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A Quantative Study on Nuclear Size of
Tumor Cells as a Prognostic Factor for
the Effectiveness of Chemotherapy
in Osteosarcoma

Takashi TAKIZAWA

Department of Orthopaedic Surgery,
Niigata University School of Medicine,
Niigata City
(Director: Prof Tajima, Tatsuya)

Nuclear sizes of tumor cells in preoperative biopsy specimens and in resected
materials, response to administration of adriamycin and methotrexate, and survival
rates were compared in nineteen patients of osteosarcomas in the period from 1974
through 1988.

Ten patients were treated with adriamycin and nine patients with methotrexate.
Thirteen patients were classified into non-effective group which were designated as grade
I or II by Rosen’ s classification as to effectiveness of chemotherapy and six patients
into effective group designated as grade III or IV.

5 year survival rate significantly improved recently and reached to 57%. Au of
Six patients classified into effective group have been alive, whereas only seven out of
thirteen patients who were classified into non-effective group have survived.

In preoperative biopsy materials, mean nuclear size of tumor cells which belonged
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to non-effective group was 43.0 #m?, however that belonging to effective group was
63.8 #m?, larger than that of the former group.
Mean nuclear size of the tumor cells in the resected materials has become larger

than that in preoperative biopsy materials

smaller in effective group.

in non-effective group,

but has become

Based on the results above described, we recommend use of the same drugs in

postoperative chemotherapy as preoperative chemotherapy in cases where average

nuclear sizes have been stationary or become larger.

However drugs to be used

in postoperative chemotherapy should be changed in cases where their average nuclear

sizes have been stationary or become larger.

Key wards: Osteosarcoma, Nuclear size, Preoperative chemotherapy.
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L. C &

BREOHEBRRBIAFOEE L{ALL 5 E45R
TR AT HMESAOR DL LOCH-TETHA. &
Dz &k, computed tomograpy (CT), magnetic reso-
nance imaging system (MRID) %2 X 0iFE # AU
HETE A L5 1> 2 &, surgical staging systeml
DRI & 0 LB O+5 i FREEABTE R TV 5
&, M, oS Ly BREOER
CREBHCBS T AEEB A ET a4 5 R TH S &
ErbhTuwb,

¥ adriamycin (LUF ADR), methotrexate (LA
T MTX), cisplatinum (LLF CDDP) OBZic kb
BB EEI R TS, Lk L, BRER
R BB THO B iR OBIRITBEAED &
AHREET, HeOWHRTEE & T protocol ICHEHL
LTRBERTW200BRTHS. ThB#E L TH
BRI OBRZHABS B MBI THH, BBEERAE
B 2 HEER >V T AEER O RO RSN 2,
EEERoB i kb, SRkt 5 HsowR
FERENTT AR EMT LAHETERV 2 E0D
M THh, EEOBKTHILEEBIISA T
In vivo TOK$ L\ {LFEREEOBRAEITHIILFE
R A R L IREAOEEASEARORETH D,
Apel ¥ BAEBRKEEMBOBERA K E VL OEE1L
FREPEYTH - ERER LTS, Lnl, 20K
ETEE 4 DFEFICHREB O K & S O ED KN o¥
Wi REETH D, O, SEEEEL AR EEY
BEFOERC BT A EEMROBKERARIE L, 13

EOME & BEBEORE OB > TR L.

II. TAsedfEEFE

A, EFIEEEEOERE

1. BEHERIOBE

1974—1988F D 15 MICFR K RIBA R B W TE
Bic & o 2W AT LINEIL2 e (& LT ADR
& MTX KBEE) »HIT LB, a4 o
SHoBloBREf LS E UTiRE L.
ERIITIRI0RARN 2 7, 108RIC136, 208K 2 f,
302 FTH - 7.

RS ARG, TRE3IMA, LhE s, b
FLHL, A8 1L EICRERED60% % DT,
MRS TIE osteoblastic type 12(f, fibro-
blastic type 5%, chondro-blastic type 2 fI-CER
BRI RES » A SRR 1535 A, FH85HAT
Bt

2. BEHEMICHT S RO E

a. HEEB OO ATRT LR

FEFUS T N TR ED 7% open biopsy # HEfT
LEEOHFBE L H1em® oM L.
WA RE LoD, WRi{bEEs LT ADR #
SETRBREARS 7 —F V2 5B L 40—120mg
BEEA L, MTX #E5HIClE 100~250me/ke Sk
P L% 1 ~6 7 — AT Lic. MTX #56Cik bleo
mycin, cyclophosphamide, dactinomycin (LLF BCD)
Ficik CDDP %0t LIcERILETh TV 5.
{LEREORIERIIC L, AIERORD, IFHEDE
THEDORIEMALEM - o, KBS OEFITH 1
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HEE 3B HBE O LT R O
BEATEBR L E -7 L L, FODMRH{EERE
ATEBRIHETENRTRFCREHCSHE ST LON 3
FEGH - 7z,
b. FEE

FE#7i2JEElE LT, Enneking @ surgical staging
system RV wide margin LLEWC/ed X5 CHEIT L
fo. YR 4B BRIBRR AT 5 AT S h T

NI AR O B, B2/, EhE 26, 4F 146
OFRECH LT, BERTEMIARE 26, BE1

Table 1 Complications after limb salvage procedures
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B, EpE 16, BEE 1S LaifT s hi. BEER
FFHAO > BLAERE 1 fl&BE 1 Al EES X BEF
BT, XBE 1AL RS IBAITRES 3 v 7BOA
TR X vBELE. BFE 1AITCRYBRTEOAL TS -
f.

BHHE S LTI ATEES 2 Vo KR EREF D 16
CRELRDUMH A RT L, B 10EHE 10
[REEDIERIN, REEEAET IREMOBEE Lk
L, BEHNZELLAREO 1 AclEES R LA
(Table. 1).

c. MiRILFEEE

Procedures Complication ADR #5FTcik 1MoL MTX BECYWE 2 -
Femur TKR 1,VFG 1| Infection,Discrepancy #, MMRRILPRE L W, ADR %Ll LT -
fo. MTX 56T, LBk shBE < mg & Ak
Tibia \VFG 1 Instability = MTX %%k L, @Bkt LTid CDDP, ADR
Humerus ' TER 1 %54 % Rosen? @ Tip protocol ICH#E U T %
Fibula Resection 1| Instability 471> (Table. 2, 3).
No.of cases|5 cases B. IR A%
TKR ! total knee replacement 1. frk
VFG : vascularized fibula graft L5 ADR #561& MTX 856 b,
TER : total elbow replacement Kaplan-Meier 2 IR -» THE L. ko, (b
Table 2 Cases with non effective chemotherapy
Nuclear Size
gz%e Age |Sxe|Location |Grade g;z:(-)therapy I}\)/;);z!;sis (I::ng Biopsy | Resection i::;itherapy Outcome
1 19 | F |L. tibia I |ADR 80mg + + 36.3+13.1{ 39.3+18.4 |ADR 60mg 24 Death
2 17 | M [L. femur I MTX 23 + 40.7+18.0 | 50.8+16.0 |MTX 20g ADR %0mg . {12 Death
3 9 | M L. humerus; I |ADR 40mg + - 37.94+20.3 | 35.0£13.6 |ADR 120mg 24 Death
4 12 | F |R. femur I |ADR 180mg + — 33.4+11.5| 60.3+22.2 |ADR 200mg 40 Death
5 12 | F |R. femur I |ADR 110mg - - 53.8+20.4 | 64.3+£31.9 [MTX 40g ADR 480mg (125 Alive
6 25 | M |R. femur I |ADR 40mg - — 35.6:+14.6 | 34.2+15.5 |ADR 120mg 153 Alive
7 17 | M |L. femur I JADR 60mg + - 37.4+14.4 | 53.1+14.7 |ADR 200mg 20 Death
8 36 | M R. ischium| I |ADR 60mg - - 47.9+16.9 | 48.6+26.4 |ADR 120mg 146 Alive
9 20 | M [L. femur I |ADR 60mg + + 23.3+ 8.3 | 159.5+127.8 |MTX 22g 7 Death
10 7 | M |R. femur I |MTX 20g — - 40.0+13.4 | 44.6+18.2 IMTX 24g 68 Alive
11 18 | M |L. humerus| I [MTX S5lg 74.1422.2 | 58.0+28.2 |CDDP 1200mg ADR600 |57 Alive
12 14 | M |L. femur I MIX 15¢g CDDP200mg| 61.9+18.8 | 51.1+63.5 [MTX 35g CDDP 525mg |35 Alive
13 13 | M |R. tibia I |ADR 200mg 41.4+15.6 | 74.1+37.4 |ADR 200mg 149 Alive
(pm?) (Month)

ADR: adriamycin, MTX: methotrexate, CDDP! cisplatinum, BCD: bleomycin, cyclophosphamide, dactinomycin
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Table 3 Cases with effective chemotherapy

Case Age |Sex| Location |Grade Preop. Postop. . Lung Nuclear Size Postop. Qutcome

No. Chemotherapy [Metastasis| op. Biopsy | Resection Chemotherapy
1 22 | M |L. femur M |MTX 3g - — |51.8£24.8| 36.7%£12.4 |MTX 61g 88 Alive
2 11 | M |L. tibia I |MTX3lg - - 180.7+47.2] 42.2:£19.5 MTX 58¢ 62 Alive
3 16 | M |L. femur B |MTX 30g BCDx1 — — |88.5+32.7| 70.8+61.7 [MTX 40g BCDx2| 19 Alive
4 18 | M |L. humerus| M |MTX 65g BCDx2 - — |55.4%13.6| 25.2+ 8.4 MTX 52g BCDx2| 5 Alive
5 18 | M |R. femur I |ADR 200mg - — 158.5+£22.1] 20.110.5 |ADR 180mg 122 Alive
6 16 | F L. fibula ¥ IMTX 10g CDDP100mg - — |47.6%+14.0 34 Alive
(pm?) (Month)

ADR: adriamicin, MTX: methotrexate, CDDP: cisplatinum, BCD: bleomycin, cyclophosphamide, dactinomycin

LRGN ERBE L AR b TR L e,

2. BEBRURIIESRE

{b2E B s BE & AR g L e

3. Alkaline phosphatase i (LL'F ALP) »#4

4L

ABERED ALP 20 L, FRAFHRER cHlE L
TR EMPIOERBED LAY L¥b b bod B & L.
¥ fo, BSAEUT 200f5 BEMER T CLOREFEIE L, £ O
BEE L.

4. AERESROHE
YREAOEREORAEE AETRD L5 BL
hematoxilin-eosin (HE) 3eft Lo, JESEOBEER L B
BT THE L, Rosen DL itic ko1
FHISFERS0% LT, TRHI50% LA Eo0% Fis, MEHE
90% LAk 100% k4, WEHE 100% B L. =hbd
o1, DETEDE, 0, NEZEDES L.

5. AEWEA L GIREAR O BEHROBERNE &

i

ABEAY formalin E@E# HE Ff L, 100035
MEE T CEE L, random I 100EBEHEOKHEE %
2V o — R CX-1 TREL, £OFEE L
HREY S L0k, VBRERIBBORLBELTHAS
5% 1000 MBI T © CX-1 # AV TEREARLH
R L00ERIE L. AR - DB oOREE O L s
TROBHEB LK - TfT- 7.

a. [LFHREEEH LB oM CEB OB OF
PE - R REOEDF B RE L 1.

b. FECHEAFAMOZEOH R ER L.

c. WMEBFHEAIOTETH & EFERL LB L.

d. WAMLEREOR FERAIC 25 (ADR #5546

& MTX #56) whdTTFaRo 3HEB 2V TRE
L.

(1) ADR #5481+ MTX #54 & O

(2) ADR B#E5HITO(LPREEYRE L R, T
B & EFBIT OB

(3) MTX #5FITcole - Rkmait - H 9, e
Bl & EFOC O LB

I, # 2
A & & =%
1. #EMEERE R oA R
ADR #5BHII0GITII-S B, HFESHITHD,

MTX #5803 9 BlFFET 1 6, 477 8 BT » , Kaplan-
Meier IC L A2EFREIF 1 0L 5k -7 (Fig. 1).
5 FAFERIE ADR B54]T50% (5/10), MTX #
BBIT75% (3/4) Thv, £E0 5 EEFERISTY (8/
14) Th -t FEFR DI 5 FEFRTHEEER
E (P=0.05) THEidich-1h, 3FLAEI ADR B
THA0%FET L, MTX 1% ic e UTRsing A 1EmE
& -1z,

2. A RER RO ETER

LEBRE DRI OEHEE (1 +10) 135 EHE

(M4N) 6Bl Ta L, MBI 60

L, HHEETEIETAILK <, Kaplan-Meier i
LREFRIED X 51l »7: (Fig. 2). 5 84FR
ST T46% (5/11), ARFET 100% (3/3) TH -
fo.

B. BBRRUBHER

BT 8 AE SN, TR EREEDHCE L
Twi, 20555 FlicElm AT S h 3FNET
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Fig. 1 Actuarial survival rate of 13 patients with effective chemo-
therapy and of 6 patients with non effevtive chemotherapy.
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Fig. 2 Actuarial survival rate of 10 patients treated with adriamycin
and of 9 patients with methotrexate.

CESAEFFEIOM) L 2 BibVER (P4 FHE33M)
LT\t 3EOIFFEFHANZT NTHET LT FER
BEHr bR coBMIz 5 ~190 A, FH12.4%
A, Bl s cofiflize ~1908, ¥H13.83AT
Hoio.

RATERT G cAEAT 1 AR bhich, B
BEGITCEHRD LRI, - T,

C. ALP B&LESEH

ADR #5-810807F 5§, MTX #56<id 9@
FAGITHEMEY &, TRTESHCBE L. B
BB ESD BT 0 ~418 (P 6.91), &
RFET 1 ~49E (P 18.3H) TH Y, BOUMNE
BALEBEN A TH - 72 (Table. 4),
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Table 4 Relation between groups with non effective
and effective chemotherapy and a level of
alkaline phosphatase and number of mitoses

Non effective Effective

Alkaline phosphatase| High(9/13) Normal

Mitoses 0-41(Mean 6.8){1-49(Mean 18.3)

D. {tFFEDHROHE

LB ADR #5007 6, MTX #5461 #I5 8 #,
O#EA ADR #5412 4, MTX 85413 FlEt 5 6,
HBE ADR #5601 61, MTX #5564 G560, V
BEAt ADR 8540zl ¢, MTX #5851 FloL -
7o,

I, OEA&EF L mitd ADR #4549 6, MTX
BEFAW, Hi13flcarn, B, VEE3LAH0EE
it ADR #5460 14, MTX #5658 6HTH-
7o (Table. 5). ADR i &3 EXEE ©FH 0me,
ST TS 200mg T MTX HREBIIESTE 27 e,
HEHECFEH28g Th - 1.

Table 5 Histological response to chemotherapy

2. FECHI& RO H

TG Tl AEREF 35.0um?:14.0pm? DRI 1T
66.3pm?+35.5um? &7 0, BFEBTIE 56.9um?+21.1
pm? PIUIBRERIC 43.8pum2+25.7pum? & b, HHH
TR /N 21 - 72 (Table. 7).

Table 7 Nuclear sizes in patients with dead
and alival cases

Biopsy Resection

Dead cases 35.0% 14.0 | 66.3%x 35.5
Alival cases 56.9+ 21.1 | 43.8+ 25.7
(pm?)

3. BTG ZECFC A 33.4pm2+13.1
pm? HIYIEREE 83.2um2%+54. 1pm? &7 b, HEHEHT
1 68.0um?+20.5pm? # 51.3um2+45.8um? + 75 b,
BERE B CECIRA L, EFFTE LT
7z (Table. 8).

Table 8 Nuclear size in cases with pulmonary
metastases which were operated

ADR | MTX | Total
Non effective group Grad 1 7 1 g
13 cases Grade T 2 5 .
Effective group Grade M} 1 4 5
6 cases Grade V| 0 1 1
Total 10 9 19
E. EEHEOLE

1. AL¥ERERRRE & AR O L

(bR SR MV E BRI T 43.0pm2+15.6pm? A
YBREEFS 57.9um?+32.0pm? &7 b, HHEETIE
#ilE 63.8pm%+25.7um? HYIERES 39.0pm?+22.5um?
ThH Y, LFEERCENF AR IEX LA T
WhfE N LT\ 7 (Table. 6).

Table 6 Nuclear sizes in patient with non effective
and effective chemotherapy

Biopsy Resection

Dead cases 33.4%13.1 83.2+54.1
Alive cases 68.0+20.5 51.3:+45.8
(pm?)

4. B5IFBHOHE

(a) ADR #5601 MTX 8561 ToHE

MR RGO R S EF M OBER Y ADR #56]
& MTX BHEGIChTTHE LTA S &, SR
TIEFE 40.8pm?+15.2um?, %5 T3 FH 56.1pm?
+21.0pm? TH Y, {LFEFEERIEEREFR 61.5um?+
33.9pm? 45.2pm%%25.6pum? &7, ADR #54|T
EREEE SR L MTX 8 50Cif 4 2 mie s -
1= (Table. 9).

Table 9 Nuclear sizes in 10 cases treated with adriamycin
and in 9 cases with methotrexate

Biopsy Resection Biopsy Resection

Non effective group| 43.0:+15.6 57.9+32.0 ADR 40.8+ 15.2 61.5+ 33.9
Effective group 63.8+25.7 39.0£22.5 MTX 56.1+ 21.0 45.2+ 25.6
(pm?) (pm?)
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(b) ADR #5-@IO LR EDBE - BB S L U4E
), FECBIRE O Ml

DT CILAEMREEEY 38.6pm?+13.9um? IR
SEH) 63.1pm?+34.2pm? L ic D, BREETIIAEKREE 58.5
pm?+22. 1pm? HEIBREE 20.1m2410.5um? & i b fE
S THEBEAIR L, BB TR LTV

FECH S £ RGN OBERL, ETRTERRF 32.6
pm?+11.8um? A PRI 78. 1em2+45.8um? 1o, HFF
FITid 47.4pm?+17.9pm? P YIEREE 48.3um?+24.3
pm? &7, FEUHTHAL, £EFHATELL D -
7= (Table. 10 ).

Table 10 Nuclear sizes in cases with adriamycin

chemotherapy
Biopsy Resection
Non effective 38.6+13.9 63.1134.2
Effective 58.5+22.1 20.1+10.5
Dead cases 32.6+11.8 78.1+45.8
Alival cases 47.4+17.9 48.3+24.3
(pm?)

(c) MTX #E5FAOERLEITH LA L U4E
A, FECHIE O B

WAHBETIE, 4EHREE 54.7pm2+17.7pm? #H 51.1pm?
+31.4pm? &7 b, BEEETIHAEREY 64.8um®+26.5
pm? PBHIERRE 43.7pm%+25 5pm? L EESDH ORI
Rk <, BRIE TR D LT,

F AR HCIR A RREE 38.2pm%4-16.84m? AEIBRES
40.9pm?+14.8pm? 75, AEFFHITIEAEREF 62.8um?
+23.1pm? HYIERREE 46.9.m2+30.3pm? & i DT
e b, EFEHTRE LT (Table. 11).

Table 11 Nuclear sizes in cases with methotrexate

chemotherapy
Biopsy Resection
Non effective 54.7+ 17.7 51.1% 31.4
Effective 64.8+ 26.5 43.7+ 25.5
Dead cases 38.2+ 16.8 40.9+ 14.8
Alival cases 62.8+ 23.1 46.9+ 30.3
(#m?)

Iv. # g

A, (EERCEBEEROYE

BHEIFEECHRLEETH D, L bBEndEaR
B10—20% L BDTEL - LEBED 1 > TH . E i,
BRI ACERERID D e b oo, RIRCHEE L %
LT LR E - 1.

L L, MabEiEoREc L o ZRES, B
BB AT LATRIERHcHE s hTE . BREC
K4 B OESMIE Rosen®, Link ™, Edmon-
son® L Lo REI TR, BEREFERIY
FTAHELTTETCV S, SEOBHFTY 5 FAHFX
MET%THY, TOEDEEHEATHEA. LiL, b
i AEER A IR ARERT OO W TR BT
Wi <, EEMRcESCER T 2R CroRITE
DIEFITEV RSB EEbhA.

B. {3 ARIAR WIS sE

{LFSREORICEBER Y T2 2 113, BEEOSE
BT ACHEETH OB ENALERS D,
SEOEBERIT N TERBORE» GHIEh, 0
B < BE L EEMESRSHh, KB
BOWERHE TR, ¥ RERREE lom? T8 &
BEbhi.

WIRT LR B ADR 2 500 Cid E0#E T F ) 90mg
LZOFERABTRATST, B EHE S LT 200me
BHEEEPNS. MTX #56Cla bRk msit o
HHPcFRAEO £ < BCD #E% 8 L7 Rosen
Tye protocol MafT@lITHZFNE WEIEER T &EH
BTh-T.

C. FEE

FIREE 5 Flic BRBA TN T S hHRERD
bhich-io. UL, 58IELEFLTERD, Ef%
OB AT 2, BBEAENTE TS EE X
Lt UL, ATESicIvBELEARED 16
TREDL- DY X5 2B n b -1, BABEOBAH
BOILEHRELTRAARTH D, FOBWERTH 5 AIMER
DWW BB e B OE T I 2R LETH
L. %, REHoBSECR L CLBKBANEOME
ZEORMBHEET ~EHBEATH- 1.

D. Wbt

AR R T TR LR i 2 U o
EAEBLTLIVEEbh A, EBHRETIR136F6 #
(46%) DFETLTWL07T, Bl MMOFEFRICEE
FTRETHL LRI



186 FREYLME W104% B35 FR2¥E3H

E. ALP {E&ESRB

ALP &M FRIT 8 BTt N RBEsch
b, BFHECEMEAFEHLT 1 2OEECKLI LD LE
% 5. RSB ST S VWBEiE o R
b, {LFEEEFAREERCS SRy S D
FUAHEED E-BLTVLL.

F. {b3feidRee, &R sBmE

(LSRR B E S Rosen DO EHBEIIE -~ THHE
LicdEBat, gradeViZ 1 B4 T gradell 2502 T
LI9EIP 6 FDLTH 1o, TNThB L AR L
TkY, HREAELLTREBELTVEHLDEEbNL.

AR ORI O TR SR B T 43.0pm?,
HYBETILPY 63.8um? FEBDHTAEL, HILEE
AT EREORD 2 HEETH 2 L BNAEETH D &
Bhhi. FROBRESY16HOFEREC >V TORET
Apel ¥ LHE LTV 5.

*je, UIBREBAOEKEEITERDE 57.9um? HLHH
39.0pm? &ALFHER M b, BT R
Binsiok L, BEEECRE LTV

BEOMEEMYE 2 5 & cell cycle # Bl LT
HEIGHIN (G, S, G, M) E#R LM (Go) i
B 2h o, ALEEEFIL, 3 E ALK DNA OFHEE
EO mrh, HRLREMELTEY, ToloHHilE
L sRiE oM SRRS b, BEOHIICITIE
BheEE2HNTO L, LEREESFC IS RN S
W EMTFHEE R, BEREOD VSRS E
rbhb.

¥ 7o, BEEOFMINE DNA O&lEEC & -»TE
FLoLLE LR, MK T A L EREYED T
WAATEEMAE L LR A,

1. HH TR

WA FE T & A FEBIO Ll T i3 A s 35.0pm?, 56.9
um? Th - TSR OEAR T hEh 57.94m?,
39.0pm? &7 hIEHITILAL, AFFATIEENLT
Wi, ZOZEie k) bR ERRCEEIEAK & k¥
BRI L 0 NT ABA L, TERAL EEEOR
BEd X <HEBIL T

2. RHEBH)

TR AN+~ T 5 Fld 3 B EH 9 4
AT L 263 FH380 A TAF LT, BERKR
FET- B CHBES 33.4pm? HYIERRF 83.2um? L70 D),
AFEEICIE AR 68.0pm? A5, WIEREF 51.3pm? Th
0, BEEOKE VST Lo bR R BEE,
fi/ T HEEBIE Rosen 58O 1, I OfLERRELH

THEROLWEAECS -7, O i, BEBOKX
EBAEEER L TL TERLA LD ERRE LT
5.

3. ALEREERIA O L

B 53R B 2o E R BT, ADR #E54T
IR 40.8pm? HUIEREF 61.5pm? YK LTU .
Zhil, ADR HEERICH L CEBERT 20 TER L,
DNA SESEEE LS LH L &5 EEERY LB
FHEHHLOEEBbNA.

Wiz MTX #E5Hie >\ Thb &, EREE 56.1um?
PYIBREE, 45.2pm? L DFEAN LT, Thik, MTX
MNF IO vy EOE BB T 5 BITEER (De
hydrofolate reductase) DfEMZ#I4S LT DNA @
BREHEL, FolrlrEmBEcKERIhbEELD
nA. %7, ADR & DNA &EI» 5 DNA SR
W T A0 LT, MTX # DNA &SRR
b DNA SHEHMCE TIEKERY $5&4F 20T
WAHIE LD, MTX AL 9) DNA o&RHECES
L, BEECKEh WAL B2 EEL bR B,

ADR #5641, MTX #5483, HHB ClI&EH
R LTERY, ol sk by, {LFEEERD Rosen
SO gradell, NVH:M3 2590% Ll EoEEMgo
FEEE O TRECERTE, BEFENT A Lo
EEbRI

ADR #5fCimB cEEA LA LTV B D &
HBEOEMRLA R D, X EEL LTV S Ehk
DB, TOLS BE TS R o 3R
WEET & - Ehhf, MTX #56T80R o
HEROELBE LA, TOBETIE BCD Hik
BT 5, CDDP /v ADR WEETRELEZ 5.

WICFET B & 7P % g+ 5 &, ADR #56]Tik
U TERCERARSABRK LT Y, MTX #5487
LRI AEAI B -7 Licht - TRIEROIKILE
AEOTH#ETE D EEbh.

V. ¥ L& B

A, SEHOBNTEHED 5 EAFERIISTY LYW
KHEINRTETED, JRMMEFEREOBREO 12D &
Bhhi.

B. {fi{e¥#kil ADR Tk 200mg LETH D,
MTX -Tit BCD BEHEOBE CHRNH - 7.
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