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1. NERRELT

=t (HIL 4. 1~HI12 3.31)

1| TR 8 FHE FRK 9 R SERL104EHE ERIAER
EEIELE N R A 4,185 4,435 4,710 4,311
E R C P 142 133 167 212
HEFEEEEANRERE 131 180 163 268
Al A®RERSAE 1,755 1,927 2,082 1,940
ABERY RJ b — 167 256 253 201
ABs Yy E YT 154 186 194 178
ANBHBEENEERA 30 23 8 19
SEXNBERERE 161 197 154 151

& it 6,725 7,337 7,731 7,280
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3. BREHH

—RE | EFERE| MERE | [IERE | GillRE | AERE | 4ERE | FERE
4 R 18,528 45,162 19,813 4,654 2,505 1,486 1,102 1,539
5 A 16,900 39,964 17,632 2,589 1,566 1,508 965 1,274
6 A 17,949 42,464 19,127 2,939 2,094 1,367 1,151 1,648
7 A 19,265 43,085 19,358 2,854 1,999 1,690 1,151 1,717
8 A 18,534 43,730 19,649 2,988 2,239 2,173 995 1,735
9 A 18,641 42,999 19,307 3,044 2,128 1,598 1,240 1,485
10 A 17,886 43,235 19,323 2,890 1,962 1,762 1,038 1,511
11 A 17,918 43,930 19,864 3,234 2,058 1,936 1,138 1,641
12 A 17,238 42,067 18,601 2,886 1,928 1,149 1,167 1,539
1 A 17,630 41,237 17,986 2,888 1,831 1,677 983 1,553
2 A 17,447 44,098 19,638 2,786 2,132 1,234 1,081 1,830
3 A 19,177 46,006 20,456 3,071 1,724 1,406 1,104 1,667
& it 217,113 | 517,977 | 230,754 36,823 24,166 18,986 13,115 19,139 |

- - o= - 3= 4=} B PR EE -

MIESRI| B | RRRE | FERE | 0o upoap | s &t
4 A 1,123 2 0 1,372 0 0 22 95,912
5 A 903 1 0 1,164 0 0 32 83,301
6 A 1,084 0 0 1,244 0 0 34 89,823 |
7 A 1,344 3 0 1,512 0 0 23 92,463
8 A 1,211 1 0 1,427 0 0 23 93,254
9 A 1,261 1 0 1,437 0 0 24 91,703
10 A 1,281 1 0 1,488 0 0 33 90,888
11 A 1,298 0 0 1,506 0 0 39 93,017
12 A 1,221 2 0 1,567 0 0 17 87,79
1 A 1,013 0 0 1,681 0 0 22 86,798
2 A 1,082 1 0 1,471 0 0 27 91,328
3 A 1,174 2 0 1,562 0 0 35 95,785
& &t 13,995 14 0 17,431 0 0 331 | 1,092,068
4. MERF|(ER=Z

B E | %k & | FiEE | B E sam | & st HE SRR M ER |

FRIMER | ZRIOBR | M0 %% | /MR oo MAP-1 84TA
4 A 448 2 170 425 0 1,045 MAP-2 18334
5 A 284 0 146 540 4 974 WRC-2 164
6 A 414 4 295 280 6 999 FTRC-1 144
7 A 362 0 108 535 0 1,005 FTRC-2 124
8 H 454 0 142 610 0 1,206 S P C
9 H 367 4 230 720 6 1,327 PC-5 207
10 H 349 4 132 365 0 850 PC-10 3874
11 A 381 4 164 395 6 950 PC-15 564
12 A 297 0 70 555 18 940 PC-20 5
1 A 303 2 48 495 | 6 784
2 A 398 4 185 795 6 1,388
3 A 282 6 80 375 6 749
& it 4,339 30 1,770 6,020 58 | 12,217




5. E&EHT - MERIaEAR

B & 2 W ® M
B w2 & % ¥k OB A g
—HERY | WERY | WLERY  zofh | C T | MRI | R 1 | &EK&¥
4 H 2,109 9 148 166 509 137 293 118 1,057
5 H 1,866 6 114 145 395 128 259 95 877
6 H 2,061 7 100 164 471 158 314 116 1,059
T H 1,943 4 119 162 483 137 318 120 1,058
8 H 2,037 7 101 176 493 154 280 103 1,030
9 H 1,964 18 107 161 467 156 298 101 1,022
10 H 1,827 10 119 157 482 132 333 125 1,072
11 H 1,931 27 123 177 471 152 347 123 1,093
12 A 1,770 25 122 143 483 147 322 93 1,045
1 H 1,898 16 103 145 452 143 292 97 984
2 H 1,961 9 81 152 459 143 314 118 1,034
3 H 2,108 9 97 153 502 142 332 119 1,095
= 23,475 147 1,334 1,901 5,667 1,729 3,702 1,328 12,426
B SRE AR
=
V=749 | wETE | /N E
4 H 1,156 130 1,286 4,775
5 H 1,460 111 1,571 4,579
6 H 810 106 916 4,307
T H 846 149 995 4,281
8 H 915 131 1,046 4,397
9 H 788 144 932 4,204
10 H 885 128 1,013 4,198
11 A 1,006 142 1,148 4,499
12 H 858 112 970 4,075
1 H 1,057 219 1,276 4,422
2 A 1,335 172 1,507 4,744
3 H 1,340 204 1,544 5,006
= 12,456 1,748 14,204 53,487




6. REFEERBIRR

" s moom 5 ® w5 |,
N % * A b NE:.

o m|E E E o s & e R
\\@gﬂimﬁﬁ R | = DA
I N E R R fh 3R || R | R SNSRI R -
ek 1R 153| 31| 82, 2/ 0 20 288 31| 9| 5 3| 16/ 62| 350| 170{ 21| 90| 610
SERR 10 92| 291 60| 1| 0] 5/ 187 24| 2| 1, 0 1) 28| 217| 432| 15| 80| 512
SERK 9 FEEE 182 28{ 54, 0] 1| 4]269 18| 9| 0| 2| 3| 32| 158| 459| 22| 84| 543
SRk 8 436\ 70; 53; 1| T| Ti574 33 1 0 1 3| 38| 79| 691| 22| 131| 822

7. BEBELIEVMHE
55 Bz 8 K e o | suo iy
THERR  |WIERR | g a | & F  mam | 1Aey
A3 woa | GBS | om |(7R G0
4 R 14,471 3,653 3,600 360(0) 22,084 5,460 742
5 H 14,146 4,308 3,960 372(0) 22,786 5,189 683
6 H 14,427 4,656 3,920 360(0) 23,363 5,363 689
T A 15,466 3,065 4,184 372(0) 23,587 5,473 696
8 H 14,117 4,075 4,308 372(0) 22,872 5,543 727 |
9 H 14,219 3,312 4,049 422(62) 22,002 5,536 755
10 A 15,897 3,681 4,128 446(74) 24,152 5,240 651
11 H 14,423 4,125 3,924 426(66) 22,898 5,071 664
12 H 14,706 4,174 3,984 416(44) 23,280 9,126 661
1 R 14,420 3,821 3,364 372(0) 21,977 4,842 661
2 B 14,915 4,266 3,667 348(0) 23,196 5,406 699
3 H 16,247 4,416 3,487 372(0) 24,522 5,800 710
SRk 11EERE 177,454 48,052 46,5675 | 4,638(246) 276,719 64,049 695
Ry 14,788 4,004 3,881 386.5 23,060 9,337 695
SERRI0ERE 172,755 57,190 42,633 3,285 275,893 73,418 798
SRR 9 163,488 50,160 50,696 4,380 268,724 66,458 742
SRk 8 R 162,780 47,844 53,199 4,380 268,202 60,453 676




8. WFHEAMBEFERRIIMERS

WA AR EHEEONE | 1% | Kk %iﬁ SRS TS
0 B | ﬁ o
Al A A a2 5 4l e]e]e B |ne
it w22 5 | 3 E 0%
T
4 A | 3148 3974 7122) 1049 189.2 1,256| 369 8.5 20 11 —
5 A | 2601 3375 5976 839 187.5| 1,124] 413 10.9 19 12 —~
6 A | 3,085 3391 6476 102.8] 154.1| 1,096| 563 14.2 16| 42 28
7 A | 3188 3438 6626 102.8] 163.7 1,048 777| 184 200 63 36 12] —
8 A | 3201 3,088 6280 103.3] 1404] 896 956| 236 220 65 38 —
9 A | 2970 3,031 6001 990 1516 864 1,102 26.7| 16| 53 23 —
10 A | 2,886 819 3,705 93.1] 410 172) 3,083 79.0, 69| 119] 95 —
11 A | 2928 708 3,636 976 354/ 160 3,345 825 121] 316 199 15 —
12 B | 2991 758| 3,749 96.5| 39.9] 162 3,185 80.8] 124| 353| 198 20| —
1 A | 2715 760 3,475 876/ 40.0| 144| 3,139] 80| 103| 2r7] 170 11| -
2 A | 3035 801 3,836 10471 40.1] 164| 3,175| 79.9] 134] 324 192] 18 -
3 A | 3400 910] 4310] 109.7] 414| 171 3,504] 79.4] 134 316 1Tl 14 -
THEE | 36,148] 25,053] 61,201] 98.8] 102.7] 7,257) 23,611 485 770 1,967 1,173 104] —
THRIGE | 34,115]46,699] 80,814|  93.5| 190.6/ 17,010 3,777 75| | -] | - -
# oa | 2,033021,646-19,613 5.3 -87.9 -9,753/19,834| 410, | - -] ~|] -
A biz’)i ARIE | B E A 5 E%%%@SF&%%HEE&TE&E
SO mERE |0 WK o | (REEID)
Eomo o® o ox B 5w 8| B
5 | = | E Boom x| o=
s | BB . w | & B
5 5 5 E5 E5 54 "
4 A 755 0 o] 418 15 32 0 0 0
5 A 741 0 0 290 39 0 0 0
6 A | 1,040 0 0| 240 45 0 0 0
7 A | 1420 0 0, 163 10| 47 1 0 0
8 A | 1423 12 5| 390/ 13 28 0 0 0
9 A | 1257 29 11 210 23 0 0 0
10 B | 1,386 53] 24] 270 32 0 0 0
11 B | 1,547, - 86| 34] 250 9| 38 3 2 2
12 B | 1406 41] 14| 3400 10| a7 4 3 1
1 A | 1418 120 48] 280 44 4 4 0
2 A | 1524 140 510 230 29 9 9 1
3 B | 2398 1471 60| 170 34 9 2 2
TRIEE 16,315 6281 247 3,251| 108] 428 16 13 6
TH10EE — = =] 2874 103 379 6 0 0
1 e 5| 49 10| 13 6




9. EEmBARRL (E35)

FERER Rk 9 FHE EARI0F TR FE
MR S A | MR BAS | MR | BAM | B

LK R R 2R 23,200 2.29% 19,384 1.94% 14,556 1.63%
PRUE TSNS 8,267 0.82% 7,745 0.77% 5,717 0.64%
BHEBERAE 2,905 0.29% 2,582 0.26% 1,798 0.20%
RS EHE 99,750 9.86% | 103,753 10.36% 72,997 8.17%
IR 83 B 3 12,651 1.25% 14,061 1.40% 10,202 1.14%
LS E R 93,516 9.24% 91,155 9.10% 62,280 6.97%
TV E CE (BHRED 64,524 6.38% 64,937 6.48% 63,111 7.06%
IARATE R E KR O AP % 7,425 0.73% 7,239 0.72% 4,000 0.45%
fh B & 17,417 1.72% 16,598 1.66% 18,212 2.04%
Z O & DFERAKES 249 0.02% 249 0.02% 185 0.02%
£y vH 5,241 0.52% 5,139 0.51% 4589 .  0.51%
M B R A E 49,215 4.86% 44,268 4.42% 37,579 1 4.20%
11117 B O kit A 5 110,086 10.88% | 110,293 11.01% | 139,333 15.59%
AT R A 0 0.00% 0 0.00% 0 0.00%
Z o fth o R ERE 5 41,425 4.09% 37,386 3.73% 30,630 3.43%
AR I A 28 0.00% 30 0.00% 12 0.00%
FE 5 A 172,993 17.09% | 183,320 18.30% | 166,067 18.58%
VA% = 5,264 0.52% 5,064 0.51% 2,285 0.26%
1875 U] 6,476 0.64% 4,632 0.46% 1,642 0.18%
YU E B 73,471 7.26% 73,270 7.31% 63,980 7.16%
(LR 16,965 1.68% 15,889 1.59% 18,018 2.02%
HE PR 60,401 5.97% 63,409 6.33% 47,131 5.27%
Esla s L7/ IS RE S 46 0.00% 0 0.00% 29 0.00%
S 3R 3,476 0.34% 3,503 0.35% 2,021 0.23%
LW 83,383 8.24% 84,142 8.40% 78,928 8.83%
ZOfMiAEEHIE L LRES 15,916 1.57% 15,500 1.55% 13,974 1.56%
Tk e A FREE KRR 29,591 2.92% 16,971 1.69% 26,285 2.94%
FETVH o4 FRERE 1,831 0.18% 5,137 0.51% 8,385 0.94%
Z O 6,429 0.64% 6,097 0.61% 0 0.00%

& it 1,012,141 | 100.00% | 1,001,753 | 100.00% | 893,946 | 100.00%




FoE B H M OGP (H1L 4. 1~H12 3.3D
1. BEH
A b5 4 ¥
DROY | EEEN | IATHEER 2EOK | EEEE | | PsRER
() (A) (A) (a) (A) N

4 A 30 9,235 307.8 21 7,580 361.0

5 H 31 9,263 298.8 18 6,579 365.5

6 H 30 9,611 317.0 22 7,283 331.0

T A 31 9,657 311.5 21 7,528 358.5

8 H 31 9,576 308.9 22 7,378 335.4

9 H 30 9,135 304.5 20 7,569 378.5

10 H 31 9,990 322.3 20 7,258 362.9

11 A 30 9,585 319.5 20 7,394 369.7

12 H 31 9,654 311.4 19 7,298 384.1

1 H 31 9,223 297.5 19 6,804 358.1

2 A 29 9,437 3264 20 7,130 356.5 = it

3 A 31 10,130 326.8 22 7,782 353.7 MERFE L
SRR 366 114,396 312.6 244 87,583 358.9 201,979
R0 365 114,744 314.4 245 91,139 372.0 205,883
SRk 9 AR 365 113,483 310.9 245 88,355 360.6 201,838
SRR 8 R 365 114,050 312.5 245 85,146 347.5 199,196




2. HEBBREH (HETHA - 31 &

. ] . z = o=

ww | B | x| U g RIER oy | g | x| oar (MR myy REAR
& B 213| 250} 463} 16.5% 463| 16.5%| 7= P MI 2 1 3] 0.1%| 2,767| 98.4%
i N=E 143| 160| 303| 10.8% 766| 27.2%| = A& K HJ 1 2 3] 0.1%| 2,770| 98.5%
% [m Hr 141 147| 288| 10.2%| 1,054| 37.5%| & & JI| HJ 3 0 3] 0.1%| 2,773| 98.6%
T B n 110{ 157| 267| 9.5%| 1,321| 47.0%| % 5 HI 1 2 3] 0.1%) 2,7761 98.7%
H B Hf 117| 144 261 9.3%| 1,582| 56.2%| &= £ 1L HJ 2 0 2] 0.1%| 2,778| 98.8%
5 M 91, 129 220 7.8% 1,802 64.1%| = & 7K W 2 0 2| 0.1%| 2,780| 98.8%
L 62 63| 125 4.4%| 1,927| 68.5%| &t » #£ Hr 1 1 21 0.1%| 2,782| 98.9%
A il Jud Hr 60 63! 123 4.4%| 2,050| 72.9%| /) - M Hf 1 1 21 0.1%| 2,784| 99.0%
B & 48 54! 102| 3.6% 2.152| 76.5%| % (L4 Hr 2 0 2] 0.1%| 2,786| 99.0%
L F: M 29 63 92| 3.3%, 2,244| 79.8%| # & HJ 0 2 21 0.1%| 2,788| 99.1%
MWHETHEFEX 40 29 69| 2.5%| 2313| 82.2%| & & Hf 2 0 21 0.1%| 2,790] 99.2%
R 29 37 66! 2.3%| 2,3791 84.6%| M L Hf 1 1 21 0.1%| 2,792| 99.3%
A THE KK 28 29 57| 2.0%| 2,436| 86.6%| & XK HJ 1 1 2] 0.1%| 2,794 99.3%
AT IKE X 24 25 49| 1.7% 2,485| 88.3%| A F H 1 1 21 0.1% 2,79]| 99.4%
J g MY 13 23 36| 1.3%| 2521} 89.6%|m #8 HS 0 2 21 0.1%| 2,798| 99.5%
B £ M 15 20 35| 1.2%| 2,556| 90.9%{mi 7 MW 2 0 21 0.1%| 2,800{ 99.5%
mAEHERKX 14 17 31| 1.1%| 2.587| 92.0%| — 0 HJ 0 1 1] 0.0% 2,801| 99.6%
B OE i 12 13 25| 0.9%| 2,612| 92.9%| = W& HJ 0 1 1] 0.0%| 2.802| 99.6%
&N R 12 6 18| 0.6%; 2,630 93.5%| F 5B HJ 1 0 1| 0.0%| 2,803 99.6%
£ B W 6 11 17| 0.6%| 2,647 94.1%| & Jil M 0 1 1y 0.0%| 2,804| 99.7%
t oy B M 4 8 12| 0.4% 2,659| 945%| K # # 1 0 1] 0.0% 2805| 99.7%
=z o M 7 4 110 0.4%| 2,670 94.9%| #k 4 HJ 0 1 1| 0.0%| 2,806] 99.8%
oA 8O 6 4 10; 0.4%| 2,680| 95.3%| 10 H 0 1 1] 0.0%| 2807 99.8%
4 & i 4 5 9. 0.3%| 2,689 95.6%} & 1L M 1 0 11 0.0%| 2,808] 99.8%
A R M 4 5 9| 0.3%| 2,698 95.9%| & HE HS 1 0 1; 0.0%] 2,808| 99.9%
A K HI 3 ) 8| 0.3%| 2,706| 96.2%|dt £ M 1 0 1| 0.0%| 2,810 99.9%
JoFr MMy 3 4 T 0.2%! 2,713| 96.4%| & &F Hf 1 0 1| 0.0%| 2,811 99.9%
M HS 3 4 7| 0.2%| 2,720 96.7%| & A& M| 1 0 1| 0.0%| 2.812|100.0%
ORI M ) 2 7| 0.2%| 2,727 96.9%| & R H] 0 1 1| 0.0%| 2,813|100.0%
B R & 3 3 6/ 0.2%| 2.733] 97.2%| 7k b # 0 0 0] 0.0%| 2,813]100.0%
KX 48 Hr 2 4 6] 0.2%| 2,739 97.4%| & Ak HJ 0 0 0| 0.0%| 2.813]100.0%
s F I 4 1 5/ 0.2%| 2,744| 97.5%| & ¥ i HJ 0 0 0l 0.0%) 2,813]|100.0%
W M 4 1 5/ 0.2%| 2,749 97.7%| & #0 MJ 0 0 0 0.0%| 2,813]100.0%
jp db Hp 1 3 4| 0.1%| 2.753| 97.9% /N ¥F M H[ 0 0 0| 0.0%| 2,813/100.0%
w5 H 2 2 4| 0.1%| 2.,757| 98.0%| # 14 MW 0 0 0| 0.0% 2,8131100.0%]|
. W M 4 0 4| 0.1%| 2,761| 98.2%| " #A HJ 0 0 0| 0.0%| 2,813|100.0%
HOBE N 2 1 3| 0.1% 2.764| 98.3%| # B HT 0 0 0| 0.0%| 2,813]100.0%

= i 1,297{ 1,516| 2,813]100.0%

X | & T &
=R S A 1,297 1,516 2,813
s R B o4 58 112
z o fhE A 32 39 71

w & it 1,383 1.613 2,996




3. HRBERBEFOEERR - 1 - (EFTHIIKR

& &t I |O1 o2 |m1 |m2  Iv | V [ VI | VI | VO
3 187 41 114 30| 10 2 4 0 21 10] 11
i & M | & 183 5| 82| 67 6 1 4 0 3 21 13
" i 370 9| 196 | 97! 16 3 8 0 50 12| 24
3 693 | 19| 350 | 144 | 24| 34 9 0 6/ 39| 68
Pﬂ aEmLA | & 720 31| 271| 233| 54| 21| 20 1 6 31| 52
i 1,413 | 50| 621| 377| 78| 55| 29 1| 12, 70| 120
& 1,783 59| 817, 474| 94| 58| 37 1] 17| 82| 144
A 68 2 45| 12 1 2 1 0 1 2 2
= 2 7 71 1| 46| 15 1 2 1 0 0 3 2
: 139 3 o] 21| 21 4| 2 ol 1| 5| 4]
A 948 | 25| 509 | 186| 35| 38| 14 0 9 51| 81
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YOSHIAKI FUJIMIYA, YOUICHI SUZUKI, RYUICHI KATAKURA and
TAKUSABURO EBINA : Tumor-Specific Cytocidal and Immunopotentiating

vEffects of Relatively Low Molecular Weight Products Derived from the

Basidiomycete, Agaricus Blazei Murill, ANTICANCER RESEARCH 19:113-118,

1999.

Abstract Currently, some natural herbal extracts are believed to have a marked
tumoricidal effect and low toxicity for normal tissues. We investigated the effect
of relatively low molecular weight products extracted from the basidiomyecete,

Agaricus blazei Murill, on MethA tumor cell growth with the aim of producing
syrithetic derivatives based on these products. Inoculation of the low molecule
fraction (LM) into the primary tumor of a two-tumor model resulted in the
marked inbibition of the tumor, not only in the right flank, but also in the
non-injected left flank. Chromatographic purification and physicochemical
characterization showed the main tumoricidal activity to be located in a low
molecule fraction-3 (LM-3), containing «a -1, 4-glucan- 8-1, 6-glucan complex
with an average molecular welght of 20 kDa. ATl LM fractions and crude ATF
showed In vitro selective cytotoxicity for MethA tumor cells, having no effect
on normal cells. Serum levels of immunosuppressive acidic protein (IAP) in
mice receiving LM fractions, particularly LM-3, significantly increased, indicating
the possible activation of granulocytes. We speculate that the inbibition of the
distant tumor might be due to the increased migration of granulocytes, enhanced
by the effect of extract injections at the primary tumor site.

SONG, X.-G., KANAMARU, Y., MINAMOTO, N., EBINA, T.: Antivirus activities
in the colostrum of cows that prevent diarrhea caused by human rotavirus.

Milchwissenschaft 54(8)430-433, 1999.

Abstract The bovine colostrum obtained after immunizing three 8-months
pregnant Holstein cows with human rotavirus had been found to protect infants
as well as experimental animals from diarrhea caused by human rotavirus. In
order to know whether IgG type antibodies exhibit exclusively the anti-rotavirus
activity in the colostrum, we separated whey proteins and measured their activities
to inhibit replication of a human rotavirus MO strain in the cultured rhesus
monkey kidney cell (neutralization). IgG class immunoglobulins were isolated by

protein G-Sepharose affinity chromatography. The separation of the high-Mr



traction containing high-Mr glycoproteins such as milk mucin, as well as IgM
and SlgA, was achieved by gel filtration on Sephacryl S-200 from the IgG-depleted
whey. The neutralization measurement showed that the activity against the virus
could be attributed to IgG type antibodies. The high-Mr fraction of the IgG-
depleted whey inhibited virus replication only weakly. None of the activity was
found in the low-Mr fraction. When compared to the activity of the parental
whey fractions the purified IgG showed only similar or even several times higher
minimun inhibitory concentration (MIC), suggesting that loss of activity could
have occurred during the isolation process.

3) MELRE=RS, S RKBEE YT 5 BRMEHEILF 7 — (BAK) BE1HRER
HICHBTH5Q0L O#HiFE. Biotherapy 13(5):537-539, 1999. 5.
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Wada, T., Yoshikawa, Y., Tokuyama, S., Kuwahara, M., Akita, H. and Miyagi,

T.: Cloning, expression and chromosomal mapping of a human ganglioside
sialidase. Biochem. Biophys. Res. Commun. 261, 21-27, 1999.

Abstract Here we report the cDNA sequence of a human ganglioside sialidase.

The ¢cDNA was isolated from a human brain ¢cDNA library by screening with a
240 bp probe generated by polymerase chain reaction using primers based on
the sequences of rat cytosolic and bovine membrane sialidases which we previously
cloned. The 3.0kb ¢cDNA encodes an open reading frame of 436 amino acids
containing a putative transmenbrane domain and an Arg-lle-Pro and three Asp-
box sequences characteristic of sialidases and showing overall 83% and 39%
identities to the bovine and rat enzymes, respectively. Northem blot analysis
revealed high expression in skeletal muscle and testis, but low level in kidney,

placenta, lung and digestive organs. Transient expression of the ¢cDNA in COS-1
cells resulted in an 130-fold increase in sialidase activity compared to the control
level, and the activity was found to be almost specific for gangliosides. Fluorescent
in situ hybridization allowed the human sialidase gene localized to chromosome
11 at g 13.5.

Hasegawa, T., Yamaguchi, K., Wada, T., Takeda, A., Itoyama, Y. and Miyagi,

T.. Molecular cloning of mouse ganglioside sialidase and its increased expression
in Neuro2a cell differentiation. J. Biol. Chem. 275, 8007-8015, 2000.

Abstract Ganglioside sialidases have been implicated in neuronal differentiation
processes, including neurite outgrowth. To understand further the roles and
regulation mechanisms of the sialidase in neuronal systems, we have cloned
mouse ganglioside sialidase ¢cDNA and observed its expression in NeuroZa cell
differentiation. A 3339 bp ¢DNA, cloned based on the sequence information of
previously cloned enzymes, encodes 418 amino acids containing three Asp-boxes
characteristic of sialidases. Northern blot analysis revealed a 3.4-kb transcript
expressed highly in heart but also in several other tissues including brain. In
situ hybridization of mouse brain demonstrated the mRNA to be present in the
cerebral cortex, as well as in the granular cell layer, Purkinje cells and dentate
nucleus of the cerebellum. Transient expression of the ¢cDNA in COS-1 cells
resulted in over 300-fold increase in sialidase activity toward gangliosides
compared to the control level, with ganglioside substrate preference. During

5-bromodeoxyuridine-induced Neuro2a cell differentiation, the expression of the



sialidase was increased as assessed by activity assays and quantitative RT-PCR
analyses. Stable transfection of the sialidase in Neuro2a cells resulted in
accelerated neurite arborization following 5-bromodeoxyuridine treatment,
indicating the direct participation of this panglioside sialidase in neuronal cell
differentiation.

3) B+ . Sialidase NomenclaturelZB8d 3 Z &, JSCR Newsletter, 4. 6-7, 2000.
Ey v7Y ¥ -+ (Sialidase, EC3.2.1.18) 3 —f#iZexo- a -sialidase* ¥k L, neura
minidase, N-acylneuraminateglycohydrolase& &FHINT &7, &ilr, W¥E > 7Y
y—¥DELRTFI o —=v RS HIRIE T, Sialidase NomenclatureiZ >\ TR
FMIRERICTEREMB LG, BASMaBRFinic, BEMN TR 2BBHEVLH-D
GmeiGb CEMNTELDT, FLDEEU-HEZFPOANIH TV,

PEAE, Human Genome Organization (HUGO) K F{F XN T W 5 Human Gene
Nomenclature Committee ##& O Dr.Julia White» 5, ¥ 7 U ¥ — ¥ 0L icBd 2
WEDEBH - ENEEL LY, ZoDEBSFEIIEVLTY T Y F—EDIELWVWATF
IKOWTEEE N, Tokyo (Glyco-XV, 1999, 8) X UKiel (1999, 10) O&EICH
WTETESNAHER, ROL I BEEE LD, Human Gene Nomenclature Committee
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1) Minami Y, Ohuchi N, Taeda Y, Takano A, Fukao A, Satomi S, Hisamichi S.:
Risk of breast cancer in Japanese women with benign breast disease. Japanese
Journal of Cancer Research. 90, 600-606, 1999.

Abstract To investigate the risk of breast cancer development in women with
benign breast disease (BBD), 387 screen-detected BBD cases and 1,489 normal
control subjects were followed up. While 2,811 person-years in cases and 11,018
person-years in controls were accumulated, 5 women in cases and 6 women In
controls developed breast cancer. Using Mantel-Haenszel method, relative risks
(RR) were estimated for all women with BBD and women in some BBD types,
respectively.  Significant elevated risk of breast cancer was observed in all
women with BBD (RR=3.26, 95% confidence interval (CI) 1.08-9.83). Women
with proliferative BBD were at high risk of breast cancer (RR=28.48, 95%CI
2.99-24.10), but no increased risk was observed for women with nonproliferative
BBD (RR=0.93, 95%CI 0.11-7.66). The risk of breast cancer in women with
atypical hyperplasia was estimated to be extremely high, but the 95% confidence
interval was wide (RR=16.03, 95%CI 3.34-76.87). The additional analysis for

Investigating detection bias showed that the effect of this bias on our findings



was not so serious. These results suggest thathistopathological diagnosis of
breast lesion is essential in the management of women with BBD and that

women with proliferative BBD should be followed up carefully.
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1) Kiyoaki QOuchi, Tohoru Sugawara, Hidemaro Ono, Tsuneaki Fujiya, Yasuhiko
Kamiyama, Yoichiro Kakugawa, Junichi Mikuni, Kojin Endo : Diagnostic
capabilitiy and rational resectional surgery for early gallbladder cancer. Hepato-
Gastroenterology. 46, 1557-1560, 1999.
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Abstract Gallbradder carcinoma limited to the mucosa (pTla) or muscularis
proper (pTlb) with no lymph node metastasis (stage 1) is defined as early
carcinoma of the gallbladder. Eleven patients with early carcinoma of the
gallbladder, treated by either simple or extended cholecystectomy (cholecystectomy
plus wedge resection of the gallbladder bed of the liver and lymphadenectomy),
were reviewed to determine the diagnostic capability and to clarify the rational
resectional procedure for this stage of the diseage. A definitive pre-operative
diagnosis was made in only 2 patients with pTlb tumors. Most of the
remaining 9 patients were diagnosed incidentally after cholecystectomy for polyps
or stones. Among 7 patients with pTla tumors, 5 underwent simple
cholecystectomy and 2 underwent extended cholecystectomy. All 7 patients
survived with a recurrence-free condition for 5 years or more following the
operation. Two patients with pTlb tumors, however, died of a local recurrence
or bile duct carcinoma following simple cholecystectomy. Two patients with
pTlb tumors who were correctly diagnosed before the operation and underwent
extended cholecystectomy survived without recurrence. It i1s concluded that patie
nts with pTla tumors can be successfully treated by simple cholecystectomy,
while patients with pTlb tumors require extended cholecystectomy.

Kiyoaki Ouchi, Tohoru Sugawara, Hidemaro Ono, Tsuneaki Fujiya, Yasuhiko
Kamiyama, Yoichiro Kakugawa, Junichi Mikuni, Hideaki Yamanami, Satoshi
Komatsu, Akira Horikoshi . Mitotic index is the best predictive factor for survival
of patients with resected hepatocellular carcinoma. Dig Surg. 17, 42-48, 2000.
Abstract In patients with hepatocellular carcinoma (HCC), tumor recurrence is
not infrequent after resection. It is presumed that characteristics of the tumor
such as cellular malignancy might influence the prognosis of the patients in
assoclation with tumor stage and radicality of the procedure. Univariate and
multivariate analyses were used to retrospectively determine the clinicopathologic
factors potentially related to survival in 40 patients who underwent hepatectomy
for HCC. In univariate analysis, tumor stage I or I, mitotic index of 4 or
less/10 random high-power fields, solitary tumor, and curative resection were
significantly correlated with better survival. In multivariate analysis, the mitotic
index and surgical curability were independently significant variables influencing
survival of patients, and the mitotic index was the best predictive factor. A
highly significant correlation was found between the mitotic index and Ki-67
labeling index. Compared to tumors with a mitotic index of 4 or less, those

with a mitotic index of 5 or more had a higher association with multiple tumors
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and advanced tumor stage, which preclude curative resection. Analysis of the
mitotic index is quite simple, and the mitotic index could be a useful factor for
predicting the long-term survival of patients with HCC following hepatic
resection.
Kiyoaki Ouchi, Tohoru Sugawara, Hidemaro Ono, Tsuneak: Fujiya, Yasuhiko
Kamiyama, Yoichiro Kakugawa, Junichi Mikuni, Hideaki Yamanami : Hepatectomy
using an ultrasonically activated scalpel for hepatocellular carcinoma. Dig Surg. 17,
138-142, 2000.
Abstract The first retrospective studies were performed to compare the efficacy
of the ultrasonic cavitational aspirator (aspirator group) and the ultrasonically
activated scalpel (scalpel group) for hepatic resection in patients with hepatocellular
carcinoma. The aspirator group consisted of 8 patients (6 with liver cirrhosis
and 2 with chronic hepatitis in the nontumorous liver), and the scalpel group
of T patients (6 with liver cirrhosis and 1 with chronic hepatitis). All patients
underwent limited hepatic resection, and the intermittent Pringle maneuver was
applied during hepatic transection. There were no significant differences in
preoperative hepatic function, type of hepatectomy, tumor size and maximum
cross-sectional area of the resected specimen between the 2 groups. The amount
of intraoperative blood loss was significantly less in the scalpel group than in
the aspirator group (684 versus 1,859ml, p<0.05). The operation time was
significanly shorter in the scalpel group than in the aspirator group (176 versus
262 min, p<0.05). There were no significant differences in postoperative liver
function and morbidity between the 2 groups. The ultrasonically activated
scalpel is effective in reducing blood loss and in shortening the time of operation,
and can be employed during limited resection of the liver with cirrhosis or
chronic hepatitis.
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1) Youichi Suzuki, Yoshiaki Fujimiya, Tadao Ohno, Ryuichi Katakura, Takashi
Yoshimoto : Enhancing effect of tumor necrosis factor (TNF)-a, but not IFN-7,
on the tumor-specific cytotoxicity of 78 T cells from glioblastoma patients.
Cancer Letters, 140, 161-167, 1999.

Abstract Adoptive immunotherapy using tumor-specific killer cells can be
beneficial in inducing regression of advanced cancer. The roles of cytokines on
effector cells in inducing maximal killing activity and the accompanying side-
effects should be investigated in vitro and fully understood prior to their clinical

use. .The present study indicates that the y&8 T cells involved in autologous
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tumor-specific killing consist of several populations in terms of their T cell
receptor (TCR) repertoire, but predominantly express the products of the
Vy9 /V82 gene locus of the TCR. We then examined the effect of TNF-a
and IFN-7 on these tumor-specific Y3 T cells for possible clinical use in cancer
patients. TNF-a alone, at concentrations of 0.01-1.0 xg/ml, caused increased
vO0 T cell cytotoxicity against autologous glioblastoma cells, whereas IFN- 7
alone had no effect. The combination of TNF-a (1 xg/ml) with IL-2 (50
units/ml) resulted in further enhancement of cytotoxicity. TNF-a, but not
IFN- v, marginally inhibited the proliferative response of 7d T cells; a similar
result was seen when the cytokines were combined. TNF-a may, therefore, be
one cytokine capable of inducing increased autologous tumor-specific activity in
78T cells, bearing mainly Vr9/V82 chains, which can be enhanced when combined
with other cytokines.

Yoshiaki Fujimiya, Youichi Suzuki, Ryuichi Katakura, and tadao Ohno : Injury
to Autologous Normal Tissues and Tumors Mediated by Lymphokine-Activated
Killer (LAK) Cells Generated In Vitro from Peripheral Viood Mononuclear Cells of
Glioblastoma Patients. Journal of Hematotherapy 8: 29-37, 1999.

Abstract Activation of peripheral blood mononuclear cells (PBMC) with IL-2
generates lymphokine-activated killer (LAK) cells that show a broad target cell
range. In adoptive immunotherapy using in vitrogenerated LAK cells, the
intensity and specificity of their cytotoxic activity affect the prognosis of cancer
patients. The present study was designed to examine the tumor-specific spectrum
of T Ilymphocytes generated from the PBMC of patients with recurrent
glioblastoma by in vitro propagation with IL-2 plus either soluble or solid-phase
anti-CD3 monoclonal antibody (MAb) in short-term or long-term cultures.
Both short-term and long-term culturing with solid-phase anti-CD3 MAb plus
IL-2 yielded broad-reactivity CD8" aBT and 78T lymphocytes, both of which
were non-MHC restricted, as shown by the fact that they were able to lyse
autologous glioblastoma cells, MHC class I 'HI allogeneic glioblastoma cells,
and MHC class I 1 NK-sensitive K562 target cells. More importantly, these
cells from patients failed to lyse fresh autologous PBMC. These results
demonstrate that cells generated using this approach are non-MHC-restricted
LAK cells and exhibit marked tumor specificity. In contrast, incubation with
soluble anti-CD3 MADb generated T Iymphocytes that after long-term culture,
were either CD4'or CD8'. These caused significant lysis of both allogeneic

and autologous glioblastoma target cells, the extent of lysis being greater than



that using cells produced by culturing with the solid-phase MAb. However,
both the CD4" and CD8' cells also caused greater lysis of autologous normal
PBMC, indicating that cells generated using this approach may cause significant
adverse reactions in cancer patients if used for immunotherapy.

3) Yoshiaki Fyjmiya, Youichi Suzuki, Ryuichi Katakura and Takusaburo Ebina :
Tumor-Specific Cytocidal and |mmunopotentiating Effects of Relatively Low
Molecular Weight Products Derived from the Basidiomycete, Agaricus blazei Murill.
Anticancer Research19 : 113-118, 1999.

Abstract Currently, some natural herbal extracts are believed to have a marked
tumoricidal effect and low toxicity for normal tissues. We investigated the
effect of relatively low molecular weight products extracted from the basidiomycete,
Agaricus blazei Murill, on MethA tumor cell growth with the aim of producing
synthetic derivatives based on these products. Inoculation of the low molecule
fraction (LM) into the primary tumor of a two-tumor model resulted in the
marked inbibition of the tumor, not only in the right flank, but also in the
non-injected left flank. Chromatographic purification and physicochemical
characterization showed the main tumoricidal activity to be located in a low
molecule fraction-3 (LM-3), containing a-1, 4-glucan-8-1, 6-glucan complex
with an average molecular weight of 20 kDa. All LM fractions and crude ATF
showed in vitro selective cytotoxicity for MethA tumor cells, having no effect
on normal cells. Serum levels of immunosuppressive acidic protein (IAP) in
mice receiving LM fractions, particularly LM-3, significantly increased,
indicating the possible activation of granulocytes. We speculate that the inbibition
of the distant tumor might be due to the increased migration of granulocytes,
enhanced by the effect of extract injections at the primary tumor site.
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1) Sadafumi Kawamura, MD, Masaaki Kuwahara, MD and, Tatsuo Tochigi, MD :
Transrectal Biopsy of the Prostate Gland Using a New Ultrasound Transducer
(Toshiba PVM-7T40RT). Medical Review. No.72, 1-5, 2000.

Abstract We have developed, in cooperation with Toshiba Corporation, a new
ultrasound transducer (Toshiba PVM-T40RT) for transrectal biopsy of the
prostate gland. The advantages of this new transducer compared with previous
models are that the frequency range is broader, the focal length is shorter, the
angle of view is wider (increased from 121° to 140°), the head of the transducer
is smaller, and the guide adapter for the biopsy needle is more easily attached.

In this report, we describe our clinical experience in performing biopsy procedures
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3)

using this new transducer in mass screening for prostate cancer. The wide angle
of view allows the entire prostate gland to be captured in a single image. The
internal structure and contours of the prostate gland are clearly demonstrated,
permitting biopsy of the target area to be performed quickly, accurately, and
safely. Our findings indicate that this new transducer is useful for transrectal
prostate biopsy.
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