|

) <

The University of Osaka
Institutional Knowledge Archive

Title BEHER R O FRIERI DR RIC D W T D RERIH T

Author(s) |7Z3pk, &%

Citation | HAREZMRIIRFSMEE. 1965, 25(8), p. 908-929

Version Type|VoR

URL https://hdl.handle.net/11094/16115

rights

Note

The University of Osaka Institutional Knowledge Archive : OUKA

https://ir. library. osaka-u. ac. jp/

The University of Osaka



908 BREZ AR 2R #2558 %85

LER I

JRCES M e O A1 oD BF FA 25502 o\ C O LB B

RREFERAYESE BNRESEE (3 LoD

(FEFI404 9 A15 H 2 4)

Effect of the Combined Treatment of Radiation and

Carcinostatic Agents on Yoshida-Sarcoma Cells
By

Toshitaka Saito
Department of Radiology, Fac. of Medicine, Tokyo
Medical and Dental University, Tokyo, Japan.
(Directer: Prof. T. Adachi)

Rats into which Yoshida-Sarcoma cells had been inoculated were treated by radiation and/or
carcinostatic agents.
Then, Yoshida-Sarcoma cells obtained from the rats were transplanted to the normal rats.

The therapeutic effect of the radiation andfor carcinostatic agents was evaluated by mean survival
days of the latter rats.

(Method)
1. Single treatment (Fig. 1)
a. Radiation
i. Single X-irradiation; 1500R, 1000R or 500R.
ii. Fractionated X-irradiation; 300R daily for 5 days (1500R; 300 5) or 3 times of 500R at the
interval of every other days (1500R; 500 3)
b. Carcinostatic agents
i.  Mitomycin; 500ug/kg daily for 5 days, 200ug/kg daily for 5 days, 100ug/kg daily for 5 days
or 50ug/kg daily for 5 days.
ii. Endoxan; 10mg/kg dily for 5 days, Smg/kg daily for 5 days, 2mg/kg daily for 5 days or Img/kg
daily for 5 days.
2. Combination treatment (Fig. 3)
1) First radiation then carcinostatic agent
2) Both treatments at the same time
3) First carcinostatic agent then radiation
3. Each treatment was performed in two different ways: the treatment was started 2 days after
‘the transplantation of Yoshida-Sarcoma cells (Early group) and 5 days after the transplantation (Late
group). (Fig. 1, Fig. 3)
(Effect)
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1. The single treatment (Table 4, Fig.2)
a. The greater dose of radiation or carcinostatic agents produced the greater effect.
b. The effect of a single irradiation of 1500R was higher than fractionated irradiation of the same
total dose, but there was no significant difference between 500x3 and 300x5.

c. The start of the treatment at the early stage of implantation produced the more effect than the
later stage.

d. There was no significant difference of the effect between Mitomycin and Endoxan.
2. The combination treatment (Table 5)

a. Simultaneous combination of radiation and carcinostatic agent (XD).

i. There was no difference between X500x3 and X300x5.

ii. The greater dose of carcinostatic agents was the slightly more effective.

iii. The treatment at the early stage was more effective than at the later stage.

iv. Mitomycin was slightly more effective than Endoxan.

b. Radiation followed by the carcinostatic agent (X+D)

i. There was no difference in the effect between 500x3+D and 300x5+D.

ii. The greater dose of carcinostatic agents produced the slightly more effect.

iii. The treatment at the early stage following the transplantation showed greater in effect than at
the later stage.

iv. Mitomycin was more effective than Endoxar.

c. The carcinostatic agent followed by radiation (D+X)

i. The greater single dose of radition produced the greater effect.

ii. There was no remarkable difference in the therapeutic effect between the greater and smaller
doses of carcinostatic agent.

i, The treatment at the early stage showed greater in effect than at the later stage.

iv. Endoxan was slightly more effective than Mitomycin.

3. Comparison between the combined and single treatments. (Table 6, Table 7)

a. X-+D was more effective than XD and D+X. D+ X was the lowest in effect among the above
three groups and frequently less effective than the single treatment of radiation (X1500R) and carcino-
static agent (M500x5; E10x5).

b. The therapeutic effect was more prominent at the early stage than at the later stage following
theJtransplantation.

(Summary of the results)

1. Any type of treatment at the early stage following the transplantation of Yoshida-5arcoma cells
was"more effective than at the later stage.

2. X+D and XD were more effective than D+4-X which was frequently less effective than the
singleftreatment of D or X. (Table 9)

(Conclusion)

The results of the present experiment give a suggestion of the behaviour of the metastasis after treat-

ment of the primary lesion of cancer and a support to such clinical experience that rhe treatment of cancer
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should be directed not only to destroy the malignant cells but also to maintain the good general condition

of the host.
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Table 1 Number of cells of the Yoshida-
Sarcoma in ascites (per 1 mm?)
(actual survey)

Rats Numlzgz lgf S cells
A 127
B 134
T C 99
D 114
B | 108 |

Table 2 Glass capillary pipett: Aspiration

Weight
. Immersed PO
PipPet | e paper | NelEht of | Lt

1 0.072g 0.087 0. 0147
2 0.076 0.089 0. 0127
3 0.074 0.091 0. 0166
4 0.077 0.089 0.0117
o 0.070 0.083 0.0127

Tahle 3 Increase of the Yoshida-Sarcoma
cells after transplantation

Rats Time | Number of cells|Median number
(hr.) (X104 of cells (X104
A 14217
48 " .

B (2day) 11540 11759

C | 9520

D | o 48712

E (4day) 90270 70135

F 71423

G - 71012 |

H (5day) 32010 81157

I 93450

J o 39022

L | 31220
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— 45 —



912

2) g

a) BOHBR U TS0, ws

1) R (X)) YREiaaelsims X 3 Xz
HALT, BinsBicSoR— L —E L T4y
A 21T 072, i) RIS WE 200KVp,
fiifg (FL.V.L.) 1.8cm Cu, F.S.D. 40cm, iii) 6t
HEOEBIREII BT 205 R/m. ©ho7. =
N6 DRI —CEBIRE L = — L 824k
EBI L7 T v b —a L EEHSREIFC L Y,
H b CHOWE Tz,

ISR & LTk, ISR B¢, 500R 1
[B],74F + 1000R 1 [EHH : 1500R 1 @@ : 300
RigH 5 EHARIS00RES : 500RFEH 3 [EHE ik
I500RfBHF &L Li-.

b) fl#EAl (D)

flEAE LT, <=4 b4 vy ORktfzy ¥
9 v AT

BEFEZENENY RV T Y v ISt
TV, BEBERICEANL 7.

ZOBE, BEOEECABRAR KD B DA
FELBAZ2FNOBITIBIO W TH REXTT

a) Radiation( X)
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b) Carcinostatic agenis (D)
i) Start of the treatment 2 days after the dnnsplantation
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a 1 2 a !
i) Sfart of the freament 5 days after the transplantation
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pg/kg 4EH 5 A (Msoxs), 100pg/kg 4 H 5 [H

(Magoxs), 200 ug/kg 4gH 5[ (Maooxs) 500
pglkg FEH 5 H (Mswoxs) D 4FHI DV THEBZ
o7z,

Table 4 Single treatment (Accumulative death) No.1 (X-ray irradiation)

]
1)
-

X 5001

Control |

X1500x 1

X1000x 1

X 300x 5

X 500x3 |

@
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@

®

@
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@
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@ | ®
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19
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20

' M.S.D.

6.7 | 13.8

10.3

10.4

8.8

6.7

7.2

10.8

9.7

10.3 | 10.0

@ : Start of the treatment 2 days after the transplantation () : Start of the treatment 5 days after

the transplantation

M.S.D.=NMean survival days
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Table 4 No. 2 Carcinostatic agents-1
(D group: M)

R S RO S W25% B8 8

Table 4 No. 3 Carcinostatic agents-2
(D group: E)

| 50x 5 | 100 x 5| 200 X 5| 500 x 5 | 1x5 | 2x5 | 5x5 | 10x5
Day L | Day | —|
elo|e]e o|o|e]e EIREIEIEIREIE
1 i J 1 L j
2 - Z
3| 1| 2| | I 3|1 2| [
42 2 2| 2| I 42 2| 2| T T
5 2| 2| 2| 2 2 5 22, 1| 2| 2| 2
6 | 2 212/ 3|22 [ 6 | 18] 2/ 1| 1| 2
7 | 2! 3| 1| 2| 2| 2 2 T | 22| 21|23 |1
8 2| 3| 2| 2| 2| 1 1 8 | 2(1|2[ 1|2 2 2|
9 | 2| 1| 1] 8|22 11 9 | 3| 2| 222|822l
10 | 1] 2l 1] 1] 2122 10 | 2 2l 2l 2l 2] 1|1
Y 2 2 1] 1] 2 11 | 2] 1] 2 2 1
12 | | 1 [ 2| 1( 2 2 12 2] 3| 2 2| 2|
13 || 2 2 1] 2 13 3| 3
14 | 1] 1 14 1| 2
15 2| 1 15 1] 1]
16 2| 2 16 1
17 BN 1 17 2
18 | 2 18 |
19 19 B
20 | 20
M.S.D 7.0 6.0 9.0 7.0 8.7 6.913.511.7 M.S.D| 7.0 6.9 9.4 8.9/ 9.1 7.712.611.8,
S B F—— — s ———rmass
wmmmmmm= X 5003
, na
f/,‘/ ’
S / .
s 4 e
Vi Zayd
/ s
P e //
57 é__,af;mrb T 7 _'_r'.ﬂm;} 5 R B A o
Fig. 2 No. 1 Fig. 2 No. 2 Fig. 2 No. 3

OZNLEDRBETRU = iz & 29477
iz owTix, Table4 \TREATW3. = hic
&% & Msoxs B, Mioxs BE, Magoxs EEIZOu

T, MR HRRE & 3557 { Mswxs BRZBWT
ERDERBPAD LN T3,
I, Msooxs>Moagoxs=Migoxs>Msoxs= O T
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Table 5 Combination treatment (Accumulatime death) No. 1 X4M

! X 500% 3+

X 500% 3 +
M 100% 5

X 300x 5+
M 200 5

X 300:

0x 5
M 100 5

1 200 ]
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(X Magoxs=X.Mipoxs)

@X.E Bz ow Tk, Thodfadics w T
Esxs D%, Boxs & WEIROKZL S 2 & BED
5B, (X.Esxs>XEsxs)

VFSHERS 2 B BAUERE E 5 H BALERE : 0BER

XM BB wTd XEBEoMhoBaits»
T, ik 2 A EAEROTTY, BlE%ZS BE
MEEEL DEROKRL B ZEBFEHLENS.

— 51 —



918 HARE EHAR LR W25% ms4
Table 5 Combination treatment No. 2 XM
X 500x 3 X 500x 3 X 300 5 X 300x 5
Dav M 200x 5 M 100x 5 M 200x 5 M 100x 5
‘ ® ® ® ® @ | © @ | ®
i i
2
3 |
1 i
5
6
7 —
8
9 o
10 1 | 3 |
11 1 2 2 1 | 2
12 2 3 1 2 2 3
13 2 1 3 1 1 3 2 2
14 2 1 2 2 2 3 4 2
15 1 3 3 2 3 2 3 4
16 1 1 1 3 3 2 2 2
17 3 0 1 1 2 2
18 2 2 1 1
19 1 1 1
20 +3 +3 +32
M.S.D. 14.5 13.0 15.6 12.6 15.6 14.2 14.7 13.0
(XD@®>XD®) LT, #itsBEE ¥ 5.

vi) HlfERIOE Ik %%

BB OWH Tlx<4 b=4 ¥ AR D K
B, DY FIFF IR FERKTH S,

BRIz, Xaooxs DR, ZORFRIZEETH 3.

(X.M>X.E)
b) XEumate - HEAIER: (X+D)

i) X e—~<1A b=4v v 58 (X+
M)

Fig. 3 WoRm¥in<, HoXBMBEEZHETL, &
WTwAL P A DEERTILOT, F0HE
BEITOWTUE AR Xaooxs+Miooxs ; Xsooxs +
Mz00x5 5 Xs00x3+ Miooxs ; Xs00x3+Magoxs 0 4 B
VRIS, BEVIRIEC & AN E 2 H ERU S
HEHOAUWBHMATE & LT 8 BED R4S .

i) X E—x v P39 #8 (X+E)

OO TH[ERETH D, Xaoxs+Ezxs ;
Xs00x5+ Esxs ; Xso0x3 + Eaxs ; Xsoox3 4 Esxs &
L, Zhefflste HERAU S HBABEE L

i) WPEAIE 22— LT 1 EESRE > i
L 73545,

DX +MEEDHE T 1 ERHE D S -35E5)
ROZEEDIT v, (Kaooxs+M>Xsgxz+M)

@X+EFHOSAIE 1 MR oks 38602
REDHRRFAD LMD,

(Xs00x3+E>X300x5+E)

iv) Xk —5Ec U ChIAEAR 2 Bz L3
A

DX +MEED G A HIFER O A 72 BEED Jr a3k
TH Y (X4+Mzxs>X 4 Migoxs)

@X +EROHAE, Aok k3%
DI, (X +Ezxs=X+Esxs)

v) Bt A BALEREE 5 H HAUERE L 0

X+MHFIZDWTEE Xaoxs BRZBWTIX, 2
H HAGERED B, 5 HEHAUBEEY hkh 2558
RO DN, Xoooxs BE CIXFEE ZEFFL T
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Table 5 Combination treatment No. 3 M4X

0x 5+ M 100x 5

M
X X 300x 5

+

M 200x 54

[ M 200x 5+
| X 300%x 5

X 500 3

Day 1‘

® ® @ |

®

@ ® @ ®

10
500 3
|
|
|
i
i

[=
et

o|lwlwla|w

0o QO Ol | Ol o

[ G R i R

—_
ool == ol nof = o
[ ]

=l Ll ===

20

M.S.D. 10.7 8.7 10.1

7.5

11.5 | 8.2 | g.1 0 6.1

e,

X + EEOHACAhOHAICY 2 B BALE
BENHR, 5 HEAERL VRN KT H 5.
(X+M)@= (X4MEG, (X+E)@D> (X +
E)®)

vi) HlEFI OB L B

24 t=A VY vEI Y PR VIOV, £
B BT, FABENORERHZEEIICD
Wik, LA bwA Y v OER, ¥ FF
Frrhy, LeRABFERADLN TN S,
s hBlzow T, Tables 1z# LTH5(X+M
>X+R).

) HIFEAS — X ARAHEE (D+X)

i) =4 b =4y v HE—-XHREE (M+X)

ZOBRE, #uEC & [EBR,

Magoxs+Xa00x5 3 Maooxs—+X500x3

Migoxs+X300x5 3 M1ooxs+X500x3
O&BEYEIC, B2 HEEY S B EICAER
PABECIRBI L, AUEC & FBRIC 8 SEBRFF & L7z,

i) =y F &Yy E—XiEmeE (B+X)
ZOEAE, Esxs+Xeoox3; Esxs+Xsoxs; E2xs
+Xas00x5 3 Eaxs+Xs00xs DEEER D b, FEICHHE
%2 HEKU S A BAEBEAENCRIIL, 3T 85K
BREEL L7
INLORREIETE L
i) GIEA T —S LegacE, <4 b= A
YVBAIIBWTY, TV FEHVYEIIBWTH 1
EfAGHR RO AR D HFRREBER & 22 T
5. (M+Xs0x3>M+Xs00x5)
(E 4 Xs50053>E+X300x5)
iv) XEmSTE T —2 L2ga, flEdlo i
BEL B
D=4 r= 4y VIiEonTix, Xoxs PHE
i, BEERDCHENHER, T LAREKR
7%k OFEER LS NI, Xeoxs DIEFITIX,
FE EERTEITDR .
(Mi00x5+ Xaox5>Ma00xs + X300x¢5)
(M0 5+ X500x 37 Magox s+ X500 3)
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Table 5 Combination treatment No. 4 X4-E

X 300« 5
+E5x%5

X 500% 3 X 500x 3
+E2X§ +HE5x5

Day
® ® |

®

@ ® @ ®

W <o vl w| ol

w

—
=

—
=t

bt
(3]

]
DO =]

sy
I

ary
@

it
(]

DO = 00| O 0| Do |

Lol Bl B -l U LK QNS R Y

—
(=]

D O ba | b et | =t |

il =

—
-1

DD

[SCR LN oS R U Y LY PSS QR Y P

—
co
-t

—
w

e el I I T
Hmlt\:mmmp—np—-u

=

20

M.S.D. 13.1 11.5 15.1

12.5

T 14.0 | 13.0 | 12.8 | 135

@z F X9 OHAiE, Xaoxs O 8B4 10
X, ERROBIRE AL N BN, Xsoxs D BEIT
i, TLARHORRTH S,

(Eaxs+Xa00x5> E5 x5+ X300x5)

(Esx5+Xs500x3> Ezxs+X500%3)

2T, ZhbLDFEREN L AT, LNV
T, XHRMASHE —2 i Lgais, sEslo
BOZCEBBROE I EADITCWEEL
7. (Dx+X=Dsp+X)

v) RERERS 2 H BAVERE L 5 H BAERE : O
i, BrefichwTaED 2 H HUEROE
B, 5 HBELERL VAR ZYRIBEDHDLNG.

((D+X) @> (D+X) ®)

vi) FFEAIOE- I L 23

ZOHEBRTH 72T, AT vo T v
FEVYOFER, =4 r=4V v kb yghank
EADTWS (B+X>M+X)

d) NE

U EDFER 2 /NET 52

i) X.D (X#aadHEHIE R

OWEHORE —FIZ L= L &

(X300x5-M>X500x3. M ; X003 E>X 3905 E)
ey, ZOWME X VERIHEROR F —EI1z
L7zE &2k, REROHE T, XiiEox
I BWROBEITIDIT OV EVZ LS. B
Nsooxs D=Xaooxs D L2 5 2 L 3 k5.

@XIRMSR F —5E 0 Lzges,
Ma00x5>Xs00x5. Miooxs ; X500x3 Magoxs==X3500x3.
Miooxs) (X.Esxs>X.Eaxs) OFERTHY, Wex
SN0 TRHBERE T d 3881213,
HIREFIDEA KA B R, AN 256 0 LER
BRTHB. (XDip>XD,)

OMEBIRE HIZ X 228

(X.D) @> (XD) ®TH 5.

B, #hlth2 H BAERO AR, Bligs
BAUER: & DR RATH 7.

CEFERIDE S 354

XM>XETHY, &<t b =4y vD

(Xzo0xs.
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Table 5 Cmbination treatment No. 5 XE

E5 X5

X 500% 3

X 300x 5
E2xb

o

@

®

® ®

w|oolalolua|elw| -

—
—

'y )

| Wit =] =
el R R - R A ]
—

ool = Do Bo| DD

R BB =D

e Rl e W - AR AR

18 o

19 | |

'!___q__l

‘. |

Do | QO QO Qo] oy =] =

__..20 — n— i
MSD. | 13.5 | 11.8 ! 16.8

14.5

13.0

13.0 2.0 | 148 |

FHR, T FEFV I ERIKRTHS.
i) X+ D (%5 Xiuma —HmAlE)
OBIFEH— =D HE
Kagoxs+M=Xs0x3+M ; Xsooxs+E=Xanoxs+
E Thh, FE2OT Xswoxs+D=Xsoxs+D &7
v, ZOfEHE T 1 ERNSREOZRE X BHHRO
B, 1) OBAELERRGED L.
(Xs00x3-++D=Xs00x5+D)
@OXME—-EZDOHE
X 4+Magox s> X +Mipoxs ; X+ Esxs=X + Ezxs
Ty, BEGEORE CHEA, HHEROENR
KA BHER, ©-HERIKOFERAE L N .
(X+Dx=X+Ds)
ORVEBERA H T & 32
X+M, X+ Eomitic, #EMk2 HB4E
BHRARED 35 HEABEBRL VDR N KN TS
3.z i) LEKRTHS.
(X+D)@> (X+D)®
OBEFINDE I L B2

X+M>X+RBEIYL, RERICTH, <4 b+
AV VY OER, =V PR VOREIIREZE
BB LN

i) D+X (HIFEHfo— XARAER)

@RER—EDOHE

D+ Xs500%3>>D + Xamxs

s, zoBfcafEsasE s, 1
Bl AKRZ B FHRBKRTHS.

rhAbl=A b4y v Ty, TV FXF VO
WA THLEBICAD L L.

@X D —EDHE

M0 5+ X300 x 5> M200x 5+ Xa00x5

M0 5+ X500% 37 Mi00x 5+ Xs00x3

Eoxs+X300%x5> Esx5-+X300x5

Es x5+ X50053> Eaxs4+ X500 3
Lab, BEsEELECIC LRSE, fiEROD
WHC KA BERZFADILAGL B Y, SvHIT
MR FPBDBIEAFDEOT, —EL AV,

%, &I aT, oMLt eiioz%
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Table 5 Combination treatment No. § E4X

X 54
X 5

ES5XxX54
X 300x 5

E2x5-
X 500x 3

g
~d

® ® |

®

2 | ® ) ®

W @l el w| ool =

w

=
(=]

—
—

Hin=lolw| ol ool -

DO [ DO | bt | e | Q0| B2

o
w

DI =l wleo| o= e

=2
E=S

— —
o (e
Lol ol TR B Y T R Y

il w!l eoes| = oo
ol =l el oo |

—
(=2}

-
=1

Lt SR B -CR Y ) P Uy BN

—
o

Ll I B =) (/L I L ) IS (S Y T

=
w

20

M.S.D. 12.0 10.5 7.8

14.5 11.8

A, BEROED KA ko, FEIcH
ERBECSZBOTHS S, BIL, DA+X
=DP+XELABS5.

OMEBIRE T L 2%

TNt 2 B BALVEBIARE L, 5 H BAUREIMAR:
DT, 2 HBAEBIAEEO AR, 5 BHELE
BREARE L VRN AKRTH B, “hid<4 b=4y
VIZTHZY FEFVIIBWTLERHETS Y, -
b DRERRIED XD B, X+DEOHLE -
KR Y FHRROFEIRTH 2. 805, (D+X)@> (D
+X)®ThB.

SflERIDER NI kB2

SN BT, ZOERBCEWTE, v F
FY VBRI B <A b~ 4 ¥ v HERABEOF X
DIBEIL s KTHB. = DAL D).iD)
DEROGEEE LT3, b, (E+X>M
+X) TH35.

IV) BIR$h R BB E

AIECOBEBMEIE (I~D, FEELAER kU

PERZIR (I ~2), FHEfFHH) 2 —FFE LY
M3 Tableg 5 3,

IOGEOREEE - LTIX, BEASEDOES
TAVE L 2 XS S00RPE H 3EHE (Xsoo
x3) KU 300R%EH 5 EIBE (Xsoxs) DOff, 1500
R 1EfRAEEE (Xisoox1) BHY, <4 b<wly
I DWW T 200 pglkg 45 H 5 [EIRE (Maooxs)
100pg/kg 4EH 5 [T (Miooxs) O, 500ug/keg
#FH 5 [E#E (Msooxs), FIZZ ¥ FF P20
X, 5mg/kgfEH 5 [EEE (Esxs), 2mng/kgfgH 5[
BE (E2xs) KA 10mg/kgsg H 5 E#E (Eioxs) &)
PTH—FFERLTH 3.

INBITEWTHEBE 2840 B W 3 AEs
¥, MEIZHEL T nE R0l iE> TR
TRDCER L7 b DR, Table7 ¢ 3. A
b, BAEXAER S00RIEH 3EES~< 4 b <
1Y v 200pg/ke 42 H 5 FAC oW Tid, Fha
NS 2 B BAERL U 5 H BAUERACK L,
PFAEEE LTid (Xsooxa Maooxs) BEZIZ (Xs00xs
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Table 6 Comparison of combination and single treatment No.1 (M.S.D.)
i i i X M
X ‘ XM | X+M | M+X : u
day i | 1500 1| 500 3| 300 5 500% 5| 200x 5| 100x 5
: ® | 145 | 18.5 | 11.5 | 13.8 | 10.3 | 13.5 | 8.7 | -
500x 3| 200 5 i | ‘
| ® | 18.0 | 17.0 | 8.2 | 10.3 | 10.0 11.7 6.9
' 15. .5 | 10.7 2 10. . | 9.
500% 3| 100x 5 @ ! 0;155: 0 13.8 0.3 13.5 _ 9.0
| ® | 12.6 | 13.9 | 8.7 | 10.3 | 10.0 11.7 7.0
6 | 19.1 | 1. : . 5 7
300% 5| 200 5 @ | 15.6 | 19.1 | 1 | 13.8 | 10.8 | 13.5 8.7
: ® | 14.2 | 16.0 | 6.1 | 10.3 | 9.7 | 1.7 | 6.9
| : i . . : 5 | .
300% 5 100% 5 @ 147 | 11 | 101 | 138 | 10.8 | 13.5 | 9.0
| | ® | 13.0 | 145 | 7.5 | 10.3 [ 9.7 | 11.7 | 7.0
@ : Start of the treatment 2 days after the transplantation
® : Start of the treatment 5 days after the transplantation
Table 6 No. 2
' : , p. | E
X E XE | X+4E | E4+X ,
day | | 1500% 1| 500 3 s;ooxs‘ 10x5 | x5 | 2x5
. | 16. 14. 5 | 13. ' [ 12.6 | 9.
oG @ | 16.8 | 14.0 | 145 | 13.8 10.3 | | 126 | 9.1 |
; | ® | 14.5  13.0 | 11.8 | 10.3 | 10.0 | | 11.8 75T
500x 3| 2 x5 2| 13: | 14.6 | 12.7 | 13.8 | 10.3 12.6 9.4
| ® | 1.8 | 138.5 | 11.0 | 10.3 | 10.0 11.8 8.9
[ @ | 14.8 | 151 | 7.8 | 13.8 | 10.8 | 12.6 9.1 |
300x 5, 5x5 : |
x T~ ® | 130 | 125 | 9.2 | 10.3 | 97 | 11.8 | 7.7
. @ 13.0 | 13.1 | 12.0 | 13.8 | 10.8 | 12.6 | 9.4
300x5 2X5 | . : !
I ® 12.0 | 11.5 | 10.5 | 10.3 | | 97 | 11.8 | 3.9

+Mogoxs) FEERIE (Maooxs+ Xsooxs) Bf &, HifH
Bz ow T Xisoox1 i Xsooxs =4 b A ¥
VEEIZ O TIE Msooxs, Maooxs OFHEIZOW T,
ZOHBRPHBT 2D THS. ZORILTE
DOEpFRIzD F B BE VB L7z D23, Table
TThHBER, ThickhE, X t=4Y
VBRI RV F N NEEEC oW T, 2
BELTX+MEE (B XamEe—~A4 b~ 4
V) R, BLBREC, ZhkeT XM
BE(XER LA <Ay VEAKREATHY, E
12 Xisoox1 i Mswoxs B2 huz23&, M+X
B (=4 b= 4y vE—-XERHEE) GRRE
7% Xsoxs H1x Xaooxs 3id Moaooxs BLHEERC
HFDYRRFEZ 0 EFRERBED LS.
XEBELEDHE T 2w TE, kL SR
D, X+EE, XERI<{ =V 056
Yy, FOHEOEMIEY FACIEL T3

BRICHIBDLNS.

L DBHRE EICLHLEAL T REE
120, BBESFELUTUEMLZ > THLDL, 2
NERF L TEDOBYED /I 5 b O BERO AL
e LT, MEDKBZAL7:DOR Tableg
ThH5.

BTy, XEMIZOWTW ALK, X+M>Xis0x1
=Msmxs>M+X DIEGERFD 5h, FizM+
XEEE Xsooxs 12DV TiE, TOERIERTD
0 (Xsooxs = M+ Xs00x3) FIZ Xapoxs 12T
13 Xawoxs @FA, M+ HK (Xsoxs>M+
mes;)

3 Magoxs V25 L Tk, Maooss+ X=Mapxs T
B, Migoxs 123 L Tk, Mioxs+ X > Migoxs
BB LBRHENRDLNS.

X, XEBIZ2oWwTiE,

X.E>X+E>Xis0x1=>Ewoxs > E+X DJEE 7
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Table 7 Comparison of combination effect (X and M) No. 1

X | M | dy | 1 | 2 | 3 | 4 | 5 | & | 7
X X1 BVislmx M4+X| X 0 | >M 200
500% 3 200><Z5| @ X4+M >XM > Xis00 = 5 >N +X = 8 it I L X5
| @ X+M >XM >Msioo><s >X|50wa><1 :"Xﬁonxs >M']'}& | >'~\[ mc‘n‘x_s
' >XM | >Xisooxs | >Maooxs | SM+X | >X soxs | >M 0
50053 1005 5|—= | =L | M L2 Frets | 2 Maoca] - : 5 -
| @ X+M >XM >[\’{ 500 X5 >}¥15m)><| >X sooi(:_j >VI+':\ | >M TTESES
: @ X+M >XM >Xlsoo><| >'\I 500X 5 :’x:tonxs | >-\I XA .“-“M—f-X
00x 5| 200% 5 | -
’ o0 ® X+M >XM >M gooncel >Nispxy | X gooxs | >M ipoxe >M4X
| ® XM >XAM | >Xigooxr | >Mapoxs | >Ksoons | >M+X | >M oxs
00 100x 5 1 | =
e 5.’ ~ L ® | X+M >XM | >Mapxs | >Nisaox | >XKigons | >M4X | >M 100X5
Table 7 No. 2 (X and E)
X E | day | 1 2 3 4 5 | 6 | 7
500 3| 5%5 | @ ! XE> E+X> X‘l"E >)[:5n{>X| ! >E :oxs! >-\.5|‘-J><_._ :"—"Esxs
e XE> | X+E | >E+X | =Eioxs | >Xisox1 | >Xsooxs | >Eong
= | @ X+E >X1500>‘1 >XE i >E}+X > E1ox5 I >:‘(.;,m,x; }szs
500x 3| 2x5 | - — | = :
| ® X+E >XE= Eioxs >E+X | >Xi500x, > X500 %3 | >E':)<5
| ® X+E >XE >X15cm><| >E|nl'<5 >X~300><5: >Esx's >E+:{
300x 5| 5 x5 | e .
| @ XE >X+E >Epxs | >Xisooxy >XKanoxs >E+X I >Eigxs
| @ | Xiwxs | >X+E | >XE | >Euxs | SBEX | >Xowrs | >Fars
300x 5| 2x5 | - - | :
| ® XE >Ejoxs >EX+EB | >E4+X | >Xisoon:! > Xigoxs| >Eaus
Y, HIEC & FIER Xsoox3 12 D v Tz E+Xs0xg b, Xsooxs Xa0xs Maooxs, Mioxs ik Esxs,
>Xs00xs X Xaoxs 120w Tix, E4Xaoxs = EassB125 LT3, BaM+XRizE+XI2F RN
Xsoxs ThD. L [EARRERE E N DL LRI 5 T B,
3 Esxs 22w TIE, Esxs+X > Esxs I, Bl
EoxslZ oW Tk Eaxs+X>Eaxs & 20T\ 3. D Xiges L BiEf 2 orE L Bainx, <
BLEDHER & NG T 1z, A=AV Y DHBRITHEVTY, =V FEF D
XA+M>XM™> Xisooxr== Msooxs > M+X Tk GROMATETYH, XARMAE—IBmHSET

KXE>X+E>Xis00x1=>E10x5>E+X QIR & 7 X, MHEFEGOBAIE, BIEE S — XEmes

Table 8 Score table of effects of various combination treatmeut No. 1 (X and M)

X M | [ X4+M [ XM ‘ MH4X | Xisox Nfsouxai Ksooxs | Hasoxs My, ®y | M0 x5
500 3| 200x 5 % % 22: g 4[ g ! g [
subtotal 2 4 11 7 7 11 | 14 |
500x 3| 100x 5| 3 | 1 . . . e . 7
subrotal 2 4 11 7 7 11 | 14
L @ 1 2 7 3 4 5 | 6
300 5| 200% & 3 3 5 : : g e g |
subtotal 2 4 14 7 7 10 12 |
W00x5] ® 2 6 3 4 5 7
300 5 ® 1 2 6 4 3 5 | 7
subtotal 3 3 12 7 7 0 | 14
total ! 9 15 48 28 28 (22) | (20) | (26) @ (28)
score 1 2 4 3 | 3 (6) | (8 | (D | (®
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Table 8 No. 2 (X and E)
X | B | |X+E| XE | B+X | Kiwxi | Buxs | Xowxs | Xuoxs | Eoxs | Eoxs !
@ 3 i 2 i 5 | 6 7 !
B00x8| BX5 | g | 2 1 3 4 3 | 5 6 ::
subtotal | 5 2 5 8 8 | 11 |13
® | 1 3 | 4 2 5 | 6 | 7 |
600x3| 2x3 | @ | 1 2 | 3 4 2 | 5 i 6|
subtotal% | 2 5 T 6 i 1 | : : 13 '
[ @ 1 2 7 3 4 5 | 6 -.
300x3| 5x5 | & | 3 1 6 4 3 | 5 T | 1
| subtotal| 3 3 13 7 7 10 | 13| !
i @ 2 3 5 1 i | 6 7
300 5! 2x5 @ 3 1 4 5 2 | [ 6 t 7
subtotal| 5 4 9 6 6 | 12 !
total | .15 14 34 27 28 | (22) | (22) | (26) | (27)
Score | | 2 1 | 5 3 4 (8 | (8 | (N | (&

Table 9 Score table of sequence on combination
effect (last results)

D

[x+D| XD [D+X| Xussox:
XeM | 9| 15 | 48| 28 |8

X:E 15 14 | 34 27 28

total 24 29 : 82 55 56
Last o I
results. 1 | - ‘ 5 3 B

DBEBCHATECKEZHREELD LA T
5.
Eiz, RACMEEIZ2 W T o KEICHL
"able 8 D DIELL » iz A5 L THE T
%% Tabled il b, #5fH, (X+D) >
(XeD) > (D+X) OFEREMELEND.
mLT,

2) I bBRARE & BMEh AL ¥ T U,
BB B LR CRETH N, FICHFHZHR
DR, BEERL Y I RE 2PRBFDLENT
WB EWZ BN, XS 7 1500R 1 B (Xis0x1)
Wik =4 =AY ¥ 500pg/ke 4FH 5 [EIFHREE

(Msgoxs) ik, =¥ FF9 > 100g/kesgH 5 [H
BEPREE (Eroxs) 2@ LT, X4+M, X - M, X+
E,X-EEHID BBRANEL X b RAZHBERA
HDHENTWSR, M+XETE+ X - O%E
BT LABEOTWB L ERADLNG, D,
D>D4+X, X>D+X0EEH 5 5.

3) WcisHELS 2 B EAER (@) &5 BEL
HEE (B) WowTi, BRiRLUZ2mL, Xag
ST & SRR A oo Bk A % U R & BRI O fel i
BECoWTY, 2 B BB KL 2RRARS
ATWwW3BH, 2oz kix Table 6 No. 1-2 122
WTh B LD THRT S Z EAHERS.

@>®)

V) BERUER

DL o SERR SR SRR A,

1) HHEAECE LT, XEEA & i v
BT 2880k, TOMEOIERFC &> TEAL
PHEIZT 5. BHX+D (XigfehiEales) =5
&, X oD (XFECHFEARREH) @3D+X

(BIREFIde, XEUREE) OREL D Y RAS%05%
BRREND Z L RHED S NIz,
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