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" Summary: - Lymphokine-activated killer cell (LAK cell) is induced from peripheral’
blood lymphocytes or splenocytes by coincubation with interleukin-2 (IL-2), and macro-
phage is activated in vitro by MAF including interferon-y etc. They have’ cytotoxic
effects on various malignant cells nonspecifically. ' ‘

Recently, many reports have indicated that adoptive immunotherapy (AIT) using
. effector qells, especially LAK cell, is effective for tumor bearing hosts, but réports'
concerning AIT combined with activated macroi:hage and LAK cell are few.

.~ In the current study, we investigated the synergistic cytotoxic effect on the X5563.
plasmacytoma of the combination of activated macrophage and LAK cell from murine
splenocytes. :

In vivo antitumor effect on tumor growth after AIT showed that the combination
group of activated macrophage and LAK cell is most effective of all groups: activated
macrophage group, LAK group and splenocyte group. Also, Winn assay showed the
same. '

In vitro cytotoxic assay showed that the combmatlon group is more effective than -
the other groups, but not significantly. ' '

In the mortality assay of metastatic models, the combination group showed the besf ,
survival rate.

So, combination AIT using activated macrophage and LAK cell can be expected to
exert synergistic cytotoxicity in vivo.
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Fig. 1. Experimental design of in vivo antitumor assay.
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Fig.2. Antitumor effect on tumor growth after adoptive immunotherapy.
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Fig. 3. Tumor neutralizing activity of activated or normal murine splenocytes.



(178)

"BROUP”

* M-COMB

M-LAK

M-A-M ¢

M-SPL

(%)

rate

survival

1 7 3T EZ
0 10 1 13 days
|t { I . |
| I T - g I
X5563" " removal A-M ¢ LAK®
2x10%/0.1m1 i.d, of tumor 2x10°70.5ml “i.v, ©1x10%/0.5m1 i,v,
0 10 1" 13  days
| 1 [ : I
o [ I ‘ T
X5563 removal N-M ¢ LAK
2x'10"/0.1m1 ide of tumor 2x107/0,5m1 i.v. 1x10%/0.5m1 i,v.
0 10 S . 13 days
1 I ! I
I [ { T
© X5563 removal A-M & LYM .
2x10°/0.1m1 1.4, of tumor 2x107/0.501 i.v. _ 1x10°/0.5n1 i.v.
0 10 13 days
I | | :
I | T
X5563 removal sPL
2x10%/0.1md 1.d. of tumor S 1.2x10°/0.5m1 iuv,

Fig. 4. Experimental design of mortality assay of murinc metastatic model.

day

. . . GROUP
100 e Emmmm
e H-COMB
e s M - L A K
. 8 0 R TR oty M - A - M ¢)
M-SPL
60 |
40 |
by
20 j
/'I’ T T T T
10 15 20 25 30 35

after operation

Fig. 5. Survival rates of murine metastatic model after adoptive immunotherapy.
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L7 EOfl, RIBREMREEZELDBRTWSY v B
X RRZ YT, R MR P Bk OIRA SN e S E
DIEDs, WolE, BEL B, Vv, WEY Vo EE
+5. Fiz, LAK {EWFHEIL IL-2 H3E—2sD0% 8
@ lymphokine “TH5 LE 2 bhT\\5BH,

BpERC BT, By A0 B, S rIL-2
FRWCCHEE L LAK MIfaREfkie-5- & i K 8 7=
rIL-2 OfFZFE LT L) HERED, HFEROCHTLE
PRI R EEEC X2 EGBRIAL» TR
721, 2o LAK fifadlf RIS H & L ¢ Rosenberg
BIEESED LAK fifae IL-2 ofEETEST
X3 AIT R Zifenie. OFED, 25 /—=, KIGE
REREUMERYETHETEEL 2 &K, LAK
Mk L O rIL-2 OREFIRIE 5T X 2 EE R B kb,
IR EE DOZEIR R ES &1 partial regression (PR)
s, complete regression (CR) %207 L4 LT\ 5.

—7, Mg b ¥%r s AEHRER T O WENER
(Lipopolysaccharide: LPS), 77 ABMRE L O 7
FEZY A RRTF 7Y ENOEHSE (Mur-
amyl dipeptide: MDP), BCG % Nocardia ¥ X 0%
DORIFEIE S (Cell wall skeleton: CWS), HEEEREE
7t ED Y7 ABEERE, &0 oEhkoLkEE (PSK,
vV v d), Interferon (INF) FHEFlew A4 1 2
mEC LV IBEBENFES R, chbDORFIIIERE
Mg R L CHEEEYFET L RAbh T
5D, Ft-, T cell % PHA % Con A 7 ¥ Ol
DV rFyTHETHE 21k b T cell 235 MAF 78
EEEh, 20 MAF #41LCh Mg RiEFELFH
Wexnd 4[E, MAF FiadHT5 Con A Hill L
B R ST c R RE R L EBREYE T
% A-Mg H#FE L7z, Z OFE LMl X5563 %
vz in vitro FZEFEABR CEOBEEREREI N T
W5, FO in vitro BT HHMEEREOFECE T S
BRRSMITER Y EIC X VERD B, BLTY v
BROEMILL D bEL, 4 ~21RHEE ThHH®M, K
TR R\ Th, A-Mg DFBEILEERD Ci~ k 51c
B & & bicfifan viability pMET 5 o R
B 128 & Uiz, MAF 13 Mg © IL-1 o&mu R
L, H,0, 7z ¥ OERFEEOSWOAE, REMEY T
WL, MEEHRELRTD. Mg OREFREOMEMII,
D Mg 25D H;0p OAWHENRELC LR LD L
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HE 2B T520. R, BELDE~y A2 FAr5R
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WTEAT Mg RS LIESREYHE L, Bk
nHBATES AIT © A-M¢ DHREBHES X OER
R EZRL, BRADICHAZRE L.
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X KM - HEHREIBD D s -7 L, LAK
D 2D cytotoxicity I HARTHE B W25 5% %
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ERNT ERER, BEAREOYHREMENFE I hicl:
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R0 EER 2 50T 2 WENE LA DESE
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i EZ
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AP BV TREL 2.
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