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WL THD FET, Replacement (I FEADER), Reduction (FHEMWEDOHIE), Refinement
ENAZ T H5EROER) TI. RIIZBITEMREOBRNISHESID RN EBRBYD 5
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WTHO, EFRIFY O LITIELE OEEWERFRD Iz WEZESE, BT snib
DEREHFOLT, MIEREDESL, BROBWERICIOFEHESMEZ D THIENH-ET
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3. HAFMAEREXS
BAm SERRIGHEIAI5H OK) F#1K3049258:104r 7Y EESTNAY ¥ — kD=

JEE BT

1. Luciferase assay %MW/ p73 2RI HENERLE TEEEEOKRST (3)
CRUpEERS) M BT

2. ARy FREEDE PMS2Ick D p73 KTFHET R b—32 2 OFEEHE
CEWEIERD TF

3. L ETRUTRA L COFHICEDFEIND TR b= 2B D EE FREE OB
CEYFERD B4

PEE A EH

4. BIEHEZDEI LS T UY —UgE  BHfOHER LRE
(BAEEED =9 T

5. MEEHITURIEIC KD BER S 7 ¥ —tEWNeu3) OMBN R OMEIT
A8 1o Za

6. EGFI U FUTIZBIBBERL T Y —FDRE
G (o e
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(AESEER) /NBESARE A

8. FM 7 UY —tNeudDF: HHEEE
CEAbFHD il —3A

BEE R BT

9. FEHIIBAKEEDT Y = 74—kl & i angh 3
(RFEFE) WS =R

10. CDA+CDI152+THifR O THEAE S L UL A KM ARSE 1412 3605 % Hi]
(R FE) YT AT

11, BFREEIEICBWTH AT 1 7 AAlyS20313H2 0
(T NG ET

FEE B 4kl

12. SIRNAM A & 52 7 U & — VLT O FEHHH
(AL 2486 FIE IE

13. RNATHZHHLZGM2ERBERFEBIHIHEIZ L2 & bR OIS
HER (EEEE) FARK K&



14. £ RNE U1 7 U & — ik 3R O MR E R R
(AR BN

15, BEES 7 U & —ERE LRI L 2Bl o BEREA LI 627 T 2T
(EA#ER) B¥F aA]

16, EBES 7 )& —VI2 & 2EMlsEs OREEE (IV)
(EfEZEED) g BE

R B OEHE
17, B - BRI O e A B
(WRHEER) FefE  HBRB
18. FEFOEMTE (5 FEFE) IZDONT
C HO%BESE (SLE) ORER LI UFHEFICHET 205
() B ET
19. SF-3612 & % it QOLAMIC & B RIFHEIZ A 972 lE ISR T Fil ORI O
: EORTCDQOLZZ 2% i 11 /= PCU D QOLFHifh
COASCRERD BH SRR
(s L% RRED

4. FRICEENPAEVY—EZF—
110 FEI64F£4 A6 H (k)

EE AN BT (RERFRERESRUIFREE)
R G T OEM S LNy B LEERR, EERE, DATUREEDOREDD

H111E SFERR164ES5 A12H (k)
EE U U CRILRZFINEGRE S 850
7 EE : Bispecific diabodyic & % %A S EE 1L D W REME

1120 ERR1646 AI5H (k)
EE N ek CREALRZEEZERD
R BB - 7 VIVF —OERFEY R RRRERDOEF

#113ME ERRI6HETHSH (K

WERE 8 (BRI AL —ERNATIDORY
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F114m SERR1 649 H6 H (H) :
BHE Rk B @Aty —3 - PouEb, BERARD
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BB115[E SEREIGHEIOR19H (k)
HE AR HE (ERESIS AT Y IR AR
i fiEE D<A E RIS '
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FlleE SERRI6FE11H290 (H)
HE AR BE (EWELASAL DY —ELEERD
HE L EERRBICH T 2 BN EREE IDUS) oF it

FE117[E 1741 H148 (%)
HE BB FE (BRESSAY Y —EERARD
HE B ORIBIEDE 2T

F11I8ME ERR174£2 H19H (1)
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FH1E B R K

1. ARFEREGE

2t (H16. 4. 1~H17. 3.31)

& il WRR124ERE | ERR1SERE | FRR144EE | ERISERE | LR16EE
LE BN SR 4,228 4,285 4,099 3,928 3,589
KBEANEERE 1,593 1,596 1,455 1,468 1,494
[LEXNAERE 147 175 176 194 247

a at 5,968 6,056 5,730 5,590 5,330

FHRENRE (kK
OEOHE B R E 1,730 1,905 1,795 1,734 1,637
E R C P 187 180 204 170 149
FHREBE R NEERE 188 38 29 36 33
KBRUYARY F3I— 205 189 190 179 153
KB UvET 238 159 190 185 166
RGEERNEGERE 17 12 16 17 13
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3. BREHH

—iERE | AbFEHRE| MRRE | OFERE | AOKRE | HERE | 4AERE | FERE
4 H 17,362 50,011 21,633 3,342 1,525 1,619 1,100 2,425
5 H 13,958 44,378 19,032 3,462 1,454 1,399 1,106 1,918
6 H 14,098 46,955 21,840 3,556 1,669 1,461 1,086 2,402
7 A 13,876 48,074 21,284 3,566 1,028 1,306 1,129 2,477
8 A 13,894 49,091 21,573 3,617 1,158 1,185 1,059 2,323
9 A 13,977 46,962 20,736 3,791 1,080 1,503 1,138 2,386
10A 12,184 43,369 19,597 3,607 1,017 1,766 1,036 2,034
11A4 14,968 49,236 21,831 3,991 1,114 1,956 1,159 2,249
124 14,021 46,833 21,143 3,499 1,068 1,278 1,014 2,248
1A 12,168 45,021 19,712 3,124 1,069 1,639 1,018 1,918
2 A 12,900 43877 19,236 3,124 1,045 1,529 962 2,222
3 A 15,065 51,184 22,468 3,780 1,440 1,668 1,103 2,677
ERI6EE 168,471 564,991 250,085 42,459 14,667 18,309 12,910 27,279
FRI5EE| 202,413 598,893 256,628 41,882 18,430 16,899 13,602 27,733
mmpes B W | ZRE | b | Poode | Paoar | BOEE | & g
4 A 1,439 2,240 48 3,727
5 H 1,261 2,041 12 3,314
6 H 1411 1,984 353 353 353 11 4,465
7 A 1,379 2,243 11 3,633
8 A 1,400 1 2,231 9 3,641
9 H 1,523 2,060 9 3,592
10H 1572 2,150 9 3,731
114 1,537 1 2,390 51 3,979
124 1,390 2,311 66 3,767
1 H 1,310 1 2,158 17 3,486
2 A 1,192 1 2,057 10 3,260
3 H 1,580 2,405 17 4,002
VR 16FE 16,994 4 26,270 341 341 341 270 44,597
LR ISEE 15,942 8 25,868 336 336 336 217 43,058
4. MAEBKERE
BERME | %k % | FEEE | B E BEm | & 5 R B 7 M BRELE
MAP) | ARm¥R | M1 # | mAVMR - MAP-1 4274
4 A 305 0 111 1,040 10 1,466 MAP-2 1,4044
5 H 226 0 25 820 8 1,079 (B A BB S350
6 H 326 0 100 850 30 1,306
7 H 290 0 0 830 27 1,147
8 H 401 0 15 1,360 14 1,790
9 H 317 0 40 1,030 24 1411
10A 210 0 10 990 22 1,232
114 338 0 45 1,340 27 1,750
12H 267 0 22 1,365 6 1,660
1H 314 0 25 755 20 1,114
2 A 286 0 75 820 22 1,203
3 H 278 0 115 925 38 1,356
LR 16EE 3,558 0 583 12,125 248 16,514
SRR 1D 3,795 0 600 12,880 - 223 17,498




5. EfRPH - MEHRERER

m & 2 0w & M
: LA 32 B RE B oE B & -
—fRiRY | WiERY WLERE T o M| |C T| MRI |8 F % | &K E ¥
4 H 2,020 2 64 140 648 304 186 123 3487
5 A 1,875 1 55 119 617 289 193 104 3,253
6 A 2,286 4 81 117 741 350 223 131 3,933
7 R 2,074 8 54 196 662 321 205 114 3,634
8 R 1,995 2 64 109 598 325 173 95 3,361
9 A 1,982 3 51 126 636 311 190 98 3,397
10 R 1,944 2 62 103 673 319 203 124 3,430
11 R 2,233 10 65 139 681 339 194 146 3,807
12 B 1,940 4 66 112 626 314 210 141 3413
1 A 1,973 3 50 97 626 311 174 125 3,359
2 A 2,024 1 65 94 883 317 175 116 3.675
3 A 2,409 5 63 119 747 382 224 138 4,087
ERRI66EE| 24,755 45 740 1471 8,138 3,882 2,350 1455 | 42,836
SERISERE| 23675 33 772 1,679 7,736 3,736 3,160 1484 | 42,275
TR RIS FRTRFT
5 a &t
D=7y (M % | BERE | £ O ff
4 A 991 ( 1,817) 132 4,610
5 A 1,041 (2,017 142 4,436
6 H 1,797 ( 3,335) 205 5,935
7 A 1,934 ( 3,403) 182 5,750
8 A 1,490 ( 2,899) 158 5,009
9 A 1,339 ( 2,719) 152 4 4,892
10 R 1,552 ( 2,796) 189 2 5,173
11 A 1,544 ( 3,067) le4 3 5,518
12 B 1,514 ( 3,109 132 6 5,065
1 A 1,245 ( 2,584) 146 4 4,754
2 H 1,241 ( 2,524) 147 7 5,070
3 A 1,601 ( 3,083) 181 ) 5,874
Epkl164E| 17,289 (33,353) 1,930 31| 62,086
SERR1SEE| 16,571 (32,019) 1,735 79| 18,385




6. REEERBIXT
S 1A Bl # 5 % |4
A %* A 5% o | ROB
B E E(F | L el B EIF LR i | I
ﬁéﬁ’iﬂﬁn@@ E’Kgi‘iﬂfﬁﬂfﬁw i B | A
F K W|E | E || (M| Bt R E | E | | R | fb | BB BF | % | & | Bt
SEER 16 4 Z |130(101| 35| O 8| 8|282| 11| 8| O 1| 2| 39| 61| 48|391] 0| 0/391
SE R 15 4 BE |149] 14| 30| 5| 0| 2|200] 22| 3| 1 1 1| 20| 48| 34(282| 0f 0i282
SER 144 F (128] 8| 271 71 0 9179 8| 0| 0O 0O 0| 19| 27(134(340| 0| 0(340
SEERI3EE | 64 10 24, 1f 0f 3| 93| 121 O -l 1| 0| 9| 22| 37{152| 0] 0152
SRR 12 4E & |132] 30| 73] 0| 0f 10|245] 41| 5 -l 0| O 9| 55| 55/355| 15| 51(406
7. BEBBEEBMHE
R4 B R K , &M OB %
RS ¢ B 2HO2
BalaEel FYI78 BE A a Al B A B LALRYND
o a o oa | TR g ® | EFm | @
M)
4 H 18,657 3,218 18 0 360 22,253 6,639 895
5 H 18,685 2,879 86 0 372 22,022 6,324 862
6 H 20,590 3,301 378 0 360 24,629 6,919 843
7 A 21,646 3,430 293 0 372 25,741 6,480 755
8 A 19,860 3,551 226 0 372 24,009 6,264 783
9 H 19,850 2,598 168 36 360 23,012 6,320 824
10 H 20,730 2,502 190 34 372 23,828 6,562 826
11 H 21,341 2,829 147 46 360 24,723 6,807 826
12 H 22,056 2,589 196 34 372 25,247 7,174 853
1 H 20,871 2,419 180 0 372 23,842 6,958 876
2 R 19,586 2,828 228 0 336 22,978 6,059 791
3 A 21,285 3,890 302 0 372 25,849 7,147 829
FRE16EE 245,157 36,034 2412 150 4,380 | 288,133 79,653 829
H3¥15 20,430 3,003 201 13 365 24,011 6,638 829
YRR 15EE 246,300 44,666 2,146 150 4,392 | 297,654 87,102 878
YRR 14EE 194,741 47,192 42,641 195 4,380 | 289,149 75,627 785
YERR13EE 174,465 42,614 43,658 215 4380 | 265,332 69,944 791
SERR124EE 173,245 46,014 44,449 175 4380 | 268,263 63,665 712




8. WA HAMBEEFERR

WA AR |FETERE] i ; -
(0 (#/B) fﬁj ZE A AR E
A | Al B0V 712 |88 % me
T
B | % Bk [Mm| B | % | ® | % | % | B EW
4 A 2,926/ 674| 36000 975 | 321 40 2433| 783 50 114, 114 2 1
5 A 2,455 584) 3,039 792 | 324 30] 2,117} 784 46 79 79 7 0
6 A 2,999 596 3,595/100.0 | 27.1 38| 2,241 790 66| 157 157 5 0
7H 2,994 534| 3528 966 | 254 32| 2,179 803 - 57| 135 131 4 4
8 R 2,874/ 513| 3,387 92.7 | 233 41y 2,058/ 80.0 57| 131} 127 17 3
9 AR 2,794) 522| 3316/ 93.1 | 26.1 37/ 2,096 80.1 57| 144) 142 7 2
10A 2,864 519| 3,383| 924 | 26.0 41 2,007] 795 54| 134 131 1 9
114 3,024] 584 36081008 | 29.2 43| 2,115{ 784 55 114y 109 7 5
12H | 2977 607 3,584, 96.0 | 319 50 2,095 775 58| 150 143 17 11
18 2,787| 556| 3.343] 899 | 29.3 69| 1,971 780 52| 140| 140 13 1
2R 2,835/ 605 344011013 | 318 365| 1,941 - 76.2 69| 158 151 9 5
3 A 3,142| 646 3,788 95.0 | 294 418) 2,252 777 65 139 134 14 4
TRI6EE 34,671 6,940/41,611) 950 | 286 | 1,204/25505 786| 686 1,595 1,558 103 45
THR154E| 35,560, 7,631(43,191] 97.2 | 311 380(27,388| 782 691 1,727 1,655 79 103
B OB | -889 -691]-1,580 -2 -3|  824)-1,883 04 -5 -132| 97 241 -58
v w R ARSEEIE A KA | . | EeREuRaEane
A B | Ak | B & |10/1am8| & | (BEN6S)
Al alnlgle lglols|x 8|8y g n
m o om | | B | A m | E | %
BB BB B AR ER AR
|k | B | B B B | R | K| K| K| X % | % | &
4 R 3868 202| 4070 247) 134 235 174 482 308 150 6 81 0 0 0
5 A 3,168 184) 3352 2b6| 130 224] 166| 480 296 166 8 93 0 0 0
6 A 3867 179 4,046| 312| 161} 208 157| 520, 308 165 8 82 0 0 0
7 A | 4100 187 4,287 273| 139] 198/ 152| 471] 291| 165 4 82 0 0 0
8 A | 4102| 175 4277 356| 183| 205/ 149 561! 332 75 4 66 0 0 0
9 8 | 4203 176] 4379 276 129] 202| 157 478 286 224 7 90 0 0 0
10R | 4025 164) 4189 219 127, 209} 159 428 286 170 6 79 0 0 0
11H | 4001 162} 4163| 286 147, 177| 127 463 274 90 5 97 0 0 0
12H | 4035 171 4206 158 96; 223 162| 381l] 258 199 6 66 0 0 0
1A 3,538 195/ 3,733| 225 125 250 177 475/ 302 70 3 86 0 0 0
2 A 3405/ 193] 3598 143 83| 252 177 395 260, 280 7 84 2 2 2
3 B | 4196] 222| 4418 189 122| 255 187 444 309, 169 8| 103 2 0 0
TRI6EE | 46,508] 2,210(48,718] 2,940 1,566 2,638 1,944| 5578 3,510 1,923 72| 1,009 4 2 2
FRR15%E | 46,984] 1,81548,799| 4,303] 2411| 2,104| 1,569| 6,407 3980| 1,644 69/ 895 5 4 4
o | -476| 395 -81|-1,363| -845| 534| 375 -829| -470[ 279 3 114 -1 -2 -2




9. EXEMBAKR G35

F E Al SERR1A5E SRR 1G5 R 164 E
s BAE HERL G BAE | MR BAE HERR G

HORR AR R 17,145 1.65% 17,427 1.55% 18,848 1.58%
KRR 6,004 0.58% 5,140 0.46% 5,208 0.44%
REBEAE 916 0.09% 1,047 0.09% 712 0.06%
TERRaE A 26,969 2.59% 23,229 2.07% 18,707 1.57%
IFRERE A 9,114 0.88% 7,645 0.68% 3,937 0.33%
HILEERE 59,981 5.77% 65,988 5.89% 67,975 5.70%
RIVEA (EHURA) 71,098 6.83% 84,522 7.54% 89,994 7.55%
WAPR A FHERE B AL P 2 2,585 0.25% 2,719 0.24% 2,623 0.22%
AN 4azbo 14,804 1.42% 12,043 1.07% 9,568 0.80%
Z O« DERFEES 156 0.02% 157 0.01% 50 0.00%
vy 3 4,342 0.42% 4,780 0.43% 3,989 0.33%
WA . 24,320 2.34% 23,804 2.12% 24,134 2.03% |
IfiL 3 fe OMA W AL 143,160 13.76% | 167,120 14.91% | 154,765 12.99%
AN TSR FA 0 0.00% 0 0.00% 0 0.00% |
T DO RBIEEES 53,044 5.10% 46,977 4.19% 51,691 4.34%
AR R TS F 2R 13 0.00% 11 0.00% 5 0.00%
fEiE A A 287,148 27.60% | 336,926 30.06% | 398316 33.43%
7 LIVF— R 1,023 0.10% 1,282 0.11% 1,264 0.11%
B A 1,472 0.14% 1,681 0.15% 1,363 0.11%
o fEHT 56,661 5.45% 64,848 5.79% 73,474 6.17%
LAl 33,693 3.24% 41,531 3.71% 42,609 3.58%
EMERBLA 39,351 3.78% 28,400 2.53% 35,876 3.01%
WIS HHK 85 0.01% 249 0.02% 146 0.01%
FHIFHE 1,519 0.15% 1,254 0.11% 1,441 0.12%
3 91,930 8.84% | 100,111 8.93% | 104,304 8.75%
TOMIEEEENE LIEWERS 18,352 1.76% 15,579 1.39% 12,296 1.03%
TIAOA RREH CRBRRE) 50,465 4.85% 37,923 3.38% 32,996 2.77%
FETINAOA RRME 20,018 1.92% 19,846 1.77% 28,233 2.37%
Z Dt 5,023 0.46% 8,601 0.77% 7,105 0.60%

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




B2

JUN

ER RS, (H15. 4. 1 ~H16. 3.31)

1. BHEHE
. B 8 sk
SWHN | EEES | INTHAEEK PEEK | ERER | IBTYREK
(R) (N (A) (A) (N (N
4 H 30 8,985 299.5 21 7,083 337.3
5 H 31 9,212 297.2 18 6,527 362.6
6 H 30 10,110 337.0 22 7,513 341.5
7 A 31 10,522 3394 21 6,756 321.7
8 H 31 9,889 319.0 22 6,565 2984
9 H - 30 9,651 321.7 20 7,080 35{1.0
10 AH 31 10,116 326.3 20 6,785 339.3
11 A 30 10,019 334.0 20 7,385 369.3
12 A 31 10,149 3274 19 6,910 363.7
1 H 31 9,662 311.7 19 6,188 325.7
2 H 28 9,175 327.7 19 6,227 327.7 =18
3 H 31 10,296 332.1 22 7,198 327.2 HE R
&t 365 117,786 322.7 243 82,217 338.3 200,003
SERR15FEE 366 120,610 329.5 246 81,653 331.9 202,263
SRR 144E B 365 117,629 322.3 245 77,974 318.3 195,603
TR 13EE 365 109,017 298.7 246 79,238 322.1 188,255
12 E 365 110,288 302.2 245 83,271 339.9 193,559




2. FBBER AR - 4R %t

mark . | B | % | e Pt e BB ey | g | g | g MU ag AR
4 Hy 7h |1778| 244 | 431 | 13.9% | 431 |139% | F§ HT | 4 3 7 | 02% | 2984 | 96.5%
flBHABK | 189 | 198 | 387 | 12.5% | 818 |264% | Ej H | 3 2 5 | 02% | 2989 | 96.6%
& 8 #i| 121|168 1289 | 9.3% | 1107 | 358% |EERET | 4 2 6 | 0.2% | 2995 | 96.8%
4 M My | 114|174 | 288 | 9.3% | 1395 |45.1% | % #I ET | 0 1 1 | 0.0% | 2996 | 96.9%
B B M| 129|130 | 259 | 84% | 1654 | 53.5% |« )il HT | 3 2 5 | 0.2% | 3001 | 97.0%
# H T 97 | 102 | 199 | 6.4% | 1853 [ 59.9% |# & HT | 7 3 | 10 | 0.3% | 3011 |97.3%
B & | 51|54 |105| 34% | 1958 [ 633% | M M| 1 3 4 | 0.1% | 3015 | 97.5%
WEHEEX | 56 | 49 | 105 | 34% | 2063 | 66.7% | % f1 HT | 1 2 3 | 0.1% | 3018 | 97.6%
K EET | 61 | 49 | 110 | 3.6% | 2173 | 70.3% | "& g HT | 1 0 1 | 0.0% | 3019 | 97.6%
th 5t BT | 53 | 77 | 130 | 42% | 2303 | 745% |& A& H[| 2 2 4 | 0.1% | 3023 | 97.7%
S 7% BT | 41 | 54 | 95 | 3.1% | 2398 | 77.5% | M B W7 | 1 0 1 | 0.0% | 3024 | 97.8%
WEHERK | 44 | 35 | 79 | 2.6% | 2477 | 80.1% |1 % HET | 3 2 5 | 0.2% | 3029 |97.9%
WEHERER | 39 | 30 | 69 | 2.2% | 2546 | 82.3% | ¥ & Wy | 3 0 3 | 0.1% | 3032 | 98.0%
¥ OE M| 21 | 36 | 57 | 1.8% | 2603 | 842% |4 & ET| O 1 1 | 0.0% | 3033 | 98.1%
fliefHK| 29 | 31 | 60 | 1.9% | 2663 | 86.1% | = A AHE | 0 2 2 | 0.1% | 3035 | 98.1%
B OE B[ 25 | 27 | 52 | 1.7% | 2715 | 87.8% | H ki HT | 1 0 1 | 0.0% | 3036 | 98.2%
JU W BT 21 | 12 | 33 | 1.1% | 2748 | 88.8% | /NEHET | 4 3 7 | 0.2% | 3043 | 98.4%
G % | 15 | 13 | 28 | 0.9% | 2776 | 89.8% | & f5 Wy | 4 2 6 | 0.2% | 3049 | 98.6%
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1)

2)

Da Silva, J.S, Hasegawa, T., Miyagi, T, Dotti."C.J. and Avad-Rodriguez, J:

A symmetric membrane ganglioside sialidase activity specifies axonal fate.

Nat. Neurosci. 8, 606-615, 2005. .

Axon specification triggers the polarization of neurons and requires the localized
destabilization of filamentous actin. Here we show that plasma membrane
ganglioside sialidase (PMGS) asymmetrically accumulates at the tip of one neurite
of the unpolarized rat neuron, inducing actin instability. Suppressing PMGS activity
blocks axonal generation, whereas stimulating it accelerates the formation of a
single (not several) axon. PMGS induces axon specification by enhancing TrkA
activity locally, which triggers phosphatidylinositol—3-kinése (PI3K)-and Racl-
dependent inhibition of RhoA signaling and the consequent actin depolymerization
in one neurite only. Thus, spatial restriction of an actin-regulating molecular
machinery, in this case a membrane enzymatic activity, before polarization' is
enough to determine axonal fate. ,

Yamaguchi, T, Hata, K, KosekiK, Shiozaki, K, Akita, H, Wada, T, Moriya, S, and
Miyagi, T.. Evidence for Mitochondrial Localization of a Novel Human

Sialidase (NEU4). Biochem. J. 390, 85-93, 2005.

Based on the human cDNA sequences predicted as the NEU4 sialidase gene in
public databases, a ¢cDNA covering the entire coding sequence has been isolated
from human brain and expressed in mammalian cells. The c¢cDNA contains two
isoforms: one possessing the N-terminal 12 amino acid residues, which are
predicted to be a mitochondrial targeting sequence, and the other lacking them.
Expression of the isoforms is tissue-specific as assessed by RT-PCR. Brain, muscle

and kidney contained the both, and liver showing the highest expression among



tissues possessed the short form dominantly. In COS-1 cells transiently expressed,
unlike other human sialidases, the enzyme activity was markedly increased with
gangliosides as well as glycoproteins and oligosaccharides as substrates compared
to the control level. Although the isoforms were not distinguishable from each
other in the substrate specificity, they exhibited differential subcellular localization.
Immunofluorescence microscopy and biochemical fractionation demonstrated that
exogenously expressed HA-tagged long form was concentrated in mitochondria in
several human culture cells tested while the short form in intracellular membranes,
indicating that the sequence containing N-terminal 12 amino acid residues plays a
targeting signal to mitochondria. Colocalization of the long form to mitochondria
was further supported by efficient targeting of the N-terminal region fused to
green fluorescent protein and by the targeting failure of a mutant with an amino
acid substitution in the region. NEU4 is possibly involved in regulation of apoptosis
by modulation of ganglioside GD3, which is accumulating in mifochbndria during
the apoptosis and the best substrate for the sialidase.

3) BRI, MBIFE EAKUIE B KT, BEBT.STUS—YEHERR BET
EZEMOOK, 3, 1-6, 2005.
2 BIBERR O RICIEA >R Y LA AV UWEENEE T (K. £, 1
A ARFURIIMEREEE (2 BERR, SARNERR), ®IEME, &fEE SiflE
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1) Mikami Y, Kiyvokawa T, Hata S. Fujikawa K. Moriya T. Sasano H. Mnabe T. Akahira
J. Ito K. Tase T. Yaegashi N. Sato I Tateno H. and Ngamuma H. : Gastrointestinal
immunophenotype in adenocarcinoma of the uterine cervix and related glandular lesions;
a possible link between lobular endocervical glandular hyperplasia/pyrolic gland metaplasia
and ’adenoma malignum’. Modern Pathol. 2004; 17: 962-972.
Gasrtointestinal phenotype in cervical adenocarcinoma was examined by
immunohistochemistry and correlated with morphologic features. Antibody panels
included anti—MUC?, MUCS6, CD10, chromogranin A(CGA) and HIK1083. In addition,

expression of pl6é , a cyclin-dependent kinase inhibitor which is expressed in a



2)

variety of high-risk HPV-related conditions,

was studied. A total of 94 invasive adenocarcinoma including 20 minimal deviation
adenocarcinomas (MDAs) and 72 adenocarcinomas in situ (AIS) were examined.
MDAs were most frequently positive for HIK1083 and/or MUCS, two representative
gastric markers, with a rate of 95%, followed by intestinal-type adenocarcinomas
(IAs) with a rate of 85% whereas only 27% ’

of 56 usual endocervical-type adenocaricinomas (UEAs) were positive. MUC2, a
goblet cell marker, was positive in 85% and 25% of IAs and MDAs. CD10 was
positive in 15% of IAs, indicating incomplete intestinal differentiation without a
brush border in most of the cases. CGA-positive cells were frequently seen in
MDAs and IAs with rates of 60% and 62%, respectively. Nuclear and cytoplasmic
pl6 . Results in AISs were comparable to there invasive counterparts, but
morphologically usual-type AISs identified in eight cases of MDA were frequently
positive for HIK1083(75%) and MUC6(63%), and pl6 . Of note was the existence
of lobular endocervical glandular hyperplasia (LEGH) with atypical features
including cytologic abnormalities, and/or papillary projection, which were identified
in this study in pure form (n=3) or in association MDAs (n=6), but not in cases of
other types of adenocarcinomas. These observations indicate that gastrointestinal
phenotype is frequently expressed in MDAs and IAs, and there seems to be a
possible link between MDA, and LEGH and morphologically usual-type AIS with
gastric immunophenotype in histogenesis. Frequent absence of p16 expression in
MDAs suggests a possibility that high-risk HPV does not play a crucial role I
development of MDAs , in contrast to the majority of endocervical adenoarcinomas.
P16 immunohistochemistry appears to be a promising diagnostic tool, but
pathologists should be aware of frequent negative staining in MDAs, which can be

a source of erroneous diagnosis.

WTRE—, BR=E, NIFNEX, HREZER, LBk, REED @ ARISSFHRCAZRRY

vINEERBEE /L Seminoma @ 141, BAMRIZEIZSMEE, 2005; 96 : 21-24.
BREEORBERIRTHY, SHERAXIZ, BEE1ISEBCAEARBRTICHRELE
Seminoma @ 1 #|Z#&ET 5,

EFIL6 3%, Fi. BRE - BERFOFMEILIRL, 19854 2 ALKEEEE (T1INOMO)
W TEBMEREMERMN 2 BT Uz, BEESREIZT Seninoma (pT1) EZrah, K&
ARE B & A B RIS TR (34.2Gy) #1To/k. 2003FE11HEREROL ZDIZK
ftEREZ%EZ, U NGEEBEBENEONLYEBBNT &>k, BEE<—H— (AFP, hCG, hC
GB, LDH) EWIhBEEHETH oz, CTETERENICEE2RD =0, FOHMIC
WM EE 2 EDT, 044 1 AERERY > NG 2 HmiT Lz, WEKREIC TSenin
oma&#Z#rE iz,
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99-103, 2005.3.
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1) The natural history of radiographically occult bronchogenic squamous cell carcinoma: a

retrospéctive study of overdiagnosis bias.
OBJECTIVE: An overdiagnosis bias occurs with the diagnosis of a disease that does
not produce signs or symptoms before the patient dies from other causes. We
sought to determine whether overdiagnosis bias is a factor when screening for
squamous cell carcinoma of the lung. DESIGN: Retrospective study of the Miyagi
Population-Based Lung Cancer Screening Registry for high-risk patients who were
seen between January 1, 1982 (when sputum cytology tests were added for men
with long smoking histories), and December 31, 1996. SETTING: Miyagi Prefecture,
Japan. PATIENTS: A total of 251 patients (all men) who had sputum cytology test
results that were positive for squamous cell carcinoma but had normal radiograph
findings, 44 of whom declined cancer treatment (mean age, 70 years) and 207 of
whom were treated with resection within 12 weeks of diagnosis (mean age, 65.5
year). END POINTS: Five-year and 10-year survival rates from primary lung cancer
in both groups as of August 15, 2001. RESULTS: Among the 44 untreated patients,
15 (34%) remained asymptomatic. The survival rate due to primary lung cancer
death in the untreated group was 53.2% at 5 years and 33.5% at 10 years. The



survival rate among treated patients was 96.7% at 5 years and 94.9% at 10 years.
Of the 125 treated patients who died, 14 (11.2%) died from primary lung cancer.
CONCLUSION: Given that the two thirds of the untreated paﬁeﬁts with squamous
cell carcinoma of the bronchus died from lung cancer within 10 years,
overdiagnosis bias does not appear to be a factor in screening for this disease.
Thus, we recommend that patients with radiographically occult squamous cell
carcinoma of the bronchus undergo tumor treatment after localization.

2 ) Comparative histology of lymph nodes from aged animals and humans with special
reference to the proportional areas of the nodal cortex and sinus.
Lymph nodes are composed of a lymphocyte-rich area or cortex (subdivided into
the superficial and deep cortex and the medullary cord) and ancther, macrophage-
rich area (incorporating the subcapsular and medullary sinuses). We measured the
proportional area of the cortex in lymph nodes from aged experimental mammals
(rats, guinea pigs, dogs and rabbits) and elderly Japanese humans. The cervical,
axilléry and inguinal nodes were generally richer in cortex tissue than the
pulmonary regional and mesenteric nodes. Histological heterogeneity and medullary
sinus dominance were much more evident in the human nodes than in those from
animals, except for the guinea pig thoracic node. Human pulmonary regional nodes

~ were characterized by a large medullary sinus; in guinea pigs, these nodes had a

similar histology but the T lymphocyte-containing areas were smaller and thinner
than in humans. The paraaortic node was well developed in humans and dogs, but
not in other animals tested. These species- and region-specific histological
differences may influence the evaluation of experimental animal models of lymph
node function, such as those recently identified for research into sentinel nodes.

3) Increased Expression of the Genes for Mitotic Spindle Assembly and
Chromosome Segregation in Both Lung and Pancreatic Carcinomés
Genes whose expression was modulated in two different tumor types, lung or
pancreatic carcinoma, were identified by DNA microarray and subsequent
expression correlation analyses. For more accurate comparison of the gene
expression between tumor and normal cells, tumor cells and normal epithelium
cells were isolated by laser-captured microdissection. Genes whose expression was
significantly altered in lung carcinomas or pancreatic carcinomas as compared to
their normal counterparts were ranked by the T-values calculated from the Fisher’s
ratios and their corresponding background Fisher’s ratios, followed by statistical
confirmation using the Welch’s t-test. Among the genes that were rankéd n the top
150, either in lung carcinomas or pancreatic carcinomas, expressions of MAD2Z,
BUB1, BUB1B, HEC, CENPE, ZWINT, KNSL1, SMC4, CCNB, TK and PMS2L.6 were



found to be significantly upregulated in both tumor types. Interestingly, 8 of the
above 11 genes code for the proteins involved in the mitotic spindle assembly and
chromosome segregation. Furthermore, the search for genes whose expression
correlated with one of the above 5 genes yielded additional genes that are also
considered to be involved in mitotic spindle assembly and chromosome segregation.
Thus, increased expression of the genes for mitotic spindle assembly and
chromosome segregation are a common feature of at least lung carcinomas and
pancreatic carcinomas and, therefore, such genes may be potential targets for

widely effective anticancer agents.

4 ) A new technique for endobronchial ultrasonography and comparison of two ultrasonic

5)

probes: analysis with a plot profile of the image analysis software NIH Image.

STUDY OBJECTIVES: Endobronchial ultrasonography (EBUS) is currently the sole
clinical method available for delineating the bronchial wall structure; however, the
image resolution is inadequate. Thus, an improved image analysis system is needed
for both a more accurate and more readily interpretable endobronchial
ultrasonogram. MATERIALS AND METHODS: A total of 10 patients underwent
pulmonary resection for lung cancer. EBUS was performed on the bronchi of the
resected lungs, which had been immersed in physiologic saline solution. The same
bronchial lesion in each specimen was imaged with two probes: 20 MHz and 30
MHz. The images were analyzed using the plot profile derived from freeware image
analysis software: NIH Image (National Institutes of Health; Bethesda, MD). The
measured echo intensity of the bronchial wall was statistically analyzed. RESULTS:
A normal bronchial wall image consists of five layers, and the plot profile shows
a W-shaped curve. The mean value of the echo intensity of each peak or trough of
the W-shaped curve was calculated and compared for both probes. The differences
in the mean echo intensity between both the third and fourth layer and the second
and fourth layer were found to be significantly greater with the 30-MHz probe
than with the 20-MHz probe. The echo intensity curve of a central-type lung cancer
was not W shaped, indicating that the bronchial wall was not composed of the
normal five layers. CONCLUSION: We employed image analysis software and drew
a plot to obtain a W-shaped curve from the EBUS image data. This enabled us to
make an objective assessment of the laminar structure of the bronchial wall. In
order to clearly recognize the laminar structure of the bronchial wall, the 30-MHz
probe was found to be more useful than the 20-MHz probe.

Direction of mucous surface waves in large bronchi are different between human beings

and quadrupeds.

&Iz L)



6) Chromosome 12, frequently deleted in human pancreatic cancer, may encode a tumor-

7)

8)

9)

suppressor gene that suppresses angiogenesis..
Several lines of evidence have suggested that the long arm of chromosome 12 may
carry a tumor-suppressor gene(s) that plays a role in pancreatic ductal
carcinogenesis. We have previously found a significant association between loss of
heterongoéity of the 12q arm and a poor prognosis in pancreatic cancer patients.
In this study, we introduced a normal copy of chromosome 12 into some pancreatic
ductal carcinoma cells. Both anchorage-dependent and -independent proliferations as
well as invasiveness were similar throughout the hybrid clones when compared
with their corresponding parental cells. In sharp contrast, significant suppression of
tumorigenesis was observed after inoculation of the hybrid clones into nude mice.
Measurements made up to 1 month later showed that there was a significant delay
in the growth of tumors into which the introduced normal copy of chromosome 12
had been restored. More significantly, using our dorsal skin chamber and an
intravital microscopy system experiment in SCID mice, we demonstrated and
visualized directly that implantation of the hybrids failed to promote the angiogenic
phenotype encountered in the parental cells. Gene expression profiling using the
complementary DNA microarray system identified a set of 24 genes differentially
expressed between the hybrids and parental cells. An additional set of 18 genes
was also identified that were differentially expressed between the hybrid clone that
lost its growth-suppression activity and one that retained such activity. Another set
of 25 genes mapped on 12q was detected that showed high expression levels in
the hybrid clones retaining growth-suppressive activity. In summary, this study
provides the first functional evidence of the existence of an additional tumor-
suppressor gene(s) on chromosome 12, whose absence is responsible for the
pathogenesis in pancreatic ductal carcinogenesis.
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A rare case of hemangioma arising from the azygous vein-informative proceduré with
endobronchial ultrasonography .
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14) Are difficulties during transbronchial lung biopsy/brushing through a fiberoptic bronchoscope

based on the bronchial anatomy?

Some of the difficulties encountered during transbronchial lung biopsy through a
flexible bronchofiberscope are due to anatomical reasons, namely the branching
angles of some subsegmental bronchi from their mother bronchi are large, and
differences in branching angles during respiration may also be large. This makes
insertion of forceps difficult. We have sometimes experienced difficulties reaching
the target lesion during a transbronchial approach. Which subsegmental bronchi
make transbronchial lung biopsy/brushing difficult, and are such difficulties due to
anatomnical reasons? To answer these questions, we firstly surveyed 10
bronchologists régarding which five subsegmental bronchi they considered to be
the most difficult for transbronchial biopsy/brushing. We then measured the
branching angles of subsegmental bronchi in 106 cadaver lungs. Finally, in six
volunteers, we also measured differences in branching angles of the subsegmental
bronchi between the point of forced inspiration and the point of forced expiration.
on CT images. According to the survey, left B(1+2)c was considered to be the most
difficult for insertion by nine doctors, followed by bilateral B(6)a by seven, right



B(1)a by five, left B(3)a by five and left B(1+2)a by four. The results of our
dissections showed that a branching angle of over 60 masculine was present in
more than 10% of specimens in B(3)a, B(6)a and B(6)c in the right lung and in
B(1+2)c, B(3)a, B(6)a and B(6)c in the left lung. In addition, three-dimensional
reconstructed images revealed that the angles of some subsegmental bronchi
changed during respiration. Inter-individual variations were present in most
subsegmental bronchi. The direction of movement of each subsegmental bronchus

during respiration varied. In addition, maximum degrees of difference in angles

. between volunteers were sometimes as much as 80 degrees . In conclusion,

15)
16)

branching angles of subsegmental bronchi from their mother bronchi are large in
B(3)a, B(6)a and B(6)c in the right lung and in B(1+2)c, B(3)a, B(6)a and B(6)c in the
left lung. Most of these correspond to those which many bronchologists felt to be
difficult for insertion. In addition, changes in the angles of subsegmental bronchi
during respiration are likely to partially account for difficulties encountered during
transbronchial approaches.

b-Blocker Prevented Repeated Pulmoﬁaw Hypertension Episodes After Bilateral(#>&%7z 1)
Anti-allergic agent tranilast decreases development of obliterative airway disease in rat
model of heterotopic tracheal transplantation.

BACKGROUND: Tranilast is an anti-allergic agent known to inhibit the release of
histamine, interleukin-1beta, transforming growth factor betal, and platelet-derived
growth factor from various cells and currently is used to treat allergic diseases,
keloids, and hypertrophic scars. We evaluated the ability of tranilast to inhibit the
development of obliterative airway disease (OAD) in a rat model of heterotopic
tracheal transplantation. METHODS: We transplanted tracheal segments from donor
rats (Brown Norway) into subcutaneous pouches in major histocompatibility
complex-incompatible recipient rats (Lewis). At Days 21 and 28 after
transplantation, we histologically assessed the harvested allografts scored the
degree of OAD, on a scale from zero to 4 as previously described, caused by
fibroproliferative tissue. RESULTS: Recipient animals - treated orally with 400
mg/kg/day tranilast throughout the experiment showed significantly decreased
OAD compared with control animals, with a histologic score of 1.1 +/--04 vs 3.0
+/- 1.3, respectively (mean +/- SD, p=0.007), at Day 21 after transplantation and 2.0
+/- 14 vs 3.9 +/- 04, respectively (mean +/- SD, p=0.017), at Day 28 after
transplantation. CONCLUSION: These results showed that treatment with tranilast
significantly decreased fibroproliferative airway changes associated with allograft
rejection in a rat model of tracheal transplantation, suggesting that tranilast may be

useful in preventing bronchiolitis obliterans after lung transplantation.
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1) S Namiki, T Tochigi, M Kuwahara, N Ioritani, A Terai, I Numata, M Satoh, S Saito,
N Koinuma and Y Araii Healthrelated quality of life in Japanese men after radical
prostatectomy or radiation therapy for localized prostate cancer. Int.JUrol. 11, 619-627, 2004.
Abstract
Background: We performed a retrospective survey of general and disease specific
health-related quality of life(HRQOL) after radical prostatectomy(RP) and external
beam radiotherapy(XRT) in Japanese men.
Methods: A total of 186 patients underwent RP and 78 underwent XRT for
clinically localized prostate cancer between 2000 and 2002.We measured the
general and disease specific HRQOL with the MOS 36-Item Health Survey and the
University of Clifornia, Los Angeles Prostate Cancer Index, respectively. Each
treatment group was further divided into four subgroups according to the time
scale.
Results: Patients from the RP group were significantly younger than those from
the XRT group. The tumor characteristics differed significantly in their distribution
among the treatment groups. Patients undergoing XRT had low scores in most of
the general measures of HRQOL just after treatment, but after 6 months there
were no difference between the treatment groups, except for the physical domains.
The RP group was associated with worse urinary function, whereas the XRT
group had worse bowel function and bother during the first 6 months after
treatment. Thereafter, however urinary and bowel domain did not differ between
the groups. Both groups reported poor sexual function, although the RP group

scored lower sexual bother.



Conclusion: The patients who underwent RP had significantly worse urinary and
better bowel function than those treated with XRT. Both treatment groups had
decrements in sexual function throughout the post-treatment period; careful
attention should be paid to side-effect in preoperative counselling, especially in
younger patients, regardless of the primary treatment.

2) S Namiki, T Tochigi, M Kuwahara, N IoritaniK Yoshimura, A Terai, H Nakagawa, |
S Ishidoya, M Satoh, A Ito, S Saito, N Koinuma and Y Arai: Recovery of health
related quality of life after radical prostatectomy in Japanese men : A longitudinal study.
int.J.Urol. 11, 742-749, 2004.

Abstract

Background: We performed a longitudinal survey of health related quality of life
(HRQOL) after radical retropubic prostatectomy (RP) in Japanese men with localized
prostate cancer.

Methods: The present study started with self-reported HRQOL assessments
provided by 72 patients who received only RP. The RAND 36-Item Health Survey
and University of California, Los Angeles, Prostate Cancer Index were administered
before 3, 6, and 12 months after RP.

Results: Patients were underwent RP showed problems in some domains of general
HRQOL, ‘-but these problems diminished over time. Urinary function declined
substantially at 3 months and continued to recover at 6 and 12 months, but scored
lower than the baseline. Urinary bother at 3 months had a significant decrease, but
at six months it turned out to the same as the baseline. The data of sexual
function and bother showed a substantially lower score after RP. The sexual bother
score of younger men was significantly worse than that of the older men. Those
who underwent nerve sparing procedures experienced significantly better recovery
of urinary and sexual functions than the non-nerve sparing group.

Conclusion: Despite reports of problems with sexually and urinary continence,
general HRQOL was mostly unaffected by RP after 6 months. Althéugh there was
a substantial decrease in urinary function, recovery from urinary bother was rapid.
Deterioration of the sexual domain was remarkable throughout the postoperative
period. Therefore, careful attention should be given to preoperative counseliﬁg,
especially for younger patients. "

3) S Namiki, , S Saito, T Tochigi, M Kuwahara, N Ioritani, K Yoshimura, A Terai, N
Koinuma and Y Arai: Impact of hormonal therapy prior to radical prostatectomy on the
recovery of quality of life . Int.J.Urol. 12, 173-181, 2005.

Abstract
Background: We investigated the changes in health-related quality of life HRQOL)



4)

in patients who underwent prostatectomy (RP) with or without neoadjuvant
hormonal therapy (NHT).

Methods: A total of 72 patients undergoing direct RP (DRP group) and 26 patients
receiving neoadjuvant hormonal therapy (NHT group) were enrolled in the present
study. The baseline interview was conducted before RP (not initiation of therapy).
Follow-up interviews were conducted in person at scheduled study visits of 3, 6
and 12 months after surgery. We measured general and disease specific HRQOL
with the Medical Outcome Study 36-Item Short Form and University of California,
Los Angeles, Prostate Cancer Index, respectively.

Results: At baseline, the NHT group scored statistically lower for not only sexual
function (P<0.001), but also the general HRQOL, such as role limitations due to
physical problems (P=0.007), social function (P=0.045) and mental health (P=0.034),
than the DRP group. The NHT group reported lower scores in social function and
mental health at 3 months (P=0.040 and 0.006, respectively). Patients who received
NHT for more than 3 months continued to show significantly lower scores for
some HRQOL domains 12 months later.

Conclusion: Neoadjuvant hormonal therapy may decrease not only sexual function,
but also general HRQOL before surgery. The recovery of HRQOL appeared to be
further prolonged in patients who received long-term NHT.

S Namiki, S Egawa, S Baba, T terachiY Usui, A Terai, T Tochigi, M Kuwahara, N
Ioritani and Y Arai: Recovery of quality of life in year after laparoscopic or radical
prostatectomy : A multi-institutional longitudinal study. Urology. 65, 517-523, 2005.
Objectives. To compare the general and disease-specific health-related quality of life
(HRQOL) after laparoscopic radical prostatectomy (LRP) with that after retropubic
radical prostatectomy (RRP). Methods. A total of 45 patients who underwent LRP
alone and 121 who underwent RRP alone were prospectively enrolled in an
HRQOL survey. We measured the general and disease-specific HRQOL with the
Medical Outcome Study 36-Item Short Form and University of California, Los
Angeles, Prostate Cancer Index, respectively. The participants were asked to
complete the guestionnaires before and 1,3,6, and 12 months after surgery.
Results. No significant difference were found in the preoperative characteristics of
the two groups. Repeated measures of analyses of revealed significantly different
patterns of alteration in the several general HRQOL domains between the RRP and
LRP groups. The LRP group tended to have a more delayed recovery than the RRP
group in the domain of urinary function and bother. The sexual function and
bother of both groups showed a substantially lower score throughout the
postoperative period. When the LRP group was divided into two groups according
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to the surgical period, an apparent improvement in HRQOL was observed in the
most recent series.

Conclusions. The two approaches showed different patterns of alteration regarding
general HRQOL for 1 vyear after surgery. The LRP group reported delayed
recovery of urinary and sexual function, which seemed to affect their general
HRQOL. LRP appears to be still an evolving procedure.
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S Namiki,S Egawa, S Baba, Y Usui, T Terachi, K Yoshimura, A Terai, T Tochigi, S
Kawamura, M Kuwahara, M Aizawa, N loritani, S Saito and Y Arai: Quality of life
after laparoscopic or radical prostateétomy: interim report on multi-institutional longitudinal
study in Japan. Jpn J Endourol ESWL. 17, 211-215, 2004. |
Abstract

Purpose: To compare health related quality of life (HRQOL) after laparoscopic
radical prostatectomy (LP) to that after retropubic radical prostatectomy (RP).
Methods: A total of 47 patients who underwent LP and 121 who underwent RP
were evaluated before surgery and prospectively enrolled In HRQOL survey using
validated assessment tools for 1 year after surgery.

Results: At 1 month after surgery, The LP group scored lower in several domains
such as role limitations due to emotional problems and social function than the RP
group, while the patients who underwent RP reported more bodily pain. Urinary

function was significantly better in RP group 6 months after surgery. After 12

‘months there were no significant difference In urinary domains between the

groups. Sexual function and bother of two groups showed substantially lower
scores throughout the postoperative period.
Conclusions: Although the two techniques provided similar outcomes in term of

HRQOL 1 vear after surgery, patients undergoing RP or LP showed different



longitudinal profiles. Further refinement of surgical procedure is mandatory to
improve the outcome in the LP group.
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1) Tateda M, Shiga K, Yoshida H, Saijo S, Yokoyama J, Nishikawa H, Asada Y,
Matsuura K, Kobayashi T.. Management of the patients with hypopharyngeal cancer:

eight-year experience of Miyagi Cancer Center in Japan. Tohoku J Exp Med. 2005
Jan;205(1):65-77.



The aim of this study is to evaluate the results of treatment for hypopharyngeal
cancer and indicate the future prospect of the treatment. Seventy-four patients with
squamous cell carcinoma of the hypopharynx admitted to Miyagi Cancer Center
from 1993 through 2000 are reviewed. Sixty-four patients received radical
treatment, and 10 patients received palliative treatment or no treatment. The cancer
was advanced (stages III and IV) in 82% of all the patients. The overall 5-year
survival rate of all the patients was 38%. The overall 5-year survival rate of 64
patients received radical treatment was 43%. The ten patients who received
palliative treatment or' no treatment died of cancer within 16 months. Fifty-two out
of the 74 patients underwent neck dissection for the neck lymph node involvement;
forty of the 52 patients underwent ipsilateral neck dissection and 12 underwent
bilateral neck dissection. Four out of the 40 patients, who underwent ipsilateral
neck dissection alone, developed late contralateral regional recurrence but were
successfully treated by contralateral neck dissection at the time of recurrence.
Twenty-three out of 74 patients had multiple primary cancers synchronously or
metachronously (31%). Cause of the death of six patients out of 74 patients was
confirmed to be prirriary cancers other than hypopharyngeal cancer, as judged by
physicians in other department or other hospitals. Most of the patients died due to
distant metastasis from hypopharyngeal cancer or other primary cancers. We

" therefore conclude that contralateral elective neck dissection which is frequently
chosen for the treatment of hypopharyngeal cancer surgery is unnecessary. Even
if locoregional control is accomplished, distant metastasis or multiple primary
cancers emerge and make_ prognosis poor. To improve the prognosis, we should
develop some strategy against hypopharyngeal cancer for each patient. New
strategies including chemoprevention and surgery against distant metasistasis are
necessary.

2) Kawashima M, Fuwa N, Myojin M, Nakamura K, Toita T, Saijo S, Hayashi N,
Ohnishi H, Shikama N, Kano M, Yamamoto M. A multi-institutional survey of the
effectiveness of chemotherapy combined with radiotherapy for patients with
nasopharyngeal carcinoma. Jpn J Clin Oncol. 2004 Oct;34(10):569-83.

BACKGROUND: Previous randomized trials have shown a survival advantage of
concurrent platinum-based chemoradiotherapy with or without “adjuvant
chemotherapy for advanced nasopharyngeal cancer. Applicability of these data to a
Japanese population is an important issue which remains to be solved. METHODS:
A retrospective survey of treatment of patients with nasopharyngeal cancer in 17
institutions in Japan was done with special reference to the relationship between

the type of chemotherapy and survival outcome. Chemotherapy used was classified



3)

according to: (i) whether » or =2 courses of platinum plus 5-fluorouracil (FP) was
given; or (i) whether platinum was administered concurrently with radiotherapy
(RT). This resulted in three groups being produced consisting of (i)/(ii) = YES/YES,
other miscellaneous (MISC) and RT alone. RESULTS: Of 333 evaluable replies, 67
patients (20%) corresponded to the YES/YES, 192 (58%) to the MISC and 74 (22%)
to the RT alone group. The YES/YES group achieved a better overall survival than
RT alone for patients with intermediate stage (T3NO or T1-3N1, 81.9 versus 60.7%
at 5 years, P = 0.042) and advanced stage (T4 or N2/3, 56.6 versus 31.5%, P =
0.017) disease. The MISC group achieved an almost identical survival rate to that in
the YES/YES group for patients with intermediate stage disease (81.9% at 5 years,
P = 0.968), whereas it was not significantly different from that of the RT alone
group for patients with advanced stage disease (44.0%, P = 0.261). CONCLUSION:
The results of this survey mirrored the data from previous randomized trials for
patients with intermediate and advanced stage nasopharyngeal cancer in Japan.
However, confirmatory prospective trials are required to test the efficacy of less
toxic approaches for patients with intermediate stage disease.

Shiga K, Matsuura K, Tateda M, Saijo S, Ogawa T, Miyagi T, Kobayashi T.. Allelic
loss correlated with tissue specificity in head and neck squamous cell carcinomas and the
clinical features of patients. Tohoku J Exp Med. 2004 Oct;204(2):163-72.

Head and neck squamous cell carcinomas (HNSCC) manifest various clinical
behaviors according to their origin, ie, from various parts of the head and neck
mucosa. However, genetic factors involved in the carcinogenesis of HNSCC in
different tissues have not yet been studied and evaluated. Three hundred and two
specimens of HNSCC were characterized for allelic loss of certain areas of the
genome, ie, 3p21, 9p21 and 17pl3, and were examined for genetic factors that
might correlate with the tissue specificity of HNSCC and influence their clinical

features. Loss of heterozygosity (LOH) at 3p21, 9p21 and 17pl3 was detected in

" 54.5%, 574% and 57.1% of the informative cases, respectively. The frequencies of

1)

LOH in hypopharyngeal and in laryngeal cancers were significantly higher than in
oral cancers. There were significant correlations between LOH at 3p21 and lymph
node involvement and between LOH at 17pl3 and tumor size, resulting in positive
correlations with clinical stage of HNSCC in the patients. These results indicate that
not only the functions of tumor suppressor genes differ among HNSCC in various
regions, but also that allelic loss plays a key role in the acquisition of a malignant
phenotype of these tumors

FEHOR, BB, WIS, R, BILME, SEEA, SEHEE, SHICH © PEEEDR
BULRE, TASERRE30% 35 Paged23-427. 2004.
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