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MRELUARE

1. =9 X

3%k WHT /Ht =9 R, 8 —10:8%4, I,
26—27gD b D%FEH L, ERGEK (#V v
FVBRITEE) THRE LTS

2. BBk

WHT /Ht =9 RICEHRFEEL, ZO®REKT
B S M TV AR FREEH V-,
3. HEY ZDOMER ‘
BEERHABE SO TV 5EREHE WHT, Ht
RYURPH T —FIUREET TEERICHEH L,
<y a® PBS (Ca™, Mg*free, pH7.4,
=y A4, DIFPBS £889) Tikikik, ¥7)
T LIz DWVWTI50H&E A v Va2 L,
0.05% V) 7 AN L T, Ml
& Uteo Bl % 3 R OEEE D%, EEM
e @R~y 2 0AGRKR TicEghEh 5 X
1048, 70.1ml 9o L 7, 75 BEEME 0.
2% Y XY T NPTV, EMREETE
L1z, [EEBREE, BBt 5% TRAM
KEBOMEEIHMBEEZZAZNIAIL, Z0OE
BEEEERE L,

4. TR B K CEHETE

B LR OfERLS, LeGrue” oD K ikicHE
CT7 %/ =iz & o EEHEOMH AT -
fzo THHHEMISAE D WHT /Ht =7 X
15—20/CDfEE % = — 7 VT Ci L,
PBS THIYIZEA%, 150844 v Y2 %@L,
025% b ) 7¥ v XU DNase 10 g,/ ml
(Sigma) =&ML, BEEX IS XF v I X5 —
5 —%2HVERTER L CTHEIREERE LT
[BlIE# ¥ % PBS T 3 BlE L& D%, PBS
T25%ICHR L1 —7 %/ — Vg, pH74
(BEt®) T, S5 oRERTBRBERIGS ¥,
DB DOBERTRTA4CTIT- 20 £ T EHEER
B m O (500g, 1043[) L, LiEEH
B (2,000g, 1003/ L. Bohi g%
g —ZXF a2 —7 (Union Carbide Co.) I
At, ZDEFEBOI00fEED PBS T24R5HEEHr
L7:t%, 50% > 2 BEE# (weight,/vol., BAH

25

1b22) TI205[EJ¥B4HE L, PBS TURRIHE BT
1T -t [EERZEBREL (200,000g, 18HHE,
Beckman 1.S-65, SW60) L, #®D_LiE%
Hi# (crude butanol extracts, Ul CBE &
B3) & Uizo CBE Z@HME (Millex, 3
JR7—, 0.2um) ODL, 5 ALFa—7
(Corning) it EL —80CTHBEHREL 2
(Fig. 1 )o
EHEEBRBREAEIRKLDITY, BEE
595nm D & & OWHE ZHIE L, BIO-RAD 7
aFf Y eTovAFy b, VVHVT~S1
TV (RFVvF—F1) 2RVTERIL 1-8E
ik CBEOBRHERAEE L
5. &K
&I 13 RPMI1640 (Flow Labo)iz, 56°C
305 FEMENAEE UFE @b L/cy v IRIRIMTE
(Flow Labo) %ZHRIBEI0%E 125 & 5 IKHR
Mmltzo Fre=v Y v100IU/m]l, X b L7
o4 ¥ v100pg/ml, L-Z V% 3 ~0.3mg,/”
mlEFML, pHTATHHE Ui, LBINEIRE
—a .y bRERLE,
6. By o RMREORREY
1B4—5towy 2T S &, B
PR L, 150842 v V2 FTE Y
ty FERWTOHEL, BElRE U TESRRD
RS Rz, MY v RHKE30.2% Y o
v I V—mETY, EMEEEEL, —EH
IR L,
7. U v—EERRESEE (MLTR)
4707 L -1 (9well, flat bottom,
Nunclon) M\, —EHicHEEEshEY) v
NEETE R A 1 well 10D 2200 £l Fo 45
HEL7o THIC CBEIO 2] 27N L 72 B % Il
BL Lio —HCBE #5ME$EEDPBS %
MU 7B Y v RitiasdE st o v b o —
e Lz, W $37°C, COMEEBT—EY
FERER %17 - 72 (Fig. 2 ) EEildPentaplicate
TiT>720 BB CBERTRTCE—uo v b2
HU7%e
8. U v ERGFLRIEDHIE
—EHHEE DR, EERTOEBRL
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fresh tumor tissue were excised from 15-20 hosts.

wash in Dulbecco’s PBS.

minced with scissors.

passed through a wire screen. (150 mesh)

treated with 0.25% trypsin supplemented with 10 ¢ g DNase,/ml.

resultant cell suspension was washed three time in PBS.

resuspended in 2.5% (vol“vol) 1-butanol in PBS.
(incubated for 5 minutes at room temperature)

3% All subsequent procedures were performed at 4°C.

centrifuged at 500Xg for 10 minutes.
supernatant
centrifuged at 2,000Xg for 20 minutes.

supernatant

dialysed against PBS, 100vol “PBS, 24h.

pellet (cells)

pellet (insouble materials)

concentrated against 50% (weight/vol) sucrose in PBS, 12h.

dialysed against PBS.

ultracentrifiuged at 200,000Xg for 1 hour. (Beckman LS-65, SW60)

supernatant was sterilized by filtration. (0.22 #m membrane filter)

stored at —80°C

protein assay (Bio Rad protein assay kit)

Fig.1 The procedures of separation and purification of carcinoma soluble antigen.

(by LeGrue”)

*H-thymidine (specific activity 15 Ci/mM,
NEN %1, DIF°H-TdR & 8§84 ) %40 ul 0
(1 pCi/well) L, &5 3E5fEEEER, +—
FeF w2 EAN—XZX S — (LM101, Labo
Mash) ZHV, ZEKTII2 7743~ 7 4
% — (Labo Mash) kicBIRUtzs 7 4V
S—RFENICEHBREEE, v FL—va Y
N4 7N (Pyrex, BWIHF) KAV VvF L
— 4% — (ACSI, Amersham Japan) 4ml

EEAL, kv vFL—vavAY vy —
(Beckman LS-3155T,Aloka LSC-1050) Tk
FEHEERIE L (Fig. 2 ),
#FR13 cpm (count per minute) TITLY,

well CED A Y v DL EEAIERE
L, meantSETR U7 £/ v o BREEAL
RIGOEEEHET 5B E LT, CBEHRM
RIBEE: cpm % PBS BVNFERIBEE com TRLU
%= R8s (stimulation index, SUH) &
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spleen cells
(200 11/ well)

|
v
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crude butanol extracts (CBE)
1o pl/” \'Nell)

microtest plate (96 well flat bottom, Nunc)

incubated for several days

(37°C, 5% CO., 95% air)

pulsed with *H-TdR (1 £Ci /40 11 well)

incubated for 3 hours

harvested with automatic cell havester (Labo Mash)

counted in a scintillation counter

(Beckman LS-3155T, Aloka LSC-1050)

Fig.2 Methods of mixed lymphocyte-tomor culture reaction.

LT&k Lo DIEOBRIET, ¥EBY, CBE
BE, B o RlERED BRI ONT
ThENREREIT - 10

9. HEE~ Y RicBF 5 MLTR Ol
ERIET - THEOhEBREE b &I,
EEMIEBEL Th S, BESMAREEE S
% 9 HBB L U100 B & TOMRIC > W TEIE
EiToto 805, BHWICIHES X UIEERE
<Y RICBITHHY v oRilaD CBE R %
*H-TdR DD ARICEDEIEL, ZhZEho
SHERRE L/, By X LIEHE
U 2EDY VBRBUEHERET 5701t D
R B~y 2 FEEE <Y 2 X100) %3K
B

ERBRER

1. FEEOREE S0E < v A DEER
TEEMIEIEER O <~ v R EEROEHNZEAL
BEEBMEZ IHE X oiiIgkE 50, 158

Table 1 Tumor growth in the mice.

Hiz3%15.47 £0.64mm & BB IS8 EA L
fro 208 HIT1320.5010.47Tmm &5, 9HHE
DBELESFEORIELLY LBRRbEOX
LB Y Shish > (Table 1),
—%, EEMka#fE% O <Y 2 OEFRE,
EEHE®RI9B E & EBFEMAHEL, 218H
ITIREFERI% E D, 240 Bici32PEEE
IZE -7 (Table 2), 72 BEEHHRIZ100%
TH-1,

2. CBEEDEEE
[EEGERY 20g » SHMHK E LTH 15
ml 8 5h7:. CBE OWILHEI130.427T, B
B o2 DEHBERBEIRT9Lg mITH- 12,
3. MLTR OE@&H:

(1) E&EAK

By vk R 1 X108, 'ml &—E i
L, CBEEE%*01ug mlh51.5ug/ mE
T5 BRI, T ARHEBIICEE AT o
CDH>bHRAOKIEERLIZCBE BED L &

Days after the inocula-

a
tion of tumor ’ 11

15 17 2 pA]

Tumor diameter®

437102 7291041 1210105 15471064 17951067 20501047 21.01041

a : Five X10' tumor cells were inoculated into s.c. chest wall of 30 mice bilateral and
the tumor was become palpable on 9th day and mesured until the tumor death.
b : Tumor size were considered to be approximately equal to the product of the lateral

and vertical diameters of the tumors,

their mean values were used as tumor

diameters and the results were expressed in mm, as the mean of diameter £ S.E.
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Table 2 Survival ratio after inoculating tumor cells®.

Days after tumor 1~18 19 20 21 22 23 24
inoculation

0 2 9 10 5 3 1
Tumor death ()b (2) aw (21) (26) (29) (30)
Total number 30 28 19 9 4 1 0
of survival
Survival ratio (%) 100 93.3 63.3 30.0 13.3 3.3 0

a : Five X10' tumor cells were inoculated into s.c. chest wall of 30 mice bilateral.

b : Total number of tumor death.

@ °H-TdR L0 A%, KoUK SIEORARY
Z{t% Table 3ic;R L7z, 745 CBE BE
0.19ug /ml& Lz & %, *‘H-TdR OHID A H
335% 3 H T757.3+51.1cpm, SIf#8.6, &
4 HETI4702.01157.0cpm, SIf&8.5&, Zd
OBEBHEDEEDHDAACH~RELLE
WA R Lo £ Tepm i, SIfEE BB D
B, ERYE RGO TEREE X ShilE
BINTEFEEAME L, av bo—- L
O °HTIREXDAAIZ THEEZEL, RH128.
01 1.3cpmA> SHET9.2+3.6cpm DI TEE i3
Digipot, RBERIHBE THHERE,

t-REICTRIBB E g v b o— VB E ORI

BESEDShE (p<0.05),

(2) CBE &

BEEAME3IH, BY %Mkt 1 X
108, /ml & LT CBE & %0.08 ug./ml &
0.39¢g/ml D5 BREicHF, ThEhOBEE
DiFE D *H-TdR B0 :AH DZEA LIz > W THET
L7z (Table 4 ), CBE ERE430.08 ug,/ml ®
& X3 *H-TdR OB D AAIE, av o — L
EHIFBOBICERZRAD Shish - 1255,
CBE BESEL B3 >N THEE To H-
TdR OEXD AZHTLEL, 0.13xg,/ml D &
X1T131091.11£93.0cpm, SI{E8.8¢ BB % R
Lo LLEEEDEZOHDASREE—2

Tabler 3 °*H-TdR incorporation stimulated Table 4 Dose-response study of blastoge-
by CBE in cultures of normal nic response of normal spleen
spleen cells® from WHT,Ht mice. cells to CBE.

3 . . b L
Days in H-TdR incorporation . CBE® . H—TdR_ . SIC
cultures S.I. incorporation
control® CBE added?
control? 123.3+18.4
1 128.0+ 1.3 208.3t 36.4 1.6
2 85.8+18.4 491.5%125.1 5.7 CBE*
3 101.2£16.2  757.3% 51.1 8.6 0.08 144.4%39.8 1.2
4 82.7+17.9  702.0t157.0 8.5 0.10 519.5+94.5 4.2
5 83.3+12.1 271.3% 35.8 3.2 0.13 1091.1+93.0 8.8
6 95.8+14.2 3815t 385 3.9 0.19 691.7+89.5 5.6
7 79.2+ 3.6  99.5+ 31.0 1.3 0.39 437.6+78.7 3.5

2 : OneX10° spleen cells per ml. a : CBE concentration expressed in tg/ml.

b : Mean cpm=S.E. b : Mean cpm=S.E.

¢ : Spleen cells alqne (PBS added). ¢ - Stimulation index.

d : CBE concentration was 0.19¢g,/ml.

Dy N d : Spleen cells alone (PBS added).
€ : Stimulation index.
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Table 5 Effect of cell concentration on the
incorporation of ‘H-TdR by nor-
mal spleen cells and stimulated
cells by CBE.

Spleen cell *H-TdR incorporation®
conceniration S.1.¢
(cells/ ml) CBE added®

control®

5X10°  113.9%26.2 883.41161.6 7.8
1X10°  122.1+22.8 1216.7+192.6  10.0
2X10° 272.6+24.7 1781.5% 86.9 6.5

a : Mean cpm*S.E.

b : Spleen cells alone (PBS added).

¢ : CBE concentration was 0.13 4 g/ ml.
d : Stimulation index.

i, CBEEBESEL B3 >hTHEHETO
B ABRMETERER LI, 2 TROFL
B iAHA%ER L7013 ng, ml % FE @ CBE &
BEL, VIBOEE.2IT-7. £/ CBEEE
250.08 ug,/ ml DL XRBE, RHEELa v
Fe—AEEEORicEBRENRD bRl (p<
0.05)

(3) MY v Mk

REEAM%E 3H, CBEEE%0.13 ug ml&
L, By v -RmiilaeZibtsgic s 20 H
TdR R A A DZA{b% Table 5 <R Lz, £
DRER, well &7c b OIEAENT 2ico
NTHIBE, svhbo—ABEbic, *H-TdR
BoAHOEMMBA SNz, LA LS, %2
oOWMME = v b o— VBT HE U THEE TE
L<, 1 X108,/ ml T SIfE10.0D 5 E % K
Lo

Plk&k b MLTR OEBEESLH 3, ¥EH
¥i33H, CBEEEI30.13 g, /ml, /Y
VSRARREEIE 1 X100, /ml LEBREL .

(4) 1B~ itk 3 MLTR OH#
FiciB o ht: MLTR o E#EEE b &g,
FEE% B L TH SibsImlgE & 15 5 £ TORIR
®, CBE#I#icxid % *H-TAREV A& DE
1t%, FE=YREEE~<Y X &0 CBE Kt
EENH LB o EIT- 1, HE 1 BET
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137 DHERIZ80.3% LB ¥ RITBWTED -
b, HE2PREBXUIHETR], EE<Y
AL RIIFEETH » -, 1HE 4 BEHTIZI64.5
% E2RBPTREOLBER LI, £DH®D
EE<y AT 30ERE, HESAETR
139.4%, 1% 6 HEH TIi3111.7%, #HETHHEH
Ti3121.3%, 1% 8 HH TId75.0% & #ikiK
TERERL, EESMARTREE 2 210%E 9 H
BTRSTIBERSBEVEERER L, LL
HE108 B TI1382.7% & Hil 2 BicHNSE %R
L7 (Table 6), (Fig.3)o

% 3

AREEREF IR Y X OEBRR O
SMICKDREL, Fhict bi- THEELEE
BEORICHRBENEOREALET A LBEEEHN
T %7z, Klein”, Foley®, Prehn®, 53, {L%#
REFCHER L EREBELRHVT, BEHXR
DOEEIC RN TS EESRIT 3 &
Z2RL, BEBEICEKCHEEREEFEL
HSHENENEATAI EZHOMIC L, 7D
%, (LEREFAREELRLOSATYI VAT
REBEEHWIERBTbh B X 5Ly, 3
BAHECX > TZOhREIBVDH BT &8
BHohicENTER, ERD SEERERED
MRV S T E % OIEEMRE, v 1
NRARLERBER L DFERShIb0T, H
BHGREREOSVWSDTH-, LAL, b
r DEOREAPENRRETH S C EEERT
3 &, AEEESEVD, HdEZVREDHLNE
WEdh 3 ERBEREENR S LS RlokET
bUETHBLELONS,

ST Fukazawa™® i3, BRFEEESE - L
ZH WHT /Ht=9o 2 2HV, BEESMmE
ThoOBEERELEICSWT, BNERNE
EMmka % FH 7. MLTR OB O4EE, BED
BRI VIR G O SEEREET L T
W ZEEHE L, £ T4ENIE, WHT
Htwv 2 icf@BEBEL, kit EAV
THEE ARS8 5 2 TD, BHOBEM
KGR DHERB oD WTHRE 21T - 1o
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Table 6 Blastogenic response of spleen cells" to CBE at various time in nomal and
tumor-bearing mice.

Percentage of "H-TdR incorpolation.

d
Days after CBE added
?umor control® normal mice tumor-bearing mice @X 100
incoula- (A)
tionP e e
cpm cpm (A) S.I°. cpm (B) S.I®
1 125.9115.2¢ 769.0= 96.6 6.1 616.7% 60.1 4.9 80.3
2 130.4£21.1 727.0£102.3 5.6 730.4+135.9 5.6 100.0
3 100.5+18.0 794.8+£177.5 7.9 803.61188.0 8.0 101.3
4 106.5+£19.7 662.8t 55.8 6.2 1086.3+188.6 10.2 164.5
5 119.1+21.0 788.0t 66.7 6.6 1096.0+150.3 9.2 139.4
6 127.3£20.1 764.4+211.0 6.0 853.0% 88.9 6.7 111.7
7 139.5t18.4 651.0+t147.5 4.7 795.1%+ 93.3 5.7 121.3
8 128.0£15.0 765.01+159.5 6.0 579.4+100.6 4.5 75.0
9 109.1+26.1 845.21+179.8 7.7 4777t 67.7 4.4 57.1
10 133.8+18.4 695.6+ 40.9 5.2 574.3*+ 93.3 4.3 82.7
a : One X10° spleen cells per ml.
b : Five X10* tumor cells were inoculated into s.c. chest wall of 30 mice bilateral.
¢ : Spleen cells alone (PBS added).
d : CBE concentration was 0.13 #g/ml.
€ : Stimulation index.
f : The ratio (B) to (A).
g : Mean * S.E.
201
100}
0 L A L L 1 Il 3 A A 1
t 1 2 3 4 5 6 7 8 ? 10
a b

Days after tumor cells inoculation.

Fig.3 Responses of the MLTR at various times after inoculating 5 X
10* tumor cells into s.c. of WHT Ht mice bilateral.
a : Tumor inoculation.
b : Tumor palpation,
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MLTR %475 ic i b o] iF LR O e/ %
1T Teo EIEE %R W 2l bHUR OTERI
Oettgen 5T L D R UHDTITOOLTLIR, 3
M-KCl, {ERAHK, REBEHER, @FHEL
BRREERVREEZ L oM AEBERINIY,
SRS TR O f- IR s hiz 3 M-
KCHMH A, SEGRERIGOIRERIE
BokHELHVWLRTE R, AbhiRi%
O A EOBWE Sk b EFR OB, B
WESH SN, FBERBHEETE WK
NEUEEMC ENERESET T 5 E 0 e
ERFbREshTWwa, L LUEMS, 9iEtin
RIENE LEEMoTURIc S, RENEE
THBI L oRBNBRICHREVEL ez
oReW, M—HUomTEhTVWEEELD
NTW3, AETCEBALL TS /7 — itk
i, EEMRECEET 2ERE, ¢
75 b fEE B & §T H (Tumor associated
antigen) ZiilaRicBEEERE52L 5 &7
g AT ENTE, Lich->THlREDRERE
HEHEORA DL, ERoMmbEkick~RT
BREAEEELOLNTVL S,

EEMEETE ORI, I E Tin vivo,
in vitro DET, 2L OB HFEBERIN
T&E 2w, Lk MizoW Tl in vivo
TOERIIHEBRENLTWE I 0D, &
DIREEAE BRI S 5 in vitro DR H ik
PRDONTE, MLTR ZH W) v o8k
WEALRIGIEZE D—2DHETH B, TORIG
R v ROEENHROFHIc K-> TELBH
HoRBERIEEEZ ONTWS, FORIGIRD
NA &EREFIC Y Voo BRicBL DA & 5 *H-TdR
OREZEEE LT, BlETEIENTE S,
COFERP S, BRI bIEEEEICd 24
RSB EEBMICH S Z LAEREIS
D, TOBEEOKRE, +HbLLRBALOEE
PTROFHE LY 258 F EEE O i
ISR ENTE e,

MLTR 272 icBBL T, EHERH, HFH
DR, ) USRSV TRBEEICKD
BBEEMBL W, SEOEERKIZ>WTI,
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BAD ‘H-TARDAAZRL, Moy Y8k
RIGOTUERICH 73 SHE*EMEERME
Ltzo CORBHMBER v A v S8k &
Al LR % BT MLTR %47 - 72 Poon® %
Krueger” 5 OEERHEF U TH -0 —F,
D Fukazawa®*OFE TR, EHEEELHIZ
THEAEROEEOR L ORIcENBD LI
teo ERANEUEEMAEIURE LTEE <Y
AR Y v XBRKEMLTR 2T - B &L, B
EZTHEHTSIES14.0E5EEZ R L. Th
XL, ABFZE T Table 3 ic;idm<, CBE
DEEMN0.19ug /mlD L XHEETHHTSI
EiZ1.3Ea v b — AVB L REEENED
Shisipote, KETO SIEDOEHME IZEE 3
ATA 54, a1 X108 < SI#1310.0T
b1z (Tabled, 4, 5)s THODERIREK
RO VSRR~ ADY VB TH -
el &R, TRE U TREHRRE T X b AiEL
L EEMIRER W R itk >THELR
LEZ SN B, I E RO G%
BN UEEME 2R E L TRV S
KHANEWEEhTOWEY, SHOBETRS
FOREREZRED SO, T,
PUREREIC >\ T3, CBE HiREBESBH
Th, HBVIBNTS Y v/ EROYELRIG
BRIt K, SEORKETIZ0.13 g/ ml
EWS ERHRESOEET 5 8IS
720

4El, EBRAEREZER O SIE138.84 510.0
TH-1eM6 r AR SIEI, 6.28ik L
ETLTE, BEERTIEEQ IChROER
ROVWTHENMFERLEThER SRV & %R
LTV 3, ‘

Y NI W T A B E, CBER
s L CIRFRINE O TR TRk orin &
& ST H-TdR ;XD 1A A DTCHES S S 3L fz 35,
SHBE RWITE T OMEE A Sh, 1 X10°E,/
ml D& EHBFHRO LN EHHEEL 72 (Table
5) - EMNESE LIEVTHWRN, &
i3 Y o BRSO BHRIEIC X AYERNRE DS
{, BiETHERREREBbNI,
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L, EHEBE%Z1IBETRIEERY RO
SIEL D bEEER LI, DT &iE, BHE
BEikoEEME L 0 F#ERE, B X iz Tumor
associated antigen 5T 7 = 7 ¥ — k&R
LOBICRELEARRDBEBTRDEBY T Ly
+ — A GRS BicERs b EE
Zohf2a®, HE2H8H, 3HEDY ¥
RIZEE =Y 2 & ZIZRRD Y v/ <HRRGER
L, BE4IHETREOEVRIEER LI, C
hid, HE<Y RicBWTBREEBEMRSA
&, MELTOEBROLLT, TSI
FEELEMLTVL T EERLTED, in vivo
IBWTRMEIER%Z S5 T8 5 S Tumor
associated antigen & U T DZEEMUG 3 BB X
B RITEh TV b &l h i, HE
4AE%R =7 IZLIBDY) v EREUGIZERIE
THEMER LY, ThidBEEREcEWHIR
BOIOITHAL, E@EShIBELBA
A TEORERIGET BB EERT 297
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Abstract : Kinetics of the cellular immune response in inbred WHT , Ht mice with
spontaneous growing transplantable cell carcinoma, was studied in its early stage.
Soluble tumor antigen prepared by treatment with butanol appeared to release the
contents of the plasma membrane serectively. In a micro mixed lymphocyte-tumor culture
reaction(MLTR) test it was shown that crude butanol extracts(CBE) evoked a lymphocyte
blastogenesis in normal mice, revealing that CBE contained a tumor associated antigen
(TAA). In addition, optimal conditions in the MLTR were investigated. The maximum
lymphocyte blastogenesis was observed on the 3rd day after culturing. Maximun
stimulation was shown to occur when 1 X10°,/ml spleen cells were incubated with 0.13
g/ ml CBE. Tumor cells, inoculated under these conditions, and spleen cells, of tumor-
bearing mice, were serially tested on each alternate day for 9 to 10 days by which time
tumor palpation was possible. These studies showed that cellular immunity was
suppressed on the first day but was much enhanced 2-4 days later, and was again greatly
suppressed 5-10 days later. These findings show that negative cellular immunty is present
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in the early stages of spontaneous tumor-bearing WHT,~“Ht mice.
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