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We studied the relationship between clinical stage and tumor infiltrating lymphocytes (TIL) in 26
cases of renal cell carcinoma. In 10 patients, interferon-y (IFN-7) was administered preoperatively
(administration group) ; 5 patients had low stage (Robson=I), and the remaining 5 patients had high
stage (Robson = II) tumors. The other 16 patients underwent nephrectomy alone without
preoperative IFN administration (control group); 11 patients had low stage, and the remaining 5
patients had high stage tumors. Immunohistochemical studies of tumor infiltrating lymphocytes in
renal cell carcinoma showed a significantly high incidence of CD3, CD8, CD11b and ICAM-1 in the
administration group, while CD4, LFA-1 and Ber-MACS3 were increased without significance (p<
0.05). Concerning clinical stage (Robson), a significant increase in CD3, CD8, CD11b and ICAM-1
was observed in the patients with high-stage tumors in the administration group compared to those in

the control group (p < 0.05). This suggested that TIL could be changed by preoperative

administration of IFN-y.

(Acta Urol. Jpn. 42: 14, 1996)
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Table 1. Characteristics of the patients in this study

group
Administration  Control
group group
Sex (m:f) 8:2 14:2
Age 40-71. 38-81
Size (mm) 25-90* 20-70*
Stage 5:5 11:5

Robson=1I: Robinson=1I

~ p<0.05



2 WRALE 42%

DEFENREFIZ2025 710mm T, HEHIEFRE
DR EVEFIH %75 72 (Mann-Whitney’s U test,
p<0.05). Robson 548> TIX#HGBEAST LAT %55 B,
TLLEM S BT, —HEHESEI T 146, DL
£A% 5 BITHTRTIERE & BRIRTRH & ORI IZBE M i A
bhedh ol (¥*=0.91).

Vil &

IFN-y O 5 5k, #iEii250077 Japan Reference
Unit (BLF JRU) #FBH 28, 54,0005 JRU &
THE L7z, TIL (23T 5 REMBFHRETIE TR
DML AT - 72,

O HWMLAEBI VEROAS N WEEHEY

@ 5S5um DESIERYHF 2 ERL, 10% RMFE
THERRIS 2%, BRIAAHZEECERE CD
SHICETEUTOEBIZOWTKRET L. Bzt
f&1% CD3 (pan T cell DAKO %), CD4 (helper/in-
ducer T cell DAKO ), CD8 (suppresor/killer T
cell DAKO #t), CDIlb (monocytes, NK cell
DAKO #), LFA-1 (lymphocytes function associated
antigen-1, CDlla DAKO #t), ICAM-1 (inter-
cellular adhesion molecule-1, CD54 I X & - N4 7%
#t). # L T stimulated macrophage & L T Ber-
MAC3" (DAKO #) T#®5.

® 3,3-diaminobenzidine TH&#, Bk, HA
BICEIRI 70X =& — 2 AWT, RIETH304REFIC
b7- Y AR EIT T 5 SRS ELER L
7-.

® MEIZIE Mann-Whitney’s U test # HWT5 %
UTzREE L.

o= %

BERIOB L EZSRL6BII BT A B EHRRE
v%8k (LU TIL) O R % Fig. 1 IIRT. CD3,
CD4, CD8, CDllb, LFA-l1, Ber-MAC3, ICAM-1
W ENENZESEIZL VWD, ) TH CD3, CDS,

25 1
* *
20 1 |_ ’_— o
*
15 * -
10 1 -
(%) O —r= %

CD3 CD4 CD8 CD11b LFA-1MAC3 ICAM-1
Fig. 1. Comparison of TIL. [] Administration group
n=10, # Control group n=16, *p<0.05

15 19964F

CDl11lb, ICAM-1 EEISVWHEREZ o7 p<
0.05). oXiZ, TNHD 4D TIL P BEBHAE &
D & 5 % BRI H A DA Robson FHEIZDWVTHRES L
7.

R & DRERICDOWT.

CD3 Tk Fig. 2 IZ/RTHEIC low stage T3 FH#,
EXRESBEOMICAEZIA L NG 25 727 high

20 i
17.5 r
15 I
12.5 T B
10 -
7.5 r
57 ; r
)0 low stage  high stage low stage  high stage
n=5 n=5 =11 n=5
administration control group
group
Fig. 2. Comparison of CD3. *p<0.05
12z
*
10 * -
® T I
6 1 -
4 L
| l ..... i
(%) 0
low stage  high stage  low stage high stage
n=5 n=s n=11 n=5
administration group control group
Fig. 3. Comparison of CD8. *p<0.05
15 7
*
*
10 1 -
J—
57 -
I :5
| mumemm
o 0 - v -
low stage high stage low stage high stage
n=5 n=5 n=11 n~5
administration control group
group

Fig. 4. Comparison of CD11b. *p<0.05



JIE, 2 . BHlE BEEAREY » /2K 3

stage TRIHGHICHFRILSVWERL 2o (p<
0.05).

CD8 Tid Fig. 3 IZ/RT#kIC high stage, low stage
EDICHEBICHRESBIZS R E 257 (p<0.05).
CD11b T Fig. 4 IZ/R 32 CD8 & [E#FkIZ high
stage, low stage & b ICREBMIZEWHERE L o 7.

D &I Fig. 5 IZ7R T H#RIC ICAM-1 Tl low stage
TRAEBEZRIFEDONL VAT, high stage T3R5
WHEBIZZWER LR o7 (p<0.05).

30

25 1

20 1

I
5 -
== E I
(%) 0 g
low stage  high stage low stage  high stage
n=5 n=5 n=11 n=5
administration control group
group

Fig. 5. Comparison of ICAM-1. *p<0.05

Z =

HEITHE S B HE D FEBI (23t L T Horoszewicz 59
1%, IFN-y DFRMBICO VT I HROEREBRITL
121FEBI S CR 251§, PR 210l L & %€ TD
W%l rwvwedx, Fhili L TIFN-a i
leukocyte, lymphoblastoid, Bz FHEBEZDOVTFh b
B, FNEFENI8Y%, 15%, 14% L 10% 3Bz bHER%
ARLTwWwA. —F, IFN-y i3, v b2 HWEER
Cix, Moorselaar 5% 12 & 0 BHIBLE 1243 5 HiEE
MEVHERINTVE, L2, BEKRECEZOEH
MERAETR L& I Sz Tty T
bhbhid IFN-y 2 W@ iZik5T52 L1240,
TIL 23t L CHEBOH LI L2 HELTWEY F
BESD I, BEOTHREIEENREY v /EkE O
BEWIZDOWT, ) YNEROBREAEVEMIZTFRIER
FThbIEETHRELTWA. IFN-y DHEBER
D=2 LT TIL IZBLIZTHELERT 520,
ED XS REMICKRES T TIL ICE{EPRO LN
BO%, BRFHLEOBEM L IFN-y DRSO
HRBIZOWTEE T/,

TIL & BRAH L OBBIZonT, BELY I,
pT2 LT OER & pT3 L EDESI % k¥ 5 &,
CD3 iXRIEICE < CD8 iBEILZ(ADHLNEI L
RHEL TS, £/, KA S5V, natural human
IFN-y %, WRICHE 2.1X1071U #BARKS L

7% 8, high stage JFEFI T 582 CD3, CD8 O L
APBOLNILEREL TV A, SEOHERTI
CD3 T high stage FEFI THGHIZEZ L AL N,
CD8 IZBW T RERBHIZ 2L L THREREICE S
RONBRRE RS2 T4 VA v OBEHIIRLZS
A% Lee &' X BHEAR DB >~/ 5KIZ, IL-6 %0
AAE CD8HHEMT AT L 2HERL, ThHDHA

b A TEMIL L7 CD8 (X in vitro THUIEBEXIR
% RAET D 2 LS Finke 5"V IZE D HEENRTW B,
P EDZ EIZEB AT B RIERE, FRICHERRILIC
3t LC IFN-y DFEPBENTWELEEZ LND.

NK #§2/2 2\ T CD16 % B\ Ciga L7k 5
D|ETIL, 58, EREBLDIEILALEDDL
nY, BRBEHE SEEIFZWIEEREL TN A,
—H B8 OME T, HEBETORTHIR VDS,
BERmEAS EASHIZDON CD16 D LA FHR ENT
V5. —7 Finke 5 X ZIREY » 55D b,
MEESR*RET HL0DIE CD4, CD8 2°EAKT
CD56 ML EERE R Y22V L E2HEL T
5. SEOEETE, BEETIERFHICP DL
TEESELLEL LALLM, IFN-y DEED
RBENLFEREL 572, 4% CDllb L BDHH
NEFIZOWT, REFREZEOTRETHLEN
brLEZOLNS.

BETTFIIOVTR, SEOFERTIIHSE, high
stage T D% D ICAM-1 Bt Y EZkHA RO LN
7=%%, Dougherty 52z ki PERMIMFIZB W
T ICAM-1 FBHMIRIZIE & A EPEERR O T,
1) ¥ /3ERk % phorbol 12,13-dibutyrate TiHMHAL S ¢ %
& ICAM-1 B R B Z MR INTWS, 4
DFERIZBVT LG D high stage FEFI D ICAM-
1 BEMMIBLIZEES D CDLb X D E L AbR, 0
CERHERRMREOALL T, TV Y I/REIZD
ICAM-1 gl E T h T bZ L 2RT

L2 L TIL OFEE L ZERBEICOVWTRWE LR
HThb. ZITLED TIL 2T Mg high stage
EFITH > THEBREILESINL DD, SHEE
HEcERRFTH5FETDHAS.

& B

1. BMRREESZTS L LT, #ENC IFN-y %
BEL-REBHLEERSHECHET L L, CDS,
CD8, CDllb, ICAM-1 "EEIZZ ED SN,

2. High stage D EFI T 5 12t~ CD3,
CD8, CDl11b, ICAM-1 25 B ICHEIZE D
CY (WA

FRXDEEL, #5820 B AWRBHELSLRITBVTH
HL7.



1)

2)

3)

4)

5)

6)

WRHE 42%

X 8

Balch CM, Biley LB, Bae Y], et al.: Patterns of
lymphocytes in 120
human cancer. Arch Surg 125: 200-205, 1990
Ne €, MFER, EREF, 3 BME
BEORERICBIITTEMCGTFHERIA V5 -
7.0y y DB WRLE 39:511-515,
1993

WREFRF S, BFREES, HEREFHRITRF
S WREER RE - BGTREE BB RV
B, R, pp45, SEHAK, 1983

Backe E, Schwaring R, Ernst M, et al. : Ber-MAC3 :
new monoclonal antibody that defines human

human tumor-infiltrating

monocytes/macrophage differentiation antigen. J
Clin Pathol 44: 936-945, 1991

Horoszewicz JS and Murphy GP An assessment of
the current use of human interferons in therapy of
urological cancers. ] Urol 142: 1173-1180, 1989
Moorselaar RJAV, Beniers AJMC, Hendriks BT, et
al.. In vivo antiproliferative effects of gamma-
interferon and tumor necrosis factor alpha in a rat
renal cell carcinoma model system. J Urol 143 :
1247-1251, 1990

7 AE R, B E, HTREE 3 Bk

15

8)

9)

10)

11)

12)

19964F

B, RERRB LU v BB OBRRERIC
DWW, H#WREEE 67 : 1064-1069, 1976

Rl R, HLUEXR, RE&ES, 13 FHkRE
BEICB I 5 BB EE AR, R
ROE) SR 7Ry b OBRE. BWRE
ik 82 :216-224, 1991

REERR - BB REREEREY /3K subset
DFFE & IFN-y 5 RITTREZEHZRICH
T A%, BUREZES 82 : 216-224, 1991

Lee TY, Koo AS, Peyret C, et al.: The effect of
interleukin-6 on tumor-infiltrating lymphocytes
derived from human renal cell cancer. J Urol 145 :
1991

Finke JH, Rayman P, Alexander J, et al.: Charac-
terization of the cytotoxic activity of CD4+ and
CD8+ tumor-infiltrating lymphocytes in human
renal cell carcinoma. Cancer Res 50 : 2363-2370,
1990

Dougherty GJ, Murdoch S and Hogg N: The
function of human intercellular adhesion molecule-1
(ICAM-1)

response.

in the generation of an immune
Eur J Immunol 18: 35-39, 1988
Received on November 30, 1994

Accepted on October 18, 1995





