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BENTHEZI L EERHREL T390 L
L, 20%#%, FHMEHZED 6 B B Tiz=7 ANfE
EREIC & 2 MIREH D b NBHREIER O E
EREIEEINDI L IFELLIN T
5900 /-, FHiihik, SUERHAR, BRIERS
BL I DWTLRIBLENTIZV R, 4
[, F#iX SRC BENEBAREFELT, L}
Bt/ NmB MRk 2 Fiva 72 SRC BENER 1T
W, BESUEHISIREZHETAZ LiC LD,
7 ANDTEERIG & BIH] | BIHEEED £ % I
BLBO»TEr RT3 & & LI, AL,
KRB, BAHREEBOBREICODVWTLEFD
BmEtEiTo72. 3612, BEHIERID SRC &
I2E % in vivo DESTHENRER L, HTC ®ic
& % invitro DR L DIBRIT LT 72D
THETHET 5.
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SEBMR S LT3 e it/ Ml siatk SBC
-3 X — ey 2EEEH 2 BRSNS
1oeRiICHYI L, EWE 2N 723EER (10
%k Fs LM iE i RPMI-1640) 2 5238 S 4 722 Hh Ak
DEBDSOEE (L), & (W,) % EKEHE
BRI CRHAIL, HERT (Day 0) & (V,=
LoXWo2X1/2) # EH L7z, &> 7 % — LRRER
T BDF, =72 (—#5L) OEMEREY
L, EF#EMCERL, BHEIC/IIEEE
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#1mm® (#R%) L EAREEMEE (= TR
E&xfi?§2x%=Vo (BAERTISIR)

BDFi 29 ROABBBT 2 <2 1 — 5 8t T4
1)
BT AR AR L BRIEE 5 5
E&xﬁ&x%ax%=WﬂﬁﬁtEﬁWﬂ)
% Volume=Vt/VoXx 100
l ,
EREROBBHATRE Q> & 2 — 5 —EREHFE
iz TEHA
585 EA/ R E = I 255 E I
SIBFMX I L5 EH L = R

X1 SEBAE

mz, SLHBEL 2%, WHEH#cl <=2
— 7 IREEH (NEH19G, H4H16G) AW
THEEYHF *BHETICRHEL 2. BM%3,
6, 9BBIC, KA T=722ERL,
BErROHL, BHETEROEREL), 8&

(W) #5HBIL, =) v BEE1 BRIickEE
OEEHIcEE Y A UEENESX (H) #5
B 7, HEEtA#% (Dayt) OEEERE (V.=
L XW.XH,X1/2) B L Ur%Volume=V/V, X
1002 EEL 72, £tk HEEARLERL, 2
YEa—F—EREBITEE L A EEICSH S
EERsnEHEEES (EEMosmiEl) 28H
L, BERE2ELIWLEEKRE (=2E"
KHE X EBER S EIE) &k,

1. fEHpflsLE

B HPEALE & LTI, cyclosporin A (CSA)
30% 721360meg/ke 2 5HEH (Day 0) » HFHRIH
DOFEIA F CHEEE THE, cyclophosphamide

(CPA) 200meg/ke#BHEHRATH (Day-1) 25
THE, &85 #ES400rads # Day-1i1cH
5%, Bredinin 100 % 7213200mg/kg% Day 0 % 5
HAANBTHE CEARETRED 6 Bz DnT
et L 7z,

Bx B

2 . Adriamycin (ADM) 23§ 2 &2l
R

ADM 2 Xk DEERICIEVIBBRET L ET B/
HIC—EEERS > L7z, Day 1122.5, 5.0,
10.0, 15.0mg/ken &% 58 ADM#%, SBC-
IEBYBETICBHEL 27 2NRBER L 0%
L7 B, BRT2ERILOFRIZEN
CSA60mg/ kg B fr T 5 %17 - 7=, I @&KED
EHEl% Day 3, 6, 9247V B EMELIER
I DWTRETL 72,

Riz, #5818l 5 Day 6 DIEEEREE
HFEREH, SRC Bzt k5 ADM o dose
response curve #ER L, HTC iz £ 5 ADM
@ dose response curve & HE L, HIRHFIOE
BHREBRZRETL72.HTC #£Ti31.0,2.5,5.0,
10.0X10* Mo £iEE» ADM # SBC-3iz 1
R Rl & - TAT - 729,

3. HTC & (in vitro) & DHE

Cisplatin (CDDP), mitomycinC (MMC),
etoposide (VP-16), ADM, CPA, vincristine

(VCR) n&F#lic> &, SRC &Iz T SBC-3
BRIEER BT REHERFT L2, =7
13 CSA60mg/kefLiE % 1Tv>, RFTEEFNILD, 7
1/22 (CDDP 5mg/kg, MMC 2mg/kg, VP-
16 15mg/kg, ADM 5 mg/kg, CPA 75mg/ke, VCR
0.4mg/kg) % day 1ic#5 L, BEHENHEIZ
Day 6124T-72, HTC T3 &EK 0B ER
SEoRESnHhBEN/10E (CDDP 1 X
10-°M, MMC 5 X10-"M, VP-16 5 X10~°M,
ADM1 X10’M, 4 hydroperoxy-CPA (CPA
DIEHE) 1 xX107°M, VCR 5 X10°M) # 1
BRI X TAT - 2,

& R

1. SEtlnE

TV ANBFRETICBIESI N SBC-3EE
DIEBEE L, T biz b b EERKES
DA - FREIICEHRIL 72, BABROEE
iZ, Day 6 Tl ERERICIIERRIDH LN
Do 2 HEBNE DN b N, EEK
TEITFERERT & e~ T48%ic#E/ L, Day 9 Ti
BRERLEMHE L AERIZ2% i Twi= (X
2). )
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Cyclosporin A & B B

30ma/Kg s.c. daily

% Volume

101 10k
St 5k
0 3 5 3 0 3 5 9
aevs L O O S O O B L0 T T O A R A
Cyclosporin A 60mg/Kg s.c. Cyclosporin A 30mg/Kg s.c.
2 Cyclosporin A MLEIC & 3 EEEENEHNE

a

HEALERE Day 6

(f&2E X% 80)

EER1

SR T 5 &, Day 61IcBWTTT
12 1) > o SERR MR 2 ERE T HEL
WEER GRS SN, EEMIEES ORI
BT TS L BEL Cwikh -2 (B
H1).Day 9 TIHEEMBENBEFIZILE (EHH
Nicdr -7z,

ZHUTH LT, REIHILE L LT CSA 60
mg/kg % B # 5 | 72 BT, BAERT & HCHE

S

EH 2 CSA 60mg/keftiB# Day 9 ({53 X50)
k&2 Day 6 Ti2293%, Day 9 Ti31956%
EIEEEICE AL Tw/a (X 2), MfgFaickss
LCHIBEBERMIZ Day 6, Day 9 X Licii&
AEBHLNTEEMISIITESICHEEL T
72 (BEE 2 (3 Day 9 »iE#E % 3). CSA30
mg/ketR E-BE T L BRI L RE» B 5N
(X2).



1290 5 [

Cyvclophosphamide .38
200ma/Kg s.c. day-1

IrradiationZ W ¥#
400rads day-1

2000 —a : RIMEBENR
TR B RN

% Volume

®8 0 3 6 8
t aavs

wE o 3 8 ]
' days

Cyclophosphamide 200mg/Kg s.¢. Irradiation 400rads

X3 Cyclophosphamide L&, irradiation #F i
L BIEBEEARESR

CPA  200mg/keRl H #5815 & B #81400
rads 77 B RE B B3, WL bic Day 6
TIIBERBIIERD b N BT L EEREOR
K@D LN, L L, Day 9 TRE»F D
fE5Ei2 CSA EBERIZIGET 213 & DRALT
BN, BERIGL %N ED SN2 (X

3).

Bredinin MLEBETIE, 200mg/ketR 52, 100
mg/keik 5EE L iz Day 6 CizlEEEENHEA
RS Lz, Day 9 TlEELWBERIG &
BB L rRO Lz (K4),

PLEX D, SRC B2 BTz RIEIFHILE %2
B T USEENEFIIEEREN I E

LKBHEINZZ &P LD, BRI L
EiEE L T2 CSA 60mg/ kg B i 507 & &
2 bz,

2 . ADM 2 #t3 2 RSt kEt

CSA 60mg/kghtiE~"7 X % H\vs, ADM o5t
T35 SBC-3#%M in vive 2 BT 5RBFNE2 K
gL 7. ADM 10mg/kell F3Z 58Tl Day 8
Figic = R 3LPIFET L 72, 5 mg/keit 5HED
Day 6 TI3FHERT & b~ T57%Iz /s L 7295,
Day 9 Tl3138% & FBHFEAEED & 1, HUEER
RNHEIX Day 6 12T D@L L EZ L/

(X5).

ADM 1.25mg/kgi% 58Iz i Day 62815
PErR AR I TR BEIC b L T86%, 2.5mg/kgTid

® B

% Volume

200 — : 2RAsR 20
—o- (TR ER

Bredinin 2.8 #
100mg/Ka s.c. daily

200ma/Kg s.c. daily

% Volume

3 6 9

(N T T R O O O O

Bredinin 100ma/Kg s.c.

3 3 9

(T R I B B B B
Bredinin200mg/Kg s.c.

X4 Bredinin AEIC L 3 BB & EUENR

2000 [
X3ER

1000

500

[X]
[=1
S

5mg/Kg

% Volume
=

o
t=3
T

101

Adriamycin i.v.

1 * 15ma/Kg

0 3 6 9
Pttt @

Cyclosporin A60ma/Ka s.c.

X5 CSA 60mg/keflbiE="7 RI2351F 3 adriamycin
DIBER

32%, 5mg/kgTIL13%, 10me/keTiE 3%, 15
mg/kg TiZ 1% T -~ 72, ADM D58 I Wl
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L CIEROME RS b, ZoERiz &y

W, SRC Fiz 81T 3 SBC- 3 #ic i 2 ADM
7> dose response curve #¥ERL 7> (X 6).

D&z, SRC Hiz3iT2 ADM @ dose
response curve +HTC icBiF2ADM o
dose response curve & 2 HET 22 Lz kD,
SRC Bz BIT 284 L BHAR BB ORE 5 R
72, HTC BTl & B EED ADM— B34l o
& NAT-72. WHE? dose response curve 113
ITFEATL T2, HTCEIC BTz, ADM &
BERSROBEELHBENI/IBETH 2
10X 10 *M T surviving fraction |3 8 %4
D, Z#ix SRC #Ti2 ADM 6.5mg/kg ik 5
IZHEZL Tz, =7 2281 3 ADM o LD,
210me/ke TH B & = B b, EHIH 5 23—
BHEREETIR LD, D1/ 280 8S s £2 LA
7z,

- T, Lt SRC HNEBRTIE, CSA 60
mg/keflbiE & 1TV, REEAIZ LD,D1/28%
day 1ic#5 L, BEHENHEIZ 6 BHIZIT-
7z, ‘

3. HTC & (in vitro) & o

Rz, SRC 12T SBC- 3 %#iEfgEE " CDDP,
MMC, VP-16, ADM, CPA, VCR ®&%Hl
X 2 e M A RET L 72, BRIERIR SR

SRCi% HTC%
100 100}
7 13
g0 b 50t
S 2F o 20f
S =
E 3
S 10 g 0}
‘s @
L. ®
H 2
12525 5 1015 1 25 5 10

Concentration of Adriamycin
(X107°8M, 1E3fB5M)

Dose of Adriamycin
(mg/Kg i.v. day 1)

6 SRC#HE HTC #ic k% adriamycin ¢ dose
response curve O B

% Volume

MEfE kML, BB L o iz B5\v>T CDDP 102
%, MMC42%, VP-1612%, ADM 13%, CPA
11%, VCR 1 %T#% - 7. VP-16, ADM, CPA,
VCR #5883, SHEEE S L T L WERHE
PER b 72 AY, CDDP, MMC 5B ¢l
MNIBWTH -7 (K7).

SRC #: & HTC iz & ) 52 1172 &35 00 ik
SHOBE L KRE L2 & 25, CDDP, MMC,
ADM, CPA Tii BIFLAHM I ELN:, L
L, VCR ?#&iziz HTC Bic k 22Tk
surviving fraction #%50% & REENIR % /R
L7zl dt L, SRC I & 5 #E5 Tl3 EHdk
A 1% 2 L AR A R L, Wk
BRI B b (X8),

T

2000

1000 |-

500 CODP 5ma/Ka

200 b MMC  2mg/Kg

100
VP-16 15mg/Kg
ADM  5ma/Kg

5% CPA T5ma/Kg

)

0

tttttt
CSAB60mg/Kg s.c.

7 CSA 60mg/kgflliE~ 7 Z2i2 BT 5 FEE NI
EEZR (6 HEHE)

VCR 0.4ma/Kg

6

days
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Bogden &, X— Fev2#BiL R
HE X— Fe7 ANBHRETICHET 5 H &
FEEND X — ke A ETHIEE LD L REIZH
BEIZ A7) —=> 7T HEELEN B EH
1729, F 72, Bennett 5% Stratton 513,
27 2HBWIET v + DEMREEE ENENLE
EHWOBRETICBEL, RFcEE L HR
WD bREERBHKEIRLN EBEL
721 BEL U, KIC, b P OEMREBEET
oY 5 SRC B BET7ALI—F=T
ZTHEL, BHELZEBENAOKRE2IE6 ARET
I EN W b, Day 6 ICHIET S
%53 SRC HCBE7AEAVWTLELD
D2 EHEL O,

Griffin, Bogden &3, & & ICEERM R~
BEICOWTORETEmZ, BE-7RICLS
SRC #:% ZFEDEMIEBERRME % A v TT
v, BCIHiTRER E, BRMRE R EE
AR 727, 72, Von Hoff & HIEIHFZE

w B

i2E s, RLABEHNTH SRCEE HTC &
LD TIE, SHETEERRCId SRC &l HTC
BEXDLEN, BERHMEE QMY CIImEC
BERTEDLNLL R EREL T3P,

0k, BEL BRI Y AN, MABERR
A5z &7z, Aamdal 51, Day 6 Tiif§
FERIGIEEEENIS-25%TH ) B3 &
i L9, Stenback &1, BHEEE O MIMELE
L ¥EEEI Day 6 TR NTW B E|EL,
Bogden &0 Hik% R L 72, —%, Bogden &
DFEICH L TEENLERLVE(RERS N,
Edelstein &% Abrams %13, Day 6 H#AEfE
BICiE =7 20BERIGTH 5 REMPLRER
B E L EEROEJZIHTF LT
brEEL Mo

Cunningham % %, Day 6 iclEEMEIBE
LTW/-DZBHEEED ) L 6 %BICT Elh-
TZEREL T3, Levi 6 4, BEMIEIRE
FLTWw2unid Day 4 Ti278%, Day 6 T
I343% Th -1 L HEL, HFHAFEIL Day 412
T ZEERELA,

b~ 7:Z ¢ <, SRC &% Bogden &
RT3 ORI NS ES T
27, 1) RENMGIRENLERNEE, 2) &
W7 B L E FE:, 3) B ER ) S
Fik, 4) RBEAME, 5) fEROBRER L
x5 a—n, n5EICEHNTELS, UE
DEHEIZDOWT, FEHIZ - H/MIIERLER
%A/ SRCENEBRRICE DI THEL,
ft# T SRC B RERDFIEHEZEREBR L )
LE-> T EBLNELIERICOWTLELES
mz 5.

4ED e b EvINMBERIER SBC-3 DX —
Feg ZARIEEY BV 2RE T, BLER
DEBEERDOEENBRIITRTHY) Day 6 T
ISFEFERT & HB L T48% I/ L TE D, BER
IHIIEEOEEEENTT% ® ATz, EE
R RRR IS FREAEET & Tl L1196 I 8/ L Tuare,
Day 9 ici3l@BMiBI X TEEL T EE
MBIz IER I N BRI EEZ LN, &
BEFIZ L DEERGNREENEIR BV EED
RENEICERT 2074 L, 46
DEBFERYD H1Z, P &b SBC-3%H
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RREBR TN S 2 D RIEHIHILE B - &
FAZY (WAl

RIEIIHILE & LTI, Edelstein & i3 CPA
BLUEFBARBHOAEMELHE L, Fin-
gert 5% CSA MR TH 3 LB 129,
7, BRISIIX—FeY 2% SRC &
ZIRAE L 721998, T O F BT IS RRIRH 2o RIEE s
» 5, SRINDEETIE CSA, CPA, £8k5E
M4}, Bredinin iz Dwv THEBRET L 72, %1,
CSARIL-2%&T) > RA( ok L
EEFHET D Z & &~ —THIEE % 0453 2
Z &z & o TR RUG % JIfI L2920, Bredinin (3
BEBN7) v ARRICBIT AL /L BT
T=NLBICELRBLEREEL, Y oEko
R % AR R H0)  2 S R T 272,
KBROFER, CSA 60meg/kgllE V- TEE £ A4
FESR L BRI RO REE DA TRLA
BMThot, oKk X— 7 2MRES
ZHWV72 6 HE? assay % 53 FIATEEE L R
b ay, L NHRENEVERMEICIERT
LENZERERLELANTH 72 CSA %
DIBEnEBRICIRA L 72, 272, CPARLERS Y
B SRR ST AL B (3 AR D 24BE FEIRT 12 AT 5 LB D
H, WOEBRMBPAFTEELTL LT
BRRMEA~DIGEICIHHrREVWEEZ LN
7z,

CSA MLENMES & LTI, CSA & 10mg/
kgLl E > ADM & DFRIC L ) =7 ZDFETHS
BHLNZ Ea s, CSA I L N HIERIOER
TREI NS WEEHEATIE R L. FOHE &
L Ti3, Slater &i3 CSA »#EH & EEME
ENRELSERHBITDLLEZ T B,

AEDEBICH 72 F/NEIEMBE
SBC-3i3, X — F=o 7 AE THIEENEA T
exponential Z3EfE% LAIE A ERc kE 31243
$ CIc10—14 B Rd 2 5 4%, 4Bl 5@ P s
BE#x L7 SRC #id 3 BB X" exponential
LwHEA RS bz, F0EHRE L TE, BR
BETREELNERE2HE LEERWENEENR
WThaiols, BHELTHIrLEEFTHETD
lag phase %K THMEEIC L~ HRe CHEEIM T
BolebEBZ b, i, BEOBREEE~
NEELBRIFTH LR, ETRIBENLIIC

JEEME T BlEns Tl —28MY
o TEMZRET 2 BB LA, BB
& S BHEEE» BRI N, NS WEENEL
DPEETLZZENTELAD, SRCENX—F
TURAETHBERL D LE-THEEEZ LN
7z,

KICEHENDORE ZDRBUZ DT TH B,
Bogden &DFEETIIREEGRENFEHMEICT
EHINTW3, SENDERIZENT, BoHh
ZREBAEON/ IR D REBEERIIIILALE
L THR2DAPERL ThwiflrZH sl
ZE&N, BERRLZBHEETICH 2EEI
TARCIIMERER L ) L RICEE AL B 1AM
HhHbEEZLN, eT7ANETICHHEIN
TEETRERLEED 2 FEDRETE 5
LB b2y, SRCETIR=ZRTHICBIZEL 22
32 &nweEZ bnt, BHL L EENEY
FREL D OZRTHEDIT ) 2 & ) BWERER
TR & D—BEIRD LN EHEL T2,

Fi#End 5 v L ooMBE R IERINRSE
TH 5, BRETIE, ADM (2 4 mg/kg> 5 B &
M5 L LTwa, SENERTIZ, ADM
—EEERS L, 5813 SRC &+ HTC &
EDHEICBWTHRE L 12, #0#R, ADM T
2 BDF, =727 LD, D WBETH 5 5 mg/kgh*
EL EHEI N, MoERL 2UCKE-72, 1l
IWNEBRTL ADM i 5 mg/ke— EEHEHRS &
L IR BB R 2 38T 52, LI E LY,
FHENETHBEL L CAETIE X wh L EBb
nrz, £72, Day 4, Day 5 ?ia#E»S Day 6
DENFHFEIC ENISTHEYGH B0 LT
HN, RERRERA» 2 — ML HE S 3
EBbhniz,

SRC ik & Mol e s 1 U8k & #ERA I
DWTORETTIE, HESIE, SRCiEEX—F
2 AR TBHEE 2 2TRRENFIES O A
BRSO BRESHIZ OWTHE L, BIFLH
B % Bheb 7z L L TV 5% Nishiyama 613,
SRC i & nude mice isotope assay & & % BEK
SR NMEEEEIC B VTR L, MEICZEI3EE
Lo lo EHRELR, 2/, BB L i
Bogden & Von Hoff & 3EFZEIC L 2L
#®e 2 HvTo SRC ke HTC kT
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i3, FHEATEEER T3 SRC &1 HTC B &
D, BRMR L 0B CEITmECZIIADS L
n&#otﬁ

4REFEEL, SRCEE HTCHEIC L Y BLNn
7z SBC- 3 N&FEFI 3T 2 RSt T
DRRE 4T - 728 %, CPA, ADM, MMC, CDDP
TIERFLHEE»E L 245, VCR Tl HTC
EIC L 2RERICHART SRC Biic k28RN S
PECREEEAURE N, WO BRI s
RH L sz, FEBNERBF & » pharmaco-
kinetics NDAEEL RS REBR ORI KL T
V3D EBhiy, BEKEESTT vinca
alkaloid & 2»RBHEHH % ¥iz>wTix, SRC
B L N ECRREEETRTOTCR L e B
bz,

Z s, SRC #4° HTC B4 £ in vitro
DFERIRERBEL D VB> TwbEEL
Tix, 1) =7 XE2HV5 in vivo ED19,
&N ARSI TREEABE»TE B, 2)
masked compound % L §Hfic& %, 3) 6H
&) G THRHENTIRETHS, 4) B
BRI T B LEh ey, 5) cell to cell
contact R - 72 % S NEENES LM TE
b, HE¥DOEHEZ LTz,

41213 SRC EDERRMBANDIEHEIZ DT
BET5TETH .

&

S

Subrenal capsule assay (SRC) ZENHEAD
MESTHLIBEREGLMHL, BHEEENE

X

B E

BErETsz e HMEL T, b FfNMERE
Mtk SBC-3nX— kv ikfEgEs
BDF, =7 2 B#HETIC#ML, cyclosporin A

(CSA), cyclophosphamide, #41#%, Bredinin
I ¥ DSIRITHIALE 2 4TV, FEFGATH & AR
ETHOEERTEENEE LRI L2, BR
LT o#Ex 1%,

1) EMERTRBEEEORBL L EL WE
ERIEH D L N72h, SRENFHLER TI3THE
FERGIZZ L SRS & IEEmE MR
651, CSA 60me/keil HE THENERHIR
L BIFTH Y, SRC ETIE CSA 60mg/kellliE
BT NDRBEEEZ bz,

2) SRC KB TIZ, METRFZ=T7 2D
LD,,»1/28&% Day1ic#5 L, BEHENHE
I3 Day 6 ic4T) mp L H 2 LNz,

3) SRC ##% human tumor clonogenic
assay iEiC & B in vitro ORF & KRS 22
# D % %, cisplatin,
mitomycin C, etoposide, adriamycin, cyclo-
phosphamide Ti3f#:Iz & 1§ 6 BN
WHRIZLCHEBETEZ e FEH LN,

¢ Z A, vincristine

FRXEBETDICHY, HBEEL EEEY
LN 285 Y £ L 7 B AR ARSI B
DBELELET. 27, EEMEEZBENZILL
RERZHER, FARERECE#H LT,

U BARIOEGIIHI60E B ABELRS (FRF
624E) ICBWTREL .

B

1) Bickis IJ and Henderson IWD : Biochemical studies of human tumors. 1. Estimation of tumor

malignancy from metabolic measurements iz vitro. Cancer (1966) 19, 89—102,
2) Heidelberger C : Biochemistry of human tumours. Nature (1961) 189, 627—628,

3)

5)

FoAtkd, SHERE BEHEZ TR M #@F E BFEE SOREE Z2E--, PEELD, KRE
=, AFERER : b b AfEMRE Direct Cloing Assay I2BI ¥ 2 %5t ERRY > 7L 0EBBSHRB+ &
ST, I (1982) 22, 435—439.

Miyamoto H : In vitro chemosensitivity and radiosensitivity of an adriamycin-resistant subline of
human small cell lung cancer cells. Acta Med Okayama (1986) 40, 75—8L.

Bogden AE, Kelton DE, Cobb WR and Esber HJ ! A rapid screening method for testing chemother-

apeutic agents against human tumor xenografts ; in Proceedings of the Symposium on the use of



8)

9

10

11

12

13

14

15

16

17

18

19

- 20

21

~—

=

~

=

=

=

=

=

=

=

=

=

Subrenal capsule assay #0 EBEORE 1295

athymic (nude) mice in cancer research, Houchens and Ovejera eds, Gustav Fischer, Inc. New York
(1978) pp 231—250.

Bogden AE, Haskell PM, LePage DJ, Kelton DE, Cobb WR and Esber HJ : Growth of human tumor
xenografts implanted under the renal capsule of normal immunocompetent mice. Exp Cell Biol
(1979) 47, 281—293,

Griffin TW, Bogden AE, Reich SD, Antonelli D, Hunter RE, Ward A, Yu DT, Greene HL and
Costanza ME : Initial clinical trials of the subrenal capsule assay as a predictor of tumor response
to chemotherapy. Cancer (1983) 52, 2185—2192.

Bogden AE and Von Hoff DD : Comparison of the human tumor cloning and subrenal capsule assays.
Cancer Research (1984) 44, 1087—1090,

Edelstein MB, Fiebig HH, Smink T, Van Putten LM and Schuchhardt C : Comparison between
macroscopic and microscopic evaluation of tumour responsiveness using the subrenal capsule assay.
Eur J Cancer Clin Oncol (1983) 19, 995—1009.

Abrams J, Jacobovitz D, Dumont P, Semal P, Mommen P, Klastersky and Atassi G : Subrenal
capsule assay of fresh human tumors : Probrems and pitfalls. Eur J Cancer Clin Oncol (1986) 22,
1387—1394.

Cunningham D, Jack A, McMurdo DFS, Soukop M, McArdle CS, Carter DC and Kaye SB . The
6 day subrenal capsule assay is of no value with primary surgical explants from gastric cancer. Br
J Cancer (1986) 54, 519—523.

Levi FA, Blum JP, Lemaigre G, Bourut C, Reinberg A and Mathé G : A four-day subrenal capsule
assay for testing the effectiveness of anticancer drugs against human tumors. Cancer Research
(1984) 44, 2660—2667.

Bennett JA, Pilon VA, Uppal GS and McKneally MF : Accurate prediction of experimental cancer
chemosensitivity using the subrenal capsule xenograft assay. J Surg Oncol (1986) 33, 8—13,
Stratton JA, Rettenmaier MA, Braly PS and DiSaia PJ . Accurate predictions of tumor growth i
vivo * The subrenal capsule implant site. J Biol Response Modif (1983) 2, 272—279.

Aamdal S, Fodstad O, and Pihl A : Human tumor xenografts transplanted under the renal capsule
of conventional mice. Growth rates and host immune response. Int J Cancer (1984) 34, 725—730.
Stenbick F, Kangas L, and Wasenius VM : Cell structure and function and response to chemother-
apy in tumors heterotransplanted into the subrenal capsule of mice and rats. Eur J Cancer Clin Oncol
(1985) 21, 1523—1538.

Edelstein MB, Smink T, Ruiter DJ, Visser W and Van Putten LM : Improvements and limitations
of the subrenal capsule assay for determining tumour sensitivity to cytostatic drugs. Eur J Cancer
Clin Oncol (1984) 20, 1549—1556.

Fingert HJ, Treiman A and Pardee AB : Transplantation of human or rodent tumors into
cyclosporin-treated mice : A feasible model for studies of tumor biology and chemotherapy. Proc
Natl Acad Sci USA (1984) 81, 7927—7931.

B, ILAEE, BRI X —F?7A % H 7 B TR & 5 SRR R R 0 B
Wrge. HBAh23E (1987) 88, 522—528,

Palacios R : Concanavalin A triggers T lymphocytes by directly interacting with their receptors for
activation. J Immunol (1982) 128, 337—342.

Leapman SB, Filo RS, Smith EJ and Smith PG : In vitro effects of cyclosporin A on lymphocyte
subpopulations. 1. Suppressor cell sparing by cyclosporin A. Transplantation (1980) 30, 404—408.



1296 2 B B B

22)

23)

24)

25)

26)

27)

Sakaguchi K, Tsujino M, Yoshizawa M, Mizuno K and Hayano K : Action of Bredinin on
mammalian cells. Cancer Research (1975) 85, 1643—1648,

Slater LM, Sweet P, Stupecky M, Wezel MW and Gupta S : Cyclosporin A corrects daunorubicin
resistance in Ehrlich ascites carcinoma. Br J Cancer (1986) 54, 235—238.

RIS, o REHE, 4482, HREET, MRk SRR | SRTHE (FHE) I & 5 BRIERT
MAEPUSRIRSIERER & 2 0§ ¢ N2 BREE—2ck. B b (1987) 14, 24312443,

MELLRNE | BRI TR & 2 FUERIRS YR B ) £REE9MRES. ] Jpn Soc Cancer Ther (1988) 23,
1077—1091.

F b, OB SHKE, HMBED, ABMT, ANI—K 7 2 BB T Bk (Subrenal Capsule
Assay) = & D HIERIRSE RS, B L (1985) 12, 1644—1650.

Nishiyama M, Nosoh Y, Yamaguchi M, Hirabayashi N, Toge T, Niimoto M and Hattori T ©
Comparative study on nude mice isotope assay (NM-IA)and subrenal capsule assay (SRCA) sensitiv-
ity tests of anticancer agents. Jpn J Surg (1987) 17, 99—103.



Subrenal capsule assay B ERERRET 1297

Chemosensitivity test using subrenal capsule assays
Part 1. Experimental evaluation
Atsuhiko Tapa
Second Department of Internal Medicine,
Okayama University Medical School,

Okayama 700, Japan

(Director : Prof. I. Kimura)

Experimental evaluation of a new chemosensitivity test using a subrenal capsule assays
(SRC) was performed. The effects of various immunosuppressants-cyclosporin A (CSA),
cyclophosphamide, whole body irradiation, and Bredinin were studied using human small cell
lung cancer cell line (SBC-3) serially transplanted in nude mice. A significant degree of host
cell infiltration was seen in tumor fragments implanted under the renal capsule of im-
munocompetent mice. However, treatment with immunosuppressants effectively suppressed
the host immune reaction. The most effective immunosuppressant was CSA at 60mg/kg. We
compared the antitumor activities of CDDP, MMC, VP-16, ADM, CPA, and VCR against
SBC-3 using SRC and clonogenic assays. SRC was performed using mice administered CSA
60mg/kg. Chemotherapeutic agents (1/2 LD,;) were administered on day 1 and antitumor
activities were evaluated on day 6 after implantation. The results of the assays were

well-correlated except with VCR.



