRNL, BISHREICE
LT, INSKREHEREERICANLINATOMELRRFNEE TH S LEZSNL,
EHEE HED»S, BHNE BRERET BHEXT NI T7HERARNAEZEEDQ
OLI#AZE. BEEFBAEADAMKRMERE GGEES12-1) EHRI15EE, HESABTPBEROY 7
FPEOREFEHLEICEHTIMAE H|EE FEARE EREFE, 6467, 2004.



W& Bt —TIIEORTC (RN AFIEIREIED OQOL (£iFEDE) FHEZ DM
HAZRT, FRIFERLVEEROHHICEV 2 ARBEOQOLFALEZH 2H, 1 HE
EISHEIZfT>TWS, ZOREEFMI4FE6 AICHBEL ZPCU GEMZ 7Rl AR
FHIZOTEBETITY, — R REE) ABiH &g L7z, ER154E11A30H £ TOM
I264% DRI A BE DA ABEFA194E, PCUART266/0F—% 2155z, A
i XK UPCUARGH DQOLBER D HEDZEZMETT 5 &, QOLOZEE, 24 T-1.75T
HU0, PCUDENETFTEN, LML, Mann-Whitney DURE THEEIIFTD bhikhn -,
HERTE, PS, Bk, K&, #H, thoo&HEE, EY, £ WREHE KRHFFED
BIERICDNWTPCUIR BT 2 HEDOE(L (0<0.05) 758D 5z,
- AR - SR

1) Minami Y. Tateno H. : Associations between cigarette smoking and the risk of four
leading cancers in Miyagi Prefecture, Japan : A multi-site case-control study. Cancer
Science. 94 : 540-547, 2003.
Although cigarette smoking is a well-known risk factor of lung (;ancer, associations
of cigarette smoking with the risk of other sites are not fully elucidated in Japan.
To simultaneously evaluate the associations of cigarette smoking with the risk of
stomach, lung, colon, and rectal cancer which have been the leading cancer sites in
recent years in Miyagi Prefecture, Japan, we conducted a hospital-based case-
control study. Study subjects consisted of 614 stomach, 515 lung, 324 colon, and
164 rectal cancer cases and 2,444 hospital controls admitted to a single hospital in
Miyagi Prefecture from 1997 to 2001. Information on smoking habit and other
lifestyle factors was collected using a self-administered questionnaire. Distributions
of referral base among cases and controls were also investigated. For each site,
odds ratios (ORs) and 95% confidence intervals (95% Cls) for smoking habit were
estimated with adjustment for age, vear of survey, history of alcohol drinking,
family history of index cancer, and occupational history, respectively, using an
unconditional logistic regression model. Cigarette smoking (ever vs. never) was
associated with an increased risk of stomach (OR=1.62; 95% CI 1.20-2.19) and lung
(OR=3.82; 95% CI 2.49-5.86) cancer among males and lung cancer among females
(OR=2.02; 95% CI 1.28-3.18). For female stomach cancer, the association with
cigarette smoking was uncertain (OR=0.65, p=0.1533). For rectal cancer, a
significant increased risk was observed in both sex combined analysis. There was
no association between cigarette smoking and the risk of colon cancer. Besides,
detailed analysis showed that the association of cigarette smoking with cancer risk
might be modified by the patient referral pattern, ie, screéned and not -screened.

The present results indicate that the association of cigarette smoking with cancer



risk may differ among sites and sexes. In terms of the population attributable risk,
a large proportion of male leading cancers would be related to cigarette smoking.

2) Minami Y., Tsubono Y. Nishino Y., Ohuchi N, Shibuya D. Hisamichi S. : The
increase of female breast cancer incidence in Japan : Emergence of birth cohort effect.
International Journal of Cancer. 108 : 901-906, 2004.
During recent decades, breast cancer incidence has been increasing in Japan.
According to the latest reports from several cancer registries in Japan, breast
cancer has become the leading cancer site in female cancer incidence. To analyze
the trend of breast cancer incidence in detail, we summarized female breast cancer
incidence during 1959-1997, in Miyagi Prefecture, Japan, and evaluated the period
and cohort effect on breast cancer incidence, using the age-period-cohort model.
Age-specific and age-standardized rates have increased over successive calendar
periods. Around 1980, an accelerated increase in these incidence rates took place.
A full model including age, period, and cohort was best fitted to the trend of
incidence. In the model, the effects of period and cohort were statistically
significant.  The non-linear effect for cohort indicates an increasing trend,
beginning with the cohort in 1888-1897, and the non-linear effect for period
showed a clear increase in risk with calendar period. Furthermore, the full model
including a linear component showed a steadily upward trend in the cohort effect.
Based on our own epidemiological studies previously conducted in Miyagi
Prefecture and other published reports, the cohort effect is likely to be related to
the change in prevalence of women with risk factors such as low parity and
insufficient breastfeeding. We believe that the emergence of the cohort effect is an
important finding, although the period effect may also persist. The significant
cohort effect may give a caution for continuous increase of breast cancer incidence
in Japan.

- BASEER - BRRARE IR AT ER

1) RIEEET, HEF, EHEE, mEEgs, fRkES, REAT, RK%EEMES, I8
MR TESETHMETIRRIC T 2 HE R R OME!, HARBERMESES, 431185
~190, 2003,
HEY @ TESEHMEUIRREIC A S N -SRI UM A ORB S BRI EFRIC D W TRA L 7z,
Ttk L MBIT1994~20004F 1 T = SHERF HEUIRR A 2 fEfT L 724361 TH 5. INRIEBZE S
T EERAN—TIIVERARVEE Y 7 THRILZERT, BERENMROAELZO
R, MRS KO RN & OEREE Rz A TR OEE R RS
HETHED, HRE—8ML0FRENE -2, EAERITE, HEEAIMRES -1
ROKES T, MREHOKITITERBECH I OENIEED 5Nz, KIS ~TY—2



friE, BRRBARTERRERR RN o/, BREEIEENS FEE, 7O0F 2 I3HE
R, AR TEHFCHAL T, EAOM%IZTENED FEHECMEMRSED S
Nie. #wm o FEERMASURSOEERABMIRAERRCINE LEE, BEERiC
$EIL, AGUS (atypical glandular cells of undetermined significance) DO#iEIZEd
BHEERT. MEEHOBRTIY, EERARECENRERSDOLH 2, ERNRETH
LNLEERCHI OF L, BEIEE, E7RE6032<, MREEICX DmHE OERIE]
BEThok. TENEMBEOFEERIIINSOREOFEENTE o,

- B - bbRERE
1) S Namiki, T Tochigi, M Kuwahara, T Ohnuma, N Ioritani, F Soma, I Sintaku, A
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Terai, H Nakagawa, M Satoh, S Saito, N Koinuma and Y Araj : Healthrelated quality
of life after radical prostatectomy in Japanese men with localized prostate cancer. Int.JUrol.
10, 643-650, 2003.

Purpose : We evaluated retrospectively health-related quality of life(HRQOL) after
radical prostatectomy(RP) In Japanese men with localized prostate cancer.

Methods : The study was based on self-reported HRQOL of 280 patients. Patients
were divided Into seven groups : time 0(TO0), baseline before operation ; T1, 1-3
months after RP; T2, 4-6 months after RP; T3, 7-12 months after RP ; T4, 12-24
months after RP ; T5, 25-36 months after RP ; and T6, more than 36 months after
RP. We measured the general and disease-specific HRQOL using the RAND 36-item
Health Survey 1.0 (SF-36) and the University of California, Los Angeles Prostate
Cancer Index(UCLA PCI).

Results : The general HRQOL of the postoperative groups was assessed by SF-36.
The postoperative groups showed almost the same or higher scores than those of
the baseline groups. Urinary function scores decreased substantially after surgery.
In contrast, there was no difference in urinary bother between the baseline and
postoperative groups. Sexual function deteriorated substantially in all postoperative
groups. Similarly, the sexual bother score significantly deteriorated after RP. The
sexual bother score of men aged 65-years or younger was significantly worse than

that of their counterparts in the T1-2 groups.

4 ) Conclusion : Despite reports of problems with sexual activity and urinary

5)

continence, general HRQOL was mostly unaffected by RP. Although there was a
substantial decrease in urinary function, recovery from urinary bother was rapid.
Since the deterioration of sexual function was marked through the postoperative
period, careful attention should be paid to this issue during preoperative counseling,
especially for younger patients.

FEIERY, HAERD, JINEXY, BEEED, L R, BHERRY, WOERXR?,
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We assessed the 1-year charges in the group of patients undergoing radical
prostatectomy and the changes in hospital costs and resource use following

implementation of a clinical care path. A total of 69 consecutive men treated with

‘radical prostatectomy for clinically localized prostate cancer were enrolled in the

study. Hospital and outpatient records were analyzed for each patient in regard to

preoperative, operative and postoperative charges of a 12-month period. Parameters



included number of encounters, diagnostic and therapeutic interventions,
hospitalization and operative charges, and follow-up visits, diagnostic tests and
interventions for 1 year.

The mean first-year cost of treatment with radical prostatectomy for localized
prostate cancer was 144X 104yen. The increase in the first-year cost with higher
prostate specific antigen (PSA) level for the diagnosis level appeared to primarily be
associated with increased inpatient resource use and greater use of hormonal
therapy. Length of the stay in a hospital significantly influenced the first-year cost.
After implementation of the radical prostatectomy care path hospital costs
decreased by 30% (66X 104yen vs 46X 104yen), total cost decreased 40% (190X 104
ven vs 113X 104yen) and length of hospital stay decreased by 56% (37.0 vs 16.6).
The first-year cost with radical prostatectomy are influenced greatly by the
hormonal therapy and the number of hospital days. By standardizing preoperative
and postoperative management for patients undergoing radical prostatectomy,
significant savings can be achieved toward shorter hospital stays and lower
hospital costs. |
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F . Epithelial-myoepithelial carcinoma of the parotid gland. Auris Nasus Larynx. 30 ; 20
1-203, 2003.

We report a rare case of epithelial-myoepithelial carcinoma (EMC) of the parotid
gland. A 70-year-old man presented with a 4-months-history of right-sided
subauricular swelling. Computed tomographic scans revealed a well-defined mass
with cystic lesion, measuring about 40 mm in diameter, in the right parotid gland.
Because the tumor occupied superficial lobe, he underwent superficial
parotidectomy with preservation of the facial nerve. On the basis of the histological
and immunohistochemical findings, the tumor was diagnosed as EMC. His post-
operative course was uneventful, and he is currently free from disease 6 months
after surgery. Diagnosis, clinical behavior and treatment of EMC are reviewed from
perusal of the literature.

SHXH, #E B g K SEEA BUHEDS  SBEICEIT AERTADOER MR
B, BEEWEGEESE 46 : #2; 111~114, 2003
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Ogawa T, Shiga K, Tateda M, Saijo S, Suzuki T, Sasano H, Miyagi T, Kobayashi T.
Protein expression of p53 and Bcl-2 has a strong correlation with radiation resistance of
laryngeal squamous cell carcinoma but does not predict the radiation failure before
treatment. Oncol Rep. 10; 1461-6, 2003.

To examine what factors can precisely predict the radio-sensitivity or radio-
resistance of early stage laryngeal squamous cell carcinomas (LSCC), protein
expression of p53, Bcl-2 and Bax and loss of heterozygosity (LOH) at 3p and 9p
loci were investigated. From June 1994 through Jﬁne 1999, specimens of primary
tumors were obtained by biopsy from 21 patients diagnosed as early stage LSCC
at Miyagi Cancer Center Hospital under approved protocol. Labeling indexes of p53
and Bcl-2 were markedly increased in the recurrent tumors (n=8) and the

differences were significant by statistical analysis (p=0.043 and p=0.015). However,
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when labeling indexes of the samples before treatment from non-recurrent cases
were compared with those of the samples before treatment from recurrent tumors
(n=13), no significant difference was observed. When LOH was examined, 16 out of
these 21 cases were acceptable for evaluation, 4 of which (25%) had a relapse.
Allelic loss at the 9p21 and 3p21 loci was found in 6 of 13 cases (46%) and 10 of
16 cases (63%), respectively. The frequency of LOH at the 3p2l locus in the
recurrent cases was 100% (4 out of 4) and that in non-recurrent cases was 50% (6
out of 12). The frequency of LOH in recurrent tumors was apparently higher than
that in non-recurrent tumors. Preservation rates of the larynx of the patients with
3p21 LOH negative tumors was very high (100%) and that of the patients with
3p21 LOH positive tumors was low. These results indicate that although expression
of pb3 and Bcl-2 had a strong correlation with recurrent LSCC treated by
irradiation, immunohistochemical analysis of p53 and Bcl-2 in the sample before
treatment was not able to predict the radiation failure. Moreover, our results also
indicated that molecular research on genetic instability such as allelic loss may be
more sensitive for the detection of radio-resistant tumor cells.

Shiga K, Ogawa T, Yoshida F, Matsuura K, Tateda M, Saijo S, Miyagi T, Kobayashi
T. : Multiple squamous cell carcinomas of the head and neck show different phenotypes
of allelic loss patterns suggesting different clonal origin of carcinogenesis. Anticancer
Res. 23; 3911-5, 2003.

BACKGROUND : Multiple squamous cell carcinomas in the head and neck are not
such a rare phenomenon in patients. To examine if these tumors have the same
genetic basis or not, we investigated genetic alterations such as allelic loss in such
multiple tumors to see if they showed identical patterns. MATERIALS AND
METHODS: Patterns of the loss of heterozygosity at 3p, 9p and 17p loci were
analyzed in multiple head and neck squamous cell carcinomas of the same patient.
RESULTS : Metachronous laryngeal and tongue tumors of a patient were found to
have identical patterns of allelic loss, while synchronous tumors of three other
patients had different patterns of such loss. CONCLUSION : Our data support the
idea that field carcinogenesis caused by exposure of oral, laryngeal and pharyngeal
mucosa to carcinogens may lead to the independent development of synchronous
non-related tumors at different sites of the upper aerodigestive tract.
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