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Abstract :  Forty patients who received chemoradiotherapy followed by surgery for
advanced tongue carcinoma were studied clinically and histopathologically, and the
minimally invasive treatment for advanced tongue carcinoma was evaluated.

1. Clinical effects on the primary tumor were CR in 22(55.0 %), PR in 15(37.5 %), and
NCin 3(7.5 %). The CR rate was nearly 60 %, and the overall response rate was 92.5
% ; the treatment was highly effective.

2. Histological effects on the primary tumor were Grade II b or above, i.e. effective, in
31(8.6 %), and Grade IV, i.e. pathological CR, in 18(51.4 %). The treatment was also
very effective histologically, and a correlation was observed between clinical effects
and histological effects.

3. Concerning the relationship between histological effects and the regression rate, a
regression rate of 85 % or higher was needed to obtain a histological effect of Grade II
b or above, and a regression rate of 95 % or higher was needed to obtain a histological
effect of Grade Ill or above.

4. Investigation of residual tumors showed persistence of cancer cells primarily in the
center of the tumor, but both the horizontal and vertical residual rates were low, and
cancer cells tended to be limited to the superficial layer of the central area of the
primary tumor in the patients who showed a regression rate of 85 % or higher.

5. Histopathological malignancy, tumor vessel density (CD 31), and p 53 were suggested to
be potential predictive factors of the effectiveness of preoperative therapy.

6. The residual tumor Grade (R Grade) in the resected specimen is considered to be useful
as a prognostic factor after resection of the primary tumor.

7. Histological effects were also satisfactory in patients who showed a clinical effect of
85 % or higher on this preoperative therapy. In such patients, minimum invasive
surgery is considered to be applicable even in advanced cases, and improvements in the
postoperative QOL are expected by oral organ/function preservation.

(Z=EgE. J. Nara Med. Ass. 51, 90~111, 2000)
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ARSI v (ELFCBDCA EBEPEEEE L
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ia : Eastern Cooperative Oncology Group criteria),

LZFREE D N, HEEE, TN 5%, Stage 5 ED

DIEFIFZ L Table 1 IZRTED TH 5.

2. WBEFL

B, LFREE L CELIEABESIHILA
CDDP 15 mg/m? % 7= 13 CBDCA 70-100 mg/m? %, %
4 H» 55 7 H % C Peplomycin % 1 H 5 mg/body %
L X 5FU % 500-750 mg/body #f7 5 Z &% 1 %A
7EL, BETER, FEBR»DOZEEIRE S 2 ER
L, R d Do W TSR EE 2T -
fo. Eio, BURREREY, (LEFERE LR 4MY, X
NBRTREELERYED 1H1E2Gy O 5E/E
OLEEEBH T, WEREZ 2B L2917
AT ERFEAIE Lic. 2L C, HBERE 30 225 40 Gy
B, 2-6 BERCEABEIEM S URBFMNEHETL
7= (Fig. 1.

3. FERRIT HMATREDOZHRHE

FRIRZD R, BT E 2o AT RTA R T 2 B
RERWT, BREEEOBERRLERYAEE, M/IE
HEML, FEMEREDRAEELEY (¥ C iz
Tote. i, HBENPHRTOWTOBERE, Fig. 21
T &L VIREA LS DR L CIIRIE 8 54l
R L CERE45EIL, TOK 405 3-5mm D
FESUA ZFR L, HE R CRHEMcHEL, TES
P I CEMIEi L7z, ZLC, D 5B Grade Il b Ll kD

Table 1. Patient Characteristics

» No. of patients 40
» Male/female ratio 30/10
+ Mean age(yr) 59.6 (range 26-85)

» Chemotherapy
CDDP-+PEP 16
CBDCA+5FU 24
« Radiation
30-40 Gy 40

« Stage of disease

NO N1 N2a N2b N2c N3
T2 14 13 0 3 0 0
T3 2 7 0 0 0 0
T4 0 1 0 0 0 0

» Disease stage

I 0
1I 13
m 22
v 5
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NIEh o IR RR L, BEOMBFHREMLLL,
SFHE S X OCREECE L7z, $icbb, 3T FEN
T ThThEE, BRCSTDELIHMTE T,

Day 1-3 Day 4-7

CDDP 15mg/ m Peplomycin 5mg/body
or or or

CBDCA 70-100mg/ mi  SFU 500-750mg/body

2Weeks
interval

Chemotherapy 1 st-ycle 2nd-Cycle

x & W

Day 21-24

CDDP 15mg/ mi

CBDCA 70-100mg/ ni

E fi2f

BB % mapping 35 & L LI FOBERYE
HL, FOMMICEEREIEI DT L0
fo. Fio, BEEICIE, BEORD LS O (mone) 2 b
EEREELNE LS RBROZED S S D(ep), FhlE
TeR»5d0m), BEHBCRD SO @mp s
B, AEHBC O WTRHBEBCBRRLLd D
(mp 1) & EEBHRITEE Lo b o (mp D CHSE L 7z,
it 5 DDA I I B FEMRERA O FKIREBIZ O\ CEH
L.

Day 25-28
Peplomycin 5mg/body
or

5FU 500-750mg/body

> (o)

2Weeks

| Radiation 2Gy/day (Total 30~ 40Gy)

>l

interval

Fig. 1. Treatment Scheme

Fig. 2. Histopathologic Procedure for Tumor Regression Assessment
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¥, BEOBRFHFERICOWTE, EHROCBERA
ZHIR O FENET I L OWIBHIRT IR L - EEH
OB Grade ¥ T OBRFREEFISHE L, RGrade
(Residual tumor grade) * HEL, Fhb LK, HE
HRERIZIR & OBIE ISV TR L Te.

Tiebd, BHRSZEEBEST, AFEB-CREE
ML b 7c% RGrade 0, HOMERBMET S L < KB
BE D RICHEFEMOBREN LD S RGrade 1, #5
ET33 L RAHGRERBLY oL@k s
RGrade 2, L O/NEHEE BB BRBCBRET 5
RGrade 3, |R&EiFAMEHRIMIZELT 5 RGrade 4 @ 5>
20 Grade TH % (Fig. 3).

5. EMER Y v TR B ATRIE R E

BB VA0 5 ROYER, WEE 234
FIVASRE T 2 BREHRICR AR IC 31 59 R¥E & Ak
MANEREREHL, ML, i, Ekysss, &
WMEFE MBI C, EEMEOBRFEOEEY HE
Hefa A THRE L.

6. FREMABFERE & HBYRE L oBIE R X

ORI IRED R F A F 122\ T O

JRFEEBIC I B AT RIS OB SREA% B & REAE R
FRIBME & 0BE & L OCHEBENSEFHR Tz o
T, WEEAREY, AEREFENCRRN L. WA

FRCE, ERERE A, HBRENEMKE Y Anneroth
S¥E9 17 X B total point I TEH L, AU < IUANES
] 2 L 2 EERBEARSCE T 5 BEER LA, £
N b ERFEREOHEBFHRR & 0B D X5 L 7.

SRR iR & LT, AU ERERY
Ay, RRERECSO?BEZRABNER, Mizks s
¥ % E-cadherin, E-cadherin OfifglEEFTH 5 v 2
TH 5 B-catenin & X OJEIMHERET p 53 & DEE K
¥, 1992 FLIEDFEBID 5 LIREFRETH - 7= 25 F
ERWTHRREL, WIGESIRTURTFEL U TS
& FHE AT - .

B A O AT aY, —X$ifki CD 31
PiE(DAKO) R L, SAB =R BT, MERED
SAEE L, Wiedner H5® 0 FEREL T, £ED3H
B 200 f5 & 400 i <L, EBREOME T
% CD 31 e [t3 % MR O FHEMVD | Mean
Vascularization Density) #FhFhEH L, #E L 7.
XKz E-cadherin & o\~CiY, ERC—XHigE LT E-
cadherin HIAMDAKO) # L, SAB (sl TfT\, £
S & B AL s X OB, TR TRBE IR T
2dD%normal(N) & L, —HThHEIA TRV
D% aberrant(A) & LT, MBEMSDR & OBIE S
L7z9.

e e o e -
- ?-l S N :L:? v & b j g (f/']\ Vs 'f\/j\\:)
AL AN N
R Grade O R Grade 1 R Grade 2
&7 -
E 3
2 S
AN
R Grade 3 R Grade 4

Fig. 3. Schematic residual tumor grading
R Grade 0 : no residual tumor cells
R Grade 1

: viable tumor cells remain within the central submucosa or shallow in the

muscularis (central superficial portion).

R Grade 2
R Grade 3
R Grade 4

: viable tumor cells remain widely within the superficial portion.
: viable tumor cells remain in the central region and deep in the muscularis.
: viable tumor cellls remain widely and deeply distributed.
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RIZ B-catenin &2\ T, —k$FifkE LT, B-
catenin $1{&(Transduction Laboratories, USA)#% M
W, ARRIZ SABRIZ TT» e, e, ZTOFHliic> T
1%, E-cadherin & F#RICHIREET N THARBE IR TS
{ D% normal(N) & L, = ThHEIR Tt b D
% aberrant(A) & URIBRICHER L2,

P53 IDWTIE, —XRIEELT, Hips3E/ 2 v
— k(A& % — > =) %Ay, Matsuda 519 0L
EELToTe. i, TOFHETERERE D 3 &0 200
Bk %812 L, Labeling index (LD %3k, LI 23
10 % ki akatt, 10 B EXBHEHEL, B L.

T BT FENAERELC OV TR, x* BREI TFFM L
fo.

7. YRPEBE O R

VRIREUE T, BB B R VARBARA £ L, 1999 4F 12
A 31 BRAEFRFEH & L, LESEEEE B X OL5E
B, Stage B0 5 FRBEFRLEWM L, MArFWERE
1+ logrank #5E % FWFE L 7.

& xR

1. REECET HMITEEOERESER

AMRIHRIE I B 17 B EEIRZDRIL, £FEFI T, CR 53 22
#1(55.0 %), PR 2315 %1(37.5 %), NC A 3 #I(7.5
%), PD 1348 <, BXE 92.5 % L EECEVHEIED
hic.

RIALFFRE DR SRR B X 0551 7 v FloA
Rk, SFEFFEERTT > 7d D136 61090.0 %) &
BEAERED, BEFIZ4HA0%)T, Tl H4A72
AFFTEIN 3 BI(T.5 %) DHRTH>TcDIERL, 244
7 MFEFTEIE 3T BI(92.5 %) TH o Te. L DHEEEFD
R, T TEIES] & BHESITIE, CR RITEERIAH 55.5
%, BREBIZ50.0 % EBEFICLC/mL, 1127 4k
FHE 294 7 VEFHITE, A 33.3%, 56.8 % &
29 A 7 AT EEEZ R L. LaL, BEFP
194 7 AFTHIDEGAR P72, BEEEXTRTELY

X B ™ E fizk

Tl 7z (p=0.4329) (Table 2).

2. FEEEOMMBEMRIER X ORGSR & OBIE

SBAERI R, TBEAHE Grade II b L EOERFIL
40 IR 35 Bl 87.5 %IcFBD, 11 a LUT 0SB 5 61
(2.5%)ThHote. Ef, HBRENCEMROLRD
bhisus Grade IVAS 21 B1(52.5 %) Ic@Bd b, Mk
FIZ b IEECHROBN T EHRS R,

FEIRRDIR & SRR R & DBIE T, ¥ 3 CRIES
U, 22 B4z Grade II b DIk 0B #F R 1 H
bh, FD 5B Grade VA 17 H1(77.3 %) L FEH L =2
EDd b, PREEFITL, Grade ITb Ll 13 41
B6.7%)THotb DD, GradelVix 4 H1(26.7 %B)IT
LEES5TERD,Grade II a 5 Grade IV % THREFH
FHRZIEDLOERA BRI, i, NCEFITIEZLEN
Grade Il a AT O%R LB BT, BIKZE & EEFE
HISIER & DBIEM23FE% btz (Table 3).

3. FEFEEOMMBEMNLIR &K L OBE

AATRIBIRIC X » THZN L IR R B B 1 5 M
R L EEOME/NE L OBIE Y Fig. 4 R

Grade Il a Tix, FHMHENEK0.8%THoTcdb DD,
Grade I b T3 89.2 % T, Grade T 95.9 %,
GradeIViZ 97.8 % TH o 7c. BEBFHDELREL D
TR, HENERNKREL D ENREI NI, FFIC
Grade I b A EDSBEMNDRIEOhBCIER L
LT, #E/NEK 85 B ENRETH D, ¥ Grade ML E
DEREIELN BT 95 B LDOFENERBETH S

Table 2. Clinical Response of Primary Tumors to
Mode of Administration of Chemotherapy

CR (%) PR (%) NC (%) Total
1A 20 (55.5) 14 (38.9) 2 (5.6) 36
v 2 (50.0) 1 (25.0) 1 (25.0) 4
1-cycle 1 (33.3) 2 (66.7) 3
2-cycle 21 (56.8) 13 (35.1) 3 (8.1 37

IA : intra-arterial
IV : Intra-venous

Table 3. Correlation between Histopathologic Regression Grade and Clinical

Response
Grade I Ila 1Ib il v Total (%)
CR — — 3 2 17 22 (55.0)
PR — 2 6 3 4 15 (37.5)
NC 1 2 — — — 3 (7.5)
PD — — — — — 0
Total (%) 1 (2.5 4 (10.0) 9 (22.5) 5 (12.5) 21 (52.5) 40 (100.0)
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TINBDORI. Eie, —7, MK 50 %I T
BERCIXRE A EHRIEL, PIFcERV 0 LE

bHiic(Mann-Whitney 8%, Il a vs II b: p=0.0004,

MavsIl:p<0.0001, IIavsIV:p<0.0001).

4. YIBR L RREROBEEMBEOBRFIRAIZOWT

9, FENABERMCOWTE, mEEIFER
FEFEFEORRIEMROBRERRD bh sEA%YTRL,
PR HEER B IR T O BAERIME T AR
L.

ME/NEE 85 % LI BB & KRBT B A BRARKR OB
CDWTIE, 85 %L EME/INEETIE, 13 » h R
ERRNC EDRRED BN, FOBERILETCEY
6.5%THY, RETH12.9%BEE > Tinie. —F,
85 W ARFEHENFETIY, FRIWTBEEEK66.7 % & -H LA
FrEMROBRELBD LR, 24T FoBER I
2T A% ELERT, T, TOBRFHE S AEHCRSMHE
HERLC. 7k, JIRENRCR - CEMEAED bh
7. Wb B margin(FH)FEFNIHE/INR 85 W RIEEER D
1 BID&HTH - 7 (Fig. 5).

RITERER W 3 13 B Al B DB A & FEIRIUHE/NR & D BE
H T, RN ENMEC I EREB BT AEAN
Rbh, BB coBREIRED bRIIEAD % { i3
/NER 85 RRTEDEFITH o7, Eie, HETOoREE
o TWiedh DI, SFHRENE B BLLEThHh, BEFEOR
b Tnhs - 1z OESEHHEANE 95 BLL Lo & T, HE

o iy VypVvop Vi virg i

H WO -
f—'h

Shrinkage of the Tumor Mass = 85% (n=31)

Shrinkage of the Tumor Mass < 85% (n=9)

D none
B ~10%
~20%
Fig. 5. Location of residual tumors in the surgical
specimen.
Residual tumor were observed more frequent-
ly in the central than in the marginal region of
the original tumor and in the patients with the
shrikage of the tumor mass more than 85%
(average residual tumor rate; 6.5% in the
shrinkage=85%, 12.5% in the shrinkage<
85%).

Reduction 89.2+12.9 959+46 97.8+49
rate (%) (n=9) (n=5) (n=21)
100
50.8 £10.3
(n=4)
50 +
Ilavs b p=0.0004
Iha vs lil p<0.0001
llavs IV p<0.0001
17.0
(n=1)
0 . . . : 1 Histopathologic
0, 1 Il a b ] IV regression grade

Fig. 4. Correlation between cinical reduction rate and histopathologic regression grade of

primary tumors.
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TORE L FRIS e CERPE IR EEEY
F 7= (Mann-Whitney # %€, none+sm vs mpl+
mp 2 : p=0.0004) (Fig. 6).

5. EBEAF Grade & /R

FEREIHE/ NEN K E 72 B IR - T, RGrade B3 F A%

x & WM O E fi2%

5, ThbblABENSRELLELrZ2EREZFL,
RGrade 1 TiIFE/NEDOFH289.1%, RGrade2 Tl
89.7%, RGrade3 T 8.9% T, bR ARE D
RGrade 4 TiX 66.8 % TH - 7=(Mann-Whitney & E,
RG0OvsRG1:p=0.00357, RGOvsRG4 : p<0.0001)

Reduction
rate (%) - T
100 N
97.8+4.9
(n=21)
89.1 + 15.4 |
(n=4) 77.0£19.9 _. .
50 r ’ _5 ’ 73.4+30.0
(n=5) (n=10)
o none vs sm p=0.0357
ep : epithelium none vs mpl p=0.0001
sm :submucosa none vs mp2 p=0.0009
mp : muscularis propria none+sm vs mpl+mp2  p=0.0004
O L L L L i
none ep sm mp1 mp?2

Fig. 6. Correlation between clinical reduction rate and depth of residual tumors.

Reduction
rate (%) 1
100 T
97.8+ 4.9
(n=21)
89.7 £ 14.6 L
=2)
89.1+154 O 85.9 +22.9
(n=4) (n=5) -
50 66.8 £ 30.0
(n=8)
RGO vs RG1 p=0.0357
RGO vs RG4 p<0.0001
. . .
RGO RG1 RG2 RG3 RG4

Fig. 7. Correlation between clinical reduction rate and residual tumor grade.
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(Fig. D.
6. SHMMER Y v ENC BT B MR EORKDE L
MR

AWEHREC X 2 EHER ) v <~ OBEKDEY
Table 4 iwR3. ERIRFNICEEIR Y v MR 121D bR
7o N+FEGI 24 Bl 5 B CR 536 41(25.0 %), PR 23 7 4
(29.2%), NCA11HI45.8 %) THXE54.2% TH
D, ¥EUECHREIELRD, BERECTTsEE
DEERIEIRIIE S hish - fe.

—7, MEEFRREIC O, MRS OBk
MEBERA TS b i pNHIEFIE 8 41(33.3 %) T,
055 141(12.5 %N BREIFRD b hic. KL
REDEAETIL, CRIEGAITREFNDN—ThHotb D
D, PRIEFITIE1IHI4.3 %)z pN+4338d b, NC
FEFICIE 11 Bl 7B 63.6 %2 pN+Th - 7.

7. FREMARRFESE & RSEE - oBIE R X

O RTR A R FHIER T2

LR BEOENE & 0BSHE

BEFER(UARNESE) & oBIE T, 28ERLE
6 Bliciy, 2Bz Grade Il b Ml EDOZ R D B h,
GradeIVd 2D 5% 5 F1(83.3 %) ICZRD b iz & 1Tkt
L, 3E T3 Grade II b Ll EoMEEEAE R 96.2
%, Grade IVREZEIZ57.7%, 4C, ADEAED7 4 Fl
TIAERENERE 50.0 %, Grade IVFEE12.5% &
BHEERNEL bR - ¢, HBFHPRLETTS
EREAL, BEREFRR AR L ocBE
2D B i (Fig. 8).

Xz, Anneroth 588 & DBIE TI3, 26 & b HEH
FANRARRLSHEBENDELE S T 7o, total
point 23 < 72 B IR - T, BWRMET T 2EABED
b, FTHEI Grade III, IVOEBEWEER M
Bohicb DX total point 14 HEUT DWW BE,

Table 4. Correlation between Clinical Response and Pathological
Classification of Regional Lymph Nodes

CR PR NC Total
pN (—) 6 6 4 16 (66.7%)
pN (+ 0 1 7 8 (33.3%)
Total 6 (25.0%) 7 (29.2%) 11 (45.8%) 24 (100%)

Number
30

15

Grade2 Grade3

7. Grade |

BH Grade lla

Grade Il b
B Grade Nl
B cadew
F. LA '
Grade4C grade4D

Mode of invasion

Fig. 8. Correlation between mode of invasion and histopathologic regression grade. Good
histologic responders (Grade II b, IIl, IV) were seen more frequently in the patients
with Grade 2 and Grade 3 than Grade 4C and Grade 4D.
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SEEEPsicEh LTl ), REARFNEERE LM
BRI R & B AR & 7z (p=0.0080). %7z,
SRR BRI AR B 7o, total point 14 AAY 1

Fn

DOOHRTFERA v Mied b D EE 2 bhic(Fig. 9.

) EEMmERE, E-cadherin, B-catenin, p53 & D
o

9, BERMEETHRAENELEY L3 SE
oK EOBUNIEIERELIR VB L5 L THFEL
(Fig. 10), IMERE & ABRFEHRR L OBE T, 200
f&5, 400 fEHEF & b EBENDRIE BB LIch -
T MVD 2+ EAN R b, $1c Grade I, VO
BYNEERDHLAFENROBRELIRDOLD
Grade II b U TR B W CHEENFED bh, BEFME
BENEMZ EEBENDRIEL B LN D Z EDRD
St (200 £ p=0.0022, 400 % : p=0.0071)(Table

Number
10 T

9 10 11 12 13

14

E fi2g

5).

Kz E-cadherin %, EHEMERREE A O MR ER
L, JaRos iy 5 e onEE T 2 EENZED bh
7e (Fig, 11). %7z, £ RBAERAIL normal FEFI2S 10 41
(40.0 %), aberrant fE #2315 #1(60.0 %)W B H iz
2%, FEAER L EBRENPR LI E—EDERERD b
¥, E-cadherin & OBFEMIZE VD EFE 2 bR
(p=0.1353)(Table 6).

%7z, B-catenin I\~ Ti¥%, E-cadherin & AR,
ERaEP OB CRE L, TEPICHEET 5 LA
=X (Fig. 12), F 0 FEEAER 1 normal FEFIZ 7 F1
(28.0 %), aberrant FEFI2 18 41(72.0 B)ICFED b h
7o, FEER LRBFIDR L oBE T, HcBEk
RS b, B-catenin DI & FAREFRISIR & DES
BHIEWD D EF 2 Bl (p=0.21333) (Table 7).

Grade |
p =0.0080
HH Gradell a
Grade |l b
Grade Il
B8 Gradelv

15 16

17 19

Total point

18

Fig. 9. Correlation between histopathologic malignancy grade and histopathologic regression

grade.

Good histologic responders (Grade II b, III, IV) were seen more frequently in the
patients with low and moderate histologic malignancy gmade (less than total point of
14) than high (more than total point of 15).

Table 5. CD31(MVD)Expression and Histologic Regression

Grade
Grade X200 X 400
ITa 31.67+0.58 20.00£7.21
1Ib 70.43+16.70 38.00+13.50
B * %
1 176.33+122.16 78.50+45.04
v 120.04+41.26 55.67+21.04

*p=0.0022, * *p=0.0071
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p53 1%, BEREW o & BN EaEE L WIERER Lc(p=0.0270) (Table 8).
Thbi, FEREFAUIRCERED, MENCEES cRE 8. YRR
THEHECLRDB Z ENTE(Fig. 13). REER 1)&5ERIFS X O Stage BIVEHRBE
i, B9 BI(36.0 %), B2 16 41(64.0 %) T, B BaslsfiMIxE 10 A, RRI11462 8, FY
WD S RBD b i, HRFENSHE L OBIE I, 54 8 7 AT, £5EFITI, 85.0 %, Stage FICi, Stage
Grade I, IVOMEBRFENRERDFHCEE RGNS 114392.3 %, Stagelll# 77.3 %, Stage IViZ 100 %<,

Table 6. E-cadherin Expression and Table 7. f-catenin Expression and
Histologic Regression Histologic Regression
Grade Grade
Grade Normal Aberrant Grade Normal Aberrant
Ila 1 2 IIa 1 2
1Ib 1 6 IIb 2 5
* *
i 1 2 I 0 3
v 7 5 v 4 8
*p=0.1353 *p=0.2133

Lok

Fig. 10. Immunohistochemical staining for CD31 in Fig. 11. Normal (N) immunostaining for E-cadherin
squamous cell carcinoma of the tongue X 200. in squamous cell carcinoma of the tongue X
200.
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£ Stage &b 15 LU LDOEFERERIEDH, WThHE
kR %2R L (Fig. 14).

2 ) ER IR 2D S BIVA BERUE

CREEHIX91.3 %, PRAEHIE85.7 %, NCIE i
33.3% T, CR, PRIEFIZE 5 FRBEEFRIEDLR
T b, BERSHE L AEECHBERRD b i (Fig.
15). %7, PR % 50 %Lk 85 %kHfEd d fair PR &
85 % LAk 100 %AK#E#E/ D good PR @ 2 B4V, 1A

Table 8. p53 Expression and Histologic Regression

Grade

Grade Negative (<10%) Positive (=10%)

IIa 0 3

IIb 1 6

%

I 1 2

v 7 5
*p=0.0270

Fig. 12. Normal (N) immunostaining for B-catenin
in squamous cell carcinoma of the tongue X
200.

&
[
®
¥

BRI L TH%B &, good PR TIL87.5 BDEFRF
RKPBELHTED, PRIEFITD 85 UL LOHENHEDL
RTshE, BoEuAER g cEsb0LBELL
#72(CR vs NC: p<0.0001, good PR vs NC:p=
0.0039, fair RP vs NC : p=0.1449) (Fig. 16).

3 FBRF IR R FINA B

Grade Ill, IVOMBBFHEEREYHEIILLCTED
BIFC, MEEDL0OBLULELOEFEREEL WK,
Grade I b TIX 100 X CTHo7cb DD, Grade I, T a
DIEFETIL40.0 Bic & EE D, HBERNDRIMET S
BieohT, BEREEAR AERYRL, HE
R & REERE I S HBIARD bhc(Grade IV vs
Grade I +1II a: p=0.007, Gradelll vs Grade I +1I
a : p=0.1045) (Fig. 17).

I)BAFEE Grade FIFRERE

RGrado 00 BEEBHEN W EHEI R OR
RGradel 3 L 2 DA L T\ Th IERAEN

Fig. 13. Overexpression patterns of p53 immunostain-
ing in squamous cell carcinoma of the tonque
X 200.
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Percent survival
Stage IV (n=5) 100%

100 | Stage Il (n=13) 92.3%
4 All cases (n=40) 85.0%
Stage lll (n=22) 77.3%
50 [~
o ! [ [ | I l
12 24 36 48 60 72
Months
Fig. 14. Overall survival and suvival by stage
Percent survival
100 T ] . i CR (n=22)91.3%
|
PR (n=15) 85.7%
50 -
NC (n=3) 33.3%
CRvs NC: p<0.0001
PR vs NC : p=0.0102
o | | | | | |
12 24 36 48 60 72

Months

Fig. 15. Overall survival according to the clinical response of the primary tumor. The
survival rates were correlated with clinical response.
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Percent survival

100

50

me-l CR (n=22) 91.3%

ood PR (n=9) 87.5%

Socasan e

fair PR (n=6) 83.3%

NC (n=3) 33.3%

CRvs NC: p<0.0001
good PR vs NC : p=0.0039
fair PR vs NC : p=0.1449

| | | | | |

12 24 36 48 60 72
' Months

Fig. 16. Overall survival according to the clinical response of the primary tumor.

Percent survival

100

50

Grade Il b (n=9) 100%

L“‘”’"’””E Grade IV (n=21) 91.0%

Grade |ll (n=5) 80.0%

Grade | + 1] a (n=5) 40.0%

Grade IV vs | + Il a:p=0.0007
Grade lll vs | + Il a:p=0.1045

] | I ] 1 I

12 24 36 48 60 72
Months
Fig. 17. Overall survival according to the histopathologic regression grade of the primary
tumor. Patients who showed good responses histopathologically (Grade II b, III, IV)
had superior survival in the comparison to patients with extensive residual tumor
(Grade I, ITIa). A better histologic regression grade was associated with a higher
survival rate.
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Percent survival

(103)

RG1 (n=4), RG2 (n=2) 100%

100
L”“””1 RGO (n=21) 91.3%
RG3 (n=5) 75.0%
RG4 (n=8) 57.1%
50 -
RG3 vs RG4 : p=0.6263
RGO vs RG4 : p=0.0287
| | | | 1
0

12 24 36

48 60 72
Months

Fig. 18. Overall survival according to the residual tumor grade (R Grade). The residual
tumor grade had a good correlation with the prognosis.

THoTeb DT, 90U EOBHCEFRIEDL R
Lil, EBERENESIZR A Tz RGrade 3 BEREE
T, IO AEHIC R A T\ iz RGrade 4 BTl
CARRT, BEEFFERINEL LB Uik THEFER
PMET L, RGrade & FHBEEENRINI-(RG3 vs
RG4:p=0.6263, RGO vs RG4:p=0.0287)(Fig.
18).

9. 3tR

FECBIEEAE 6 BIC, D RNFUTEFEEOIEFIHH 1
#1(16.7 %), EEBIEHIFE S 3 B1(50.0 %), fBEATE 2 #
-(33.3 %) CRFEHE R X OEROFEHEMNE RS DT, &
[REEBEAIIZRD b it o i

% %=

O R (BB B o I TA X Ik E & 5,
heh EREIEOESED 5 B0 40-60 %2 &, RLHEEN
Bl L, EME, BT, B, REREEDTEER
BE2ETIRETHBD, ~EETEBCRIhTLED
L, ThLOEBEIEx DBRECEEYZTS. Th
bk, —RCEVBRENHE 2 213E, MEEEOBE L
Bllnrz kichkh, QOL DIEFieokens. FDi
B, FERNHLEBB DT> TIHBEEEREY B &

L 7 AR (R R 3% { fThbh T E .

LaL, EREFIICI TR, REHRBERERCilt+4
TeiREEE L 3 ) 27, SRR N EA L o Tk D,
R TR T 5.

TG OIRRBR T, 1960-70 £ T, 5 ERBARF
3 30-50 %Rk & K& B idin, TehTHERIES
T 20 RRERE LBMICRR TH - 7o, 80FERicicd
BaCBERENHLEL WS, Zhiciy, KREFES
HORER I 0 RO LEEEFI OB, biomodula-
tion ¥ BE L iR EOHA G LR, BEHFEDOT
xR, BHBBREOES L ENFEL VB EIES &
Tdiow. ZLTC, BHETEEZRDLOFEBELDREACH
SR I EFRED, ERECKT 5 BEED—
BLLTfTbhTETW5.

WENCRT D Zh b IR 5T ) AT HBRPE <,
Z & TfT - T &7z neoadjuvant chemotherapy 12 X
BRI B T, ERECTTAHRELLTR
RERKL D™, 19884F X h CDDP % CBDCA %
base & L7 combination chemotherapy i &% © 4+
BEXRGAL, T, FirkfT o EENRELZE
XL, MEROEBESAICIGHAL TEl. ZO(L3ERE
& HREHRIC X B RO AR O BRI R, 1)K
BB X Y AT DNA BB oBERMHEIET 3, 2)5
EIRHFOEEMBEOTHEAERBL 5, 3)—2>DHEFEC
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B ETRT 7 r - vEF - EMEXIEET S, 4)
cell cycle @ synchronization #K %, 5)EEMEOE
MEER D, BARRZEEYED S, 6)RBHAFN,~D
BNEB RIS, E0RHTFON X 5. EE, KEE
DEALIE, Y4Fto 0 RE O BREEIIREN A
L9 oREHFECI VTS DT SRR 1S
WO Lo, L L, FHIC X 5 EEE O 0
DEMHLIE, MERDEL, HREEES ETIIEEST
Win WO RBIRT, BRI S IEER O E M
DTHLNETR ST,

4, bhbhiIZD X 5 tErHEI L, B
[ D 720 THHENBFROEREFCE T, fif
BRI 38 1 2 (LB BORTHR (R e OF F RS o B POP B AR
FHMRECOWCHMCERE TS L &b, KRB
LRENFMOREEEHRE L, ERERCSTHHEL
BROEFY B LRI BREBEOMYI Y AN EL,
PEEIT - T,

1. FEFREEHT siaiaESRicovC

AAFRIRIE I & 5 RFER T T 5 RIRHRICo VT,
CR22 %1, PR1541, NC 3 %I, PD ix%&<, CRZ*E55.0
%, PRE37.5 % CHHEK 2.5 % LHERFEBTH 5 I
23 b, FEE IR VEER R Uiz, £ic CR EHFH
HEr@dbhicz &k, BRETSD0THS. B
FHBF LR+ 5 CODPR L 0BHERTH B
CBDCA 7t &£ 0 A&/b8HE] % base & L7 b HEL &
SR & OB X, 1978 £ Randolph 5® 23 18 4
DHEEE—IIEANCIT, TOFDEERE Licon
BRETH 5. 5%, Stage IV FEEIRRE— KIS % >
1z, CDDP & bleomycin & O{LEEERE B % 50-60
Gy B&H L, CR 6%, PR 7BIDEHEKR72.2% & X DHE
EER LU TESK, TOHEH D regimen BHEE I h,
ZTORRIPBEI N TWB. ThbitX s &, overall ©
BEDERIL, 34 %-94 % LERDHB 0D, — B,
AR EREIE T AN, B O EWHRIED
nTW520, Lal, #ERAK T2 CREIDOWT
& RLUTRHWERE XT, B30 %EIIcE E% 5T
Ky, REFBHRVELR TS LEE VAT 4E
bhbh 2T - 7z regimen 13, Zh b ASLEF & bio-
chemical modulation 3% % & \»#>H, radiosensitiser
ELTo%REL A T & %5 5FU % Peplomycin &
combination chemotherpy Z&R L7z, %7, 5L
FWTh, 13 AEDEFTEHEEIRD D OREIRAE S
T, RREY B, i, KSR EoREHH
PR X DRRMICT 25 X 5 585 T5 & & HIcEl
ERHOBR AR 572 &%, 9 #ILl ki down staging

X B W

E fi24f

BELH, BMWCREN(ELND EVIFKERICoer -
oD TRV EE Z T 5.

BB RICOWTE, FESHE Grade I b Ll ko
AR ZHREBIAS 35 B1(87.5 B ICHD b, Mk
Mz AR 7R b 7o\ Grade 2% 5 #1(12.5
%), FERIRD E - 7o WD O AT, FEASC ARG
X b 7z b, pathological CR & ¥l <X 5 Grade IVA: 21
1(52.5 %) IFRD b itz. METEERIC X 2 MGFEIZHE
HEC DWW, SEbhbhd T o X 5 IcIRER
S h YT CHANCRE el i e, B
AEBRFZDO—TERN, HEL T BT E 7202229,
ThTE, WAEERAROEEHEGE AT 5 H85
BB RE R T 5% EIXE VL, ¥, EELAT
D, EOWMHEHRNIERTL, LOWH/EARRERD
RN D D, ZLTERITED X 5 IfEFNIT L\~ D
2y, RECOWTEHMICHET T2 Z LN TE V. Fie,
S IR IEEO LER OB B FHRBIZERIIC R\ T
bRENZEIL DD L Ebh5cd, KFEOT &
LX) DML BRET -1 DTH 5.

RIRE L RBERSRIC oW C, BRI AR D
NI EF & B L T4 5 &, Sulfaro B2 1%, 316D
HEL R L g B RE Sl CDDP & Bleomycin i X
% neoajuvant chemotherapy 4T L, pathological
CR 235 61(16.1 %), BERE Y ~ 1 ToBEEMiank
O 12 61(38.7 %601, ARAIICH b2 i B ERF 7R
DdHRIcbON 14 FUS.2 B R bhictHEL, Al-
Kourainy 529 1% 191 %1 o> T 58 I £ B 3% B 3% 12 combi-
nation chemotherapy ##ifT L, ZDHFMi & 1T -7 13
#1(6.8 %)z pathological CR 23 bhtc EH|EL, B
B2 1%, FIHBREGI S & b R LB 108 Blcsat LT
FLEEEEE 24T\, Grade I b Ll E 0008 B3
54.6 %1, GradeIVA:20.3 BIZF@D Bl EHEL T
Wa, L2L, WTFhoBEsWTh, (LEREEER
TOMBHARC L 2EBFHDRIThEEEVd DL
BE LW EARINTLA.

—7, ALESRR &R L OBt X B RBEEISIER
TI%, Slotman 527 1%, Stage IIl, IV BRI B 53
Bliext L CDDP & Bt 45 Gy I© X B iaTRE LT,
FOBRFMET o7 41 BID 5 B 27 $1(65.9 %) iz path-
ological CR 3" b iz L5 L, Adelstein®® 513, [
U < 54 il o B ERRE @t L 19 F1(35 %) pathologi-
cal CRAELAZ ExRR L. Fi, BHFEH2I,
Stage II LAk @ B 3% 19l i= xF L, combination
chemotherapy 5% 20-40 Gy #4T L, Grade II b
LLE BRI R A 89.5 %Iz, GradeIVA357.9 %ic
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BOLREHREL TR, LEREEMETRECHEN
ZTOMBFIHRIFFCE DD LTS, Ei,
B ORE/INE & HRFENZIR L OBE TIL, 85 %Ll ko
HENRBE S NICEESI T, £k d e & D Grade 1T
b L EoMBHEAHREIBE LR TEY, ¥, 95 %LE
DfEINERTIE, Gradelld L RIVOFRI BSOS s
L, FRGFRERE CREBRRWSR L EBRFENDHR L X
SEHL, TOBEEIRINESDTHoT. LAL,
MBS E I OB A1, Fido X 5> c—#ic CR
ROMBHEEL, &2 CRPELR T ZoMik
HRRIR EERARIE & Z—H L WAL W EED
TR, zok, YRERSHIEGHSEL, Mizr <
ANTOTHIRHEIME SRR WEENE N EREINT
3,

2. EREECRT5ESMEOBRERAE X OBFHER
12\
[EEARROBERA OBRE T, I FHEI e BAR
frcik, RFEEOPRE Y P OCEMEARAET 5 EA
RL, FOREHER X OBERDLEKNDERE & B
T5Z AR R, Bie, Bl Lk 5 k%
ROPBONDDDOEETHHMINEE %L Eob D
TiE, ZHHUTOd DN, BHOLNCENBD LRI,
T, EBRIMCETHEFCOWTS, MIROET
L EDIHRBERL R A EATRD b, MK 85 %L
TCECZ DERRL Rbhi. —F, 95 %ELED
MR THEMEOBREIRD T, BEEFCE VT
HE/INR EFRIRIZDIR L B RD DB S D TH - T
DX 5 IR o FRiIT X B mapping (X, BIEIC
BWTEL fibh, BEIh T3, EETHERC
BWT, URERCEREEh WY, FEHFEHT
EM TR 7 &b B F DAL mapping 23R EE 7 7m D,
K hLWERIZEBBEAETbA TRV ORERTH 5.
FDtd, ERFEC R MR MBFIR o
WA h, B ShiclE iR, T0%E
ORI OWCTIEIARBILEBL W ORHERTHS. %
7o, ESEMoOEREE, BE—HENCERT S L3k
<, 3KRTAICEL BEL TV AEFNIKLERTH BT
®, WRTEEORR L FMFCR TS EERE L DH
HAFH 2 I WD THote. SEIOKEHIZE D, #ED
R 85 %LLEDIEFITIE, 2372 b OSBRI LT
¥, BEEOBFHEIC I T FEME S BEHCh &
WEHENTFRITE, ERBCRTAREEEL RS, ¥
REBREOEAY B Lichi/NF Mo 2 R8T %
HYDTHoTe.

LREEOZ ERFEE/L, EREROTBRERC KT 5 FEM

(105)

MoFHPE L RN hBRFRE Y EC, FOEER
F#R % RGrade &\ 5T, Grade Blic4#EL, kb
BHCRFREVNRRTE S X 5RA &l

RGrade & #f/NR & DEE T, RGrade NEL it 5%
EERANEMETTAERAEZRL, B/ Fis g
T 7\~ RGrade 4 T, #1270 %RiciEE -k
D, BREIZRE OBIEY XKML, FHERSEET
BHHDEELDbN, SHBORRCIGHATETHS LE
zbhi.

3. EH Y v AT B RE

B Y v e AR oWTIE, BEREEED
EERRISRIIE b hish oz, L L, SRR ET
W, EBFRCHRE L 2 EAITE, ERROBRENH
TEWER bt Grade 11 b LU F 0 M 8950 82 L 08
bhizholoboix, 84I(B3.3%)ThHh, FFHELE
FERFOBEBFENHRIELR T . ZORERER Y
VAT BT A KRR R L HRENTR & D gap o
WO, IRETEER TR ORHEDR, v v ek
WO, FEREUECHRZOME, EEBEZRTCORT
MR THDBANL N LR E LCRREE RS
N5 B EDRKFR & EBENZHR & ORI BIRE 7 MBS
BIGRBAED LN VBE L H S L EMRRRICR - T
WHLDEEZz LRI, ThBEDOWTIRSHE, bk
ZZWRECR ENLELBbhs. BB v find
HETEEE DR FRIC O W CREHIC R S W e B 134 7w
25, EEEG L, BESEER T _EBUE N+ REBI 33 flhe st
L, WEMLEEEAT, To%, EXMERc ORE
HBENCRERTRETH - e 2l Bl o nCTHREL, TE
5% Grade I1 b A EDOFEZNFIL 38 % TH - 7o & 7B~T
B, WIhbBER L ORGRREC X 58RI
AMEVBDERS TS, ZLTC, BRI Y v s
INEL T o THEMBAEFE LB Z &0 T Tohs
olc L, MEMLFEREORIC L 5EB Y v Hi~D
BEEED TN EBRELTWS. Lrl, BEKED
BB v ASRTEH R, EBEBERAER D
FEGIH B B 7, MAMLEREIToBELD D LR
LT3, SEHRE Uitk R RO ARk oS R
bbb, REHEORIC X HEHDENEE O
W, ¥FREFRERHA TR OKMAE IR TV 52,
BUWEBENSREBRT 5 LHEEN BB R D
BHDTIEIWIEE L bR,

4. HHREDRETHRTFICOWT

MBI LAE BN SR R O R I B 10 B IR R B4 %
FRIRHY, MBFENESHRTFURTCOWTTH B, T
EETIREOWTOREIP L, AHETFREFC
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DNWTEARHLENE W DORERTH D, SHEOERC
X b, Anneroth #5812 X % total point 14 LA T 0fRHE
HRFEE, FEEEEES, BEENEHE DS E,
D53 PEMIEACEBECGRRIFIL W EREE .
IREAERRFIENE LTRSS RIC o, 1k
B & OBIEIC RS\ T, AT L SRS hT
WA, NS T, Bleomycin BEIC X A TR O
MR, FoSE, RAE, 57K, BREERE
Bl Er 5 T5E L, Thb®FFALLEED
MBFEREZHE L, B, total point DEWH
DIF EMBFNDRIRBETH B ERR L. &,
Friee b DERT EEEICR L, {LERER T L, &
BHEFCRWUY, TESE Grade Vidb 7.4 %
LR bhigh ot Lk, BERENREL LBk
T, HEFHRMETT5EHAEZRL, WTFhd ks
FEBEEE BV DIRE, {LERESENTRETH S
EEREL WS, —F, WERERARGRAREL O
BREICoWTIE, RETSRT — 228, DEEER
S BEE 36 BIISAT - iR B9 oG E B s ¥
WA, Zhick i, BEMEEMCE T, BIEE
ARKELBIRWHRIELN, HROEIEZRL T
B0, R0y EEEERESI P ESEEMIC LR, %R
BELEMEDH B, SEOEFREREMACIS VTHIRE
FBED & & ME 2, [LEREREBETANC -, R
FIRRE REREEAC S B 5 A CHEBDH R TE - o
LRSI, FEMELTOESCHL, FomR
TR - TR D, HRFWEEE SRR AREC X
AR FRARFO—DIE) 25bDEEL bR,
EEMERE & BESDR & DB I DT Db
OHENR b s, Delides 539 13, Stage III, IV £IF
BRPE 25 AEAITH LU RIRIE 2 AT L, MEEE O
L DIXFT 10 A B LIPIFET Le s, S HE OB
bOIXTRCIFELUEEF LA E2RL, FOBED
BT, MEBRENEVDORERFTCET 2MEEREN
L, BEREREST Ch, HUEBDHRLE DT
HBHEBRTNB. Ffe, Zitterstrom 539 13, TEH
% Stage ITLLE D 48 FEFIIC 5 UGS 2 1T L,
CRABELRICDDD 5D, BMERERESIL 83 % &k
HT DKL, PRUTOHRL BBk oTe
b D TIdoTh 46 RITT E Ted o 7o LR, MEHE &
HRRERESR & OBIEM BV EERRLTW5., &
HEDWTIE, EROBEIZE T LOEMITIRE
Tk, Siracka 5% 1%, Stage MIOFEEBIZI\
T, TOMEEE & BERBERLDR L OBEXHREL,
BB 2 BRBEELMEEE KT T 52D, X

X & M OB 2k

VEEORWINEBERDRIEL, FHRIBFTH-
T EBRRL, TOMIZ b FAEOHRENR S FHh 5. —
¥, Th & Gasparini 5% 13, 73 IO EERREFE
LR L, LR &R O RIROF R & 1T
L, Z0%R L OBRY REEHAGFEICRRA Uik R
EEMERE DK ESIZE CREBERE L, BESEN
Bhrolc LB, 7z, Gleich 539 13, EFEETEIRITD
LD EMEROFEENRL, MEBEOBEICITKRER
Wicd, MEOBIEMEIIENC EEBRRTVWBHEDL D
5. Lal, BiRO X 5 B2 EE 7oz EEEPImT
B%<, BREELEHERIAB D, HEHRERZH
BEED L &S AEREFEADS X RO CBIEL,
BRESMRF S, BREDIRIRE B EXES S
BTEHI LT, SEDHERLL S TAD D EHHRE
RN CEBNCRE NI EE L bh, EEMEEE
DED ORISR RI B S h 5 TRE S
WhorkEz b,

p 53 DFEH & BHBEAFHFIELR L 0BE T3,
Luna-Perez 50 1%, EBEEOERFIC IS\ T, p53 O
FEEHARGRT R & TR L BRI B & o BAd Ak
L, p53 BNIEH TH % ES CEEMEOBERM 25.4
% & B FoDIZHR L, mutant p 53 RELFITLE 65 % &
AREICEL, T pT 3 pT 4 k XKHERCESREN
HZbiich, pN+TH-ebDBRERELL S HD bR
T EERL, TOBIESEERE L T\ 5. ¥, Hamada
L4} B, KB I B\ THEE L, wild type(normal)
D p 53 BRHEL T 5 EF K-, mutant type ® p 53
FBHITIBREI apoptosis Mifgr A7, HatiEeib
FFRRER L CHEXITE T, p53 DEEIT negative
IEATHZ E®RLTED, Lowe 52, Ribeiro 54
BEABOZ LERELTWB. T, BEEELI T
1%, Raybaud-Diogene 5 1%, 101 4o SEEEZREICt L
BEHRER L B 2 iy, RETO AR W ThRE
HMBFHNCBR L7c L 25, pS3BMEARERCE
HERIMEL, H2 T 3, T4 DEBIEAICI T, BMH
BICHARE ) ZhBERATH - R, BEDE
DREBEXRD HZR A CTFURTO—DOTHB = & &#H
BLTEY, WTFhoHsd p53 DERLEFESDR LD
BYE %R LT\ 5. Kinzler 5% % p53 @ inactiva-
tion BEFREHEDOBEETFER L o TV B DO TR
WhERRN, ZOFRRTFE L TOEEREZRL T 5.
5. WREBEHKICOWT

5 4F 8 B DR BBEHAM T overall survival
rate Z3&FEBIT 85.0 % L EBIEFITH B I d o b
7, EFICRIF T, #1z Stage IVTH 70 %L Lo RfE4E
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FENMEONIZ L1, HETRETHD, RNEEOH
BREAOBEFED—> L L THIANRS T5{ED
50 EE LI BAEOHEETEOEREMNC BT
IR, BAERCRWT, BEFEOHEEL DD
ETOERNDD. EREOCSHE, —BICHEHEERE
T, ToRBREREIELR T, HERS
R & OBEANER IR TV 52, Ry, WTh
DR E O CIBEREOBEL B b T i
A%\~ —JF, Glickman 549 1%, Stage I, IVDOIESH
R LB i CDDP 1 o 7ok & T $Ric X
3 RO EE R TR, FRETe, 5 FRBEARRE,
IERBEFRRLNRLNSLI % Th oo EWMEL,
Slotman 527 1%, ZIERBEOMEEERTE, FHE2T
- T BESATREE RNE 41 Bl 5 FERBEAEHFRIIL55 % TH -
To LR, BREHER B & O o LR B & o BF
K 20 BEREDOTFEROBWELR L TR h 247, fif
BIRE: & L C OBEHRLAERBEOT AR, BERED
WECERTHSB EE SWMENLZ VD, T, FEIDbLI
bhOKHTIE, ThLERETHEREbCREFEE
BExBA ENTEL. TR, ARSI DG
WIS R A B S N TR LITERT S & F
2bhd. Thit, EBENREYDRIORBEFERT
L LT, £l Lok 5 ICHEBFHHELFHRITX
{HEBIL, B TESE Grade Il b U LD EIE L
U EREFAITH 7L &b 80 BELEDFHEI AT
X530 EE bR, BUCEREHNERES Z LM
T 7 EHE LT CDDP % CBDCA ® Phamaco-
kinetics & A regimen 2K E K BIEL T 53D L E
s, CDDP = CBDCA DR miash Ry, BERENE
ThsEEDIEMBEMKEETH B D, BIRNES
T 5 LI ) EEEBNRE T V) REHE, SR
TENTEDZ ERMFOEBRAE LEET 5 ENCESM
1D DNA LFEETHEGNEL b T &, i, HEIH
Hiexy, XoERMEERAELERSR, BEHRORZ
HHEHETENTEREREDNELLRS.
BAEE Grade & F# & BIE 1L, RGrade0, 1,
2T, 90 BELEDEFENE OB ERER L
2, RGrade 25 E23%, Ticbh biaES R I EL b 1t
o THBERDKE T 2L bh, RGrade3 TI1X75 %,
RGrade 4 Ti350 %fRICE EEh, ARCTFERETH
Z0D X5 CEFOBRFHEECRERR L EXER
L, #%F L2 o RGrade ¥ 1L, YIREAI X 5FM
BOFHETFETARFELT, +oHETEERTH
5D EE %2 bh, RGrade3 U EICFHREHINS
TEREZDE, KL, BckTsEMilaogFEoR

> 7.

(107)

HATFHRICKERBHEEHOLO L Ebh, fEEMA
BOLER W T B, BEEREH L0 ThH
BEE bR

FHERRIFERE LT, RIBERC X M L
AETHY, BEREBOIZESBD ORI, T
CRT5ERBEBRIT, Blot 5 1% 68 flOEHEILT-HI
OFRBREDOHKR»D 18 B EHEL, FHLD HER
B EEAHEIADNT Tho EAERRE LT
16.3% THolc BT 5. Fi:, Leemans b i1,
DfEE Y SO EERRY LBk W, BERERR
13.10.7 % T, = OFERAIIAEREAE 2 FLRRE D
ZVEREL TV, ThIZOWTIE, AR SED
SPHBIEARMA 5 4 8 7 A TRz T 5 0
D, PRI LLERT A LCEEETH O T
Tebisundy, il L AR »EBEBERI N
Licd iz i, b LAMHT 5 2083 CE 0
TRV EEZE 2 TEY, EREBIBEL TL—EDL
REpBHrb0LBbhi.

CDDP % CBDCA o H&A L F Iz X B b8k & K
WO ARG AEE G, B, EETROUBRTEEERE
REBIC B0 % EIERALHE R ERIC €, FHOBKERTRL
TeME—D7 7 r —FTH B9, Znr YRR ER
FEFNC D BETHE LY, BRSRO 2735k
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