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Interleukin-6 (IL-6) has been demonstrated to be an autocrine growth factor of renal cell
carcinoma in vitro and released IL-6 has been thought to elicit the acute phase response in vivo.
We investigated the possibility of anti-IL-6 therapy of IL-6-producing renal cell carcinoma. There
was a dose-dependent decrease in the number of colonies formed in vitro of NC65 renal cell carci-
noma cell line in the presence of dexamethasone which is known toi nhibit the induction of 1L-6
messenger RNA. IL-6 receptor antisense oligonucleotide and anti-IL-6 receptor antibody also
showed growth inhibition of NC65 cells. I1L-6 antisense oligonucleotide and anti-IL-6 antibody did
not alter the proliferation of NC65 cells. These findings suggest that inhibitors of IL-6 production
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or IL-6 function may be useful for some renal call carcinoma patients.

(Acta Urol. Jpn. 38: 1333-1336, 1992)
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in vitro TR NTA v 2 —uALxv6 (LT IL-6)
HPEBHIEE © autocrine growth factor & UT{EH]
LTWABZ ERFEINRTWBY. bivbhil NC65
T Gk & A XD v+ B ok 25 1L-6, 1L-6
Ve 7 E— BIOVET R —MbO Y S F A uGE
TAREEAgp10 X RBE LB ERRLIEY.
EHIE K s\ Td IL-6 X IL-6 V&7
A —HFERC R LTS BENEA L TR D, IL-6
BN o F4E, HE, % X U° paraneoplastic
syndrome 24 LT W B ATREM A RIE L 7P, TL-6
BEFOBEERTFYAY Y VIREDAT v FIZX
DR A LA BT RTY. e IL-6

il

D7 VFEVAFY) TR UEF FREEL IL-6 £
w Yy — RNA (LIF mRNA) 0 BIFR # &
+5% &, IL-6 #ERT & U553 & M B bk
CHIFEHNH DB Z LR |E IR THBD. L
TAE IL-6 BB\ T IL-6 U7 & — D gk DHkEe
I A & L kD BRSO IR HIH 2 TTRED &
5hvk e+ BHIBREM ak NC65 & AT ARE =
z 7t

ME & A E

(1 Ak

Schroeder 51T X b 87 X hfo & b EHI R
NC65 & A\, B 2 % 7 VA Rl (FCS)
Szt RPMI 1640 (=, A1) wHI.
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@ FF¥H2r¥Vv, AVITRIZVFFF, BIV
btk

FH4 29V v (Sigma) (3 EER I 100M O
e b L SR L £°C TRE, {HRE K £k
B Tl Utz IL-6 7Y F kv AK Y TR 7 VAT
F&LT IL6 @(EFOHE 2=V vD5 a2 Pyl
HWHYTR15% 7 VA F ¥ (TCCTGGGGGTACTGG),
IL-6 VE7E—TF vF RV AF VIR I VA F F &
LT IL-6 Vt7 %~ mRNA OBlg= ¥ X bhD5
2 ¥y il 15 X 2 v+ 1 (GCCGACGGC-
CAGCAT), 2v b — & LT IL-6 EFDOEY
AFX Y TR 7 UAF F (AGGACCCCCATGACC)
% DNA &F#E (Gene Assembler Plus, Pharm-
acia) TR LT TE &% (pH 7.5) i, —
30°C TR L7z #Hie t IL-6 €/ 7 v —FAdifk
(MHI166) LUt + IL-6 ve7x—E/ 70—
Fakifk (PMI) i3 B A & viREEE Z1T
Jo. avimr—AELT<YAH e b 1gG ERL
fo.

(3 =2wm=—JRT » Ak

1 ml OEEHRER AR 35 mm B MY —#E 37°C,
5% COz f v¥ . —X—TRE L, Thic0.25%
FY TV E pipetting X W B —MRR L
NC65#ifg% 1x 1048 "2 fn 2 7. 24BFR & A
EHEAR 1ml OEFKEZHRL, b4 AREE
L. 16 EDfIfas% 7 5 A % — (cluster), 30{&
L Eo#ifaid = = = — (colony) LEZHKL, BILHE
BMETTThZho@EERL:.

7 7

1) FFrr4Jv

FEHF 2 F YV L IL-6 BEFOEEXAHTSC
ERMBRT VBT, £ 2T 1x1075M, 2.5x10-5
M, 5x10-5M, I x104M OEEDOTFH 29V v
S EERW A YRR L NC65 #ilaT = » = — U EES
fFoteb o b, Fig | AT X 5 KRN I 85
LR bhte.

2 7vFevAFYIRIUAFK

IL-6 D7 vFvyAFYITRX 7 VAEF NiL IL-6
mRNA &A1 7Y, FEIURL, mRNA Dz v
7 HA~OMR AT S, Bl CELEWE ShT
W5 Dk FE—O EIES A B\ foh®, NC65 fiifa
TR R RD bR e »f. —F IL-6 v
S R—DT /F R/ AF YV IR I VAF VN TEar
= — DR 2 MR B bivie (Fig. 2).
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Fig. 2. Effect of antisense oligonucleotides on
growth of NC65 cell line

Table 1. Effect of antibody on growth of NC65

cell line
Antibody  No. of clusters*(colonies**) % control
(25 pg/ml) /dish cluster (colony)
control 344 (712)*+ 100 (100)
anti IL-6 2712 (4%1) 79 ( 57)
anti IL-6R 161 (3+0) 48 ( 43)

*216cells ** =230cells *** meantSD
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(3) ik

EEINnTe 1L-6 BRFERT & LCHIET Bcdic
THIFERE O Ve T 2 — LS Uit b sy,
COREETAH IL-6 Hifk, 3L IL-6 LT X
— L & b ic NC65 R0 #RE % #IfH L (Table
1),

% z

IL-6 13 BM#ifaD SEEAM A~ O BK B 451k
Y¥FETLRFELCI/Ir—= v 7 INbHaS b h A
vCHHDY, BETHREC R 5 2HIEHOH
B X EIEFRFARFO2L LGSR TV Y,
Fio IL-6 43V v SRMIBaD e ¥ 5 3, B
fa, MmAEPIEMRRE, BERCEMREE T24 220+ 75
AP =R ECRBNTHELEINT VA EHHRER
B EEGHRE b SR bic - TV B, BREE
Tl autocrine growth factor & UL THBE L Tk
DI SEEBHIREC S\ T % in vitro T autocrine
growth factor & ULCHI<  L2MRE X hic. =K
Chhb LB RN O 1T SR 0 23% THEE
#o IL-6 mRNA EEIPTGEL Tz &, IL-6 v
72—~ mRNA OFEEL 26% DEGIRD bz
&, bWk IL-6 FERITES T CRP {H,
) v AEIEROMENERCECC LR RE L.

IL-6 2L, HWEh, MEEEO V75—
e LMlRNC B rrr 2 nEdT 5 ¥ TRt
Fig. 3 WRT L O AT » 7OFETS. IL-6 iR
FOEE R I vaanFal F2BiEREFEY
p53 TIHIZh Dz LAHEE IR T L 55D, 4
B, F¥4 29 vEERRC ML ARERE
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Fig. 3. Anti-IL-6 therapy of IL-6 producing
RCC

AN REIIRIS R R bt (Fig. 1), LasLight
b, T OHFEHEA IL-6 EEETEALTVSLD
eDDy, BHAILS a3 aAF al FORDBERT X
HLDRONIE LB ESBEETS.

TVvFEV/AFYITX I UAF F i mRNA & -~
170 VEBKL, BErERETI0MET5. £
DEFLELTA1 7Yy FEEEOMRNA © ¥ KR
7 V7 —YHR X DG ENFE IR THB®. £
ZTIL6 7 vF v A4 ) IR 7 vt F N EEHE
i< NC65 #iifatko B35 s B L
e RIRRS DI d o . BREIE R R CHIEH
IR HE Sh T b 4 0 & A—0EERI By
72h3®, NC65 Mk TR EED bt o il
BELT, BERCEERBR I VT —HiLLB4 Y
TRy VvAF NOSME NC6S HIjatk BBk
LD BIL-6EEMBECZ ERELBREN, LV E
WEDOA Y IR 7 VidkF FCL OEERE 1L-6 225
DEEINEE Bbh5, ~F IL-6 vesx—7 v
FLVAF VIR I VFF V&L AL NC6S
HIRaRE O REFE I EIH FED bk (Fig. 2). IL-6 v
& —DFRHEET 1S b 100720 L1, 000f8 & A e
Wizdd mRNA BEE $ D7e W, LENEEE ©
IL-6 Vel 2—T7vFEvAA+YITX I VEF KT
Tt IL-6 v 72 - RBOIHER b Shick
Bbnsd. LHHREOCHEEIHODIIZT vF €
YAXY IR I VFFFDR 7 VT — EEFMEY R
L), "M 7Y o FDYVRR I V7 —EH~NDRERZ
M BT AL NEL E 2 bh B,

B Ehc 1L-6 2SR T & LTEET B 7edic
BHIEEEO Ve 7 & — LA LR b g,
0 ERE P IL-6 ®/ 7 r—J v Hfk, il
1L-6 v/ & —HitkTlETSZ X b NC65
JaOMEC BEER ROhBENEIhERE Lick C
5, & HEREIHI2EED bhviz (Table 1), ] IL-6
vies g —HEOFTI RG-SR EDBh
FEEELTE, TYFRVYAFI IR VFF FD
Ba A IL-o & 1L-6 Ve 7 2 —DREBEOX
CIbEELbhD., IL6 N rverr—LESTS
L, IL-6 LES LI v 7 2 — s e micEET
BEEES gpl30 LEEAL, o gpl30 EAHLTY S
FABEEZIRDSD, H IL-6 Vver X —HifFik
IL-6 L ve7 % —DFEAXAETLOATIE S Vv
w7 & —& gpl30 DAL HEL, NC65 Mznty
FEENGIA S TR S H B, F gpl30 wwxbd
Bk IL-6 O v 7 F MREHELS IIFTE 5.

IL-6 D 73 VEEEB O 7 = » 7125 invitro
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TH NC65 fifan = v = -0 JHlA 4 EZED L
k. L Liehis in vive T o0 BRI 1) %
1L-6 OHEENIFHMA B E » T/, Fie IL-6 O
B REHHIEEA~D [L-6 OIEF OB RERY I
U & LTI & ORI B 52 % b - T\
V. SEHEIERYE U T IL-6 Bk O BIE R BRE
LE b, BHBamEaEI R & paraneoplastic
syndrome DEMFHRZHARXTNLFETHS.

£+ B
1) FE4 24 3 1L-6 24 B H Bk NC65
DIEFE Y BRI L.

2) IL-6 v£7 %2 — mRNA O7 VFrV/AFY
TRIZVAFFRIO H IL-6 V7 2 —HifkiT
NC65 DHIFEA I LIz, IL-6mRNA 07 v F+
VALY TR 7 UASF Fis LU IL-6 B Claisbmg
PHED bRk -7

3) IL-6 QEACHEEXIHT5HHEC X5 IL-6
FE A BRI HR D AT REMEARIEE X T,
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