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Previously, we reported the effects of human lymphoblastoid interferon (HLBI), using a trans-
plantable human renal cell carcinoma strain (AM-RC-3) in nude mice established in our labora-
tory. An overall anticancer effect was found from its combination with UFT (Ft-207t uracil)
In the present investigation, we examined the clinical effectiveness when HLBI was administered
alone or in combination with UFT to the patients.

Seventy-three patients who had undergone curative surgery were divided into 3 groups, accord-
ing to the type of adjuvant therapy. The HLBI group consisted of 38 patients, including those
administered the agent alone over 50 times for more than six months, and or those to whom it was
given in combination with UFT. The second group of 23 patients had been treated with hormones,
radiotherapy, or with an anticancer drug (Fluoride pyrimidine group), while the last group of 17
patients underwent no postoperative adjuvant therapy.

The survival rate calculated by the Kaplan-Meier method revealed no significant effects of HL-
BI on the survival period, but a significant difference (p<{0.05) was found in the HLBI group
compared to the other groups in terms of much higher non-recurrence rate. When HLBI was ad-
ministered alone or in combination with UFT, a definite anticancer effect was seen in 6 (complete
response 3, partial response 2, minor response (MR) 1, no change 5, progression of disease
14) of the 25 treated patients. Fourteen of the 25, treated patients had postoperative recurrence,
and 11 patients had distant metastases, at the time of diagnosis which were considered to be progres-
sive and measurable lesions. In 6 patients tne response was better than MR, with the effective
rate being 24%. Four of the 6 patieats had received HLBI in combination with UFT, which

suggests a clinical effect in this combination.

However, the effectiveness was limited to the lung

lesions, more effective treatment of the lesions ;in other sites is required.

(Acta Urol. Jpn. 39: 1197-1203, 1993)
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Fig. 1. Overall survival rate of renal cell carcinomas.
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Fig. 2. Survival rate of Robson stage IV patients.
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Fig. 3. Survival rate with use of HLBI as adjuvant therapy.
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Fig. 4. Disease-free rate with use of HLBI as adjuvant therapy.
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Table 1. Characteristics of patients treated with HLBI alone and in
combination with UFT
Histopathological findings " ]
Case Age Sex P.S. . Nephrectomy Previous therapy
Grade Stage  Sites
ILMK. 73 F 0 1>2>3 pTiNoMo Lung Chemotherapy (UFT)
ZIN 69 M 0 1 pTaNoM1 Lung + TAE (absolute ethanol)
IAK 49 M 1 2>1 pT2bNoM1  Lung + TAE(Gelfoam)
Pleura
4SH 67 M 2 T2NoM1 Lung - TAE (Gelfoam)
5J8. 46 F 2 1>2 pT2bNoM1  Lung + None
Bone
Liver
LYM 74 F 0 21 pT2bNoMo  Lung + Irradiation
Bone
TAE : transcatheter arterial embolization
P.S. I performance status
Table 2. Clinical results
Administration of HLBI . Duration of
Case o - Drugs simultaneously Response response Prognosis
Single dose Dose schedul Duration Total dose ysed with HLBI po po ¢
(U/day) e SChedUl  (days) w) ()
LMK 3X106 2/week 85 255X108 UFT300mg/day P.O. CR 5 dead
(Brain meta.)
2IN 3x106 daily~1/2week 211  6.33X108 UFT300mg/day P.0O. CR 44 alive
3AK  3X106  daily~1/week 169  50.7x108 UFT300mg/day P.O. CR n dead
(Brain meta.)
4SH  3X106  daily~3/week 78  234Xx108 None PR 3 dead
(Brain meta.)
5.JS8.  6X106  daily~1/week 83  4.98X108 None PR 6 dead
(Liver meta)
6.YM 3X106 daily~1/week 80 24X%108 UFT300mg/day P.O. MR 7 alive

U _ unit, CR : complete response, PR : partial response, MR : minor response,

M : month
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Fig. 5. Right pulmonary tomograms of Case 2.

2>1, pT2b, No, M1 TH#i#d O ¥ o3 %Rk S
L, 62EHSHIHIER BAE L Lic, ZTo®ikic
T 1 Bl/week D5 CREBBIZE LT\ o, #k5
LW b b b 110 B R EEMES S I
L, it 11147 AR X 3 Hifioicdic
T L.

EFIS5  J.S., 458%, Aotk

MZHEHE I 55X 35 mm @ coin lesion & &3k
5, FEB R DL I T\ 7oA, 199045 A22AH
MABREMT 2 T Uic. % B 2 Wrikgranular
cell subtype, grade 1>2, pT2b, No, M1 THf#%2H
158X b HLBI 6x 108 1U/day ® 5 %47\~ 26[0]
B bl S R B 65% D MR % FR 8 52[a
STk, LhLE, HicBH L NC TH-
fo. #o#% HLBI 6x106 1U | [Bl/week T #8812
LTz, UL LITH 130 B IFisi ot R D 1o
BT Lichd, Z Ol ¥ T OB ILRD bhvich

o,

% 2

4vr—7-uyv (JUF IFN :83) NohET
DALEEFEH X v b EMlyze LCRSTHEZ L
B—BERDONRTNB T L THHH, LOEKER
1110~20% E1EL, HLTHRTE S b DT,
MRS X RASDH B EHH B LODH HE,
BAER R oAb BRE S ¥ foid > biological res-
ponse modifier (BRM) & DBffRY IO X » THE
B LR ThbhTw5, MHET
BT X — Py ARBREAG, v BikEk
(AM-RGC-3) 15t LAT » Te il RS BRI 31 C
5-Fu 35 X 00 HLBI wEFHEIHIRA S ZD 5 h,
L34 HLBI i U ABERFNRERZ 2R
Z L HT»Y, X HI biochemical modulator TH
% UFT toftRc L vEml LofBEHRixr

®)

1201

)

LicZ EaHE LY. SEIRVE ¥ TOERERY
b & BMIREE 5T+ 5 HLBI B3EE 55\ ik
UFT L OftAFS X A MEBBELERTHDHES
L OETRRC T D IR R e Lic

WEMERE L LCo BER T3, HLBI # &
BB 6 4278 & s\ 7o HLBI #58
LIBDBRRR CENEDHRT, HLBI O £5Fik
ADHFEIRB LTI o tedd, EFRRB LT
BAERCER W ChIXERLPOREE—BL
TERY, FRHFEL® L stage 11, ITIA DFEFI% B
RIRET HLBI 5B EZSCIEBERRENE -
EBRRTWBZ LinEnD, MEMEELELTD
HLBI 5 3 BRETFH et LEDTH D L5 BDb
i, L L, SRIOKRE Tk B oz 2 ARV
v Z7DAZ Y —=v ke CT, US,MRI 7z i
X W ERFER I, VP B incidental tumor ©
BRSSO TH B S L. ¥4 UFT
& DY & B BER OB ETOVWTULESR b 4
74, BEMHLEVLDESE S DR B BHEN
H5.

EATRE X 5 R R 256+ CR 34, PR 2
#l, MR 16T, MR LlEDZEHRII24% &, o
HEU WLF L Th-Te. FAHEFOERRF T,
PS HRIFT, BREEMIETINTEY, BRI
PETRTHEFFCTH -7z &7 Muss OHE® L3
FE—F LT\,

bhbhix, HLBI OEEFERHROMEME
FONERE « BERRIF I S R ER X220, 5-Fu
L EERRIE R S B E R LAl pFAT A L &
> TSHlo DNA AREEIEHTHOTHAHS &
HERI U - SRR X B MIfasE sy L UFT % 6f B
Ly, BEHES 6 Fldk 4 fias UFT & off B iE 6l
ThHHHAREOEREXYTRETHLIOTHoT. L
ML 2 BIRSER TR LT h b ER BLe A%



1202 WRIZE 39%

BREOHBE S E hi.

SEIOMEMBEEO®S Tt HLBI ##58% 6
2 HS0EILAEE Lizhd, IFN OWRELNEE 55
EORER, B5E, BERR S OWTOBRENR
FERFESL I T\ e, Nanus B2 3 Z 8@ 5L
PR TH 5B gpl60 % B T 5FMlaEKkL IFNa &
EHEE D OLHE LTI Y, gpl60 DRFEOBE
BB E L BEOBIRCERANS Lt &
hoDz LS HIDMELBRELELTHLEE
ATHAHS.

W LT BRIBROEARR N E bR T\ 5
DT, @b DREHRY X BIDIY, LHRIERAME
DEEIERERL, X FV1 v IhBEABRYRT
THUNENDS.

5 o

% — ¥y ALRRJRE A, b BaEsk (AM-
RGC-3) it LIT » 1o HBFIREH AR O RBRFERE
b L, BiifamesT5 HLBI BHEH 5\ %
UFT L OBHR#E X AMEBHREREBERTFHHRR
I OETRC T AIRRDR LB LU T ORRE A
7z
(1) fi@eEEs LCo HLBI 053 ERTE
BRERTFERELRDD EEZLDRAN, B,
BEE, #5ER IOCESHREICOWT I DB
DETH5.

(2 #MBCRLTiE, CR 34, PR 24], MR
1 41T MR Ll EOEHRIX, 24% Thote. ZIRD
b bhic 6 FF 4 Flt UFT LopBHAITH D, HF
R0 B R RS I NI,

() EBECK LR L bRIHALE, TXCUHE
TH D, WELSOREC S FRRBFED HENE
Ehic.

Nk ABRXOES, %42 BAMREBNELEDTRS
(19924E118) THE L7,

X 8

1) de Kernion JB, Ramming KP and Smith
RB: The natural history of metastatic renal
cell carcinoma: a computer analysis. J Urol
120: 148-152, 1978

2) WWEZY ¢ e b WREREREMEEE o RE» M
BT B EMEAEARE 13 77-96, 1985

3 WEFY, W B RS, @2 X-F=
v AR ¢ BRI TR v 2 -7 =
= v « (HLBI) & UFT, 5-Fu DOffH#k.
WRFCEE 36 ¢ 527-534, 1990

9 BAWRBHESR « BAREES « BREF S

125 19934

Bram BRI Y. R SRR
Wi, 1983

5) MNUEZ : BB ALEREE R RAE L,
BRI E A B H AT B & X ARG
%, Lk :166-167, 1979

6) ik B FJIEE HIE B @0 ETEM
JageTorer allfvr—7=r vOLHE
PR L T ORBFIIBET. BWIRARE 76 : 965
-973, 1985

N KBE=S A vx—7=r VIRLBFERR B
{t5% 14 : 1194-1202, 1987

8) Shornagel JH, Verweiz J, TenBokkel Huin-
ink WW, et al.: Phase II study of recombi-
nant interferon alfa-2a and vinblastine in
advanced renal cell carcinoma. J Urol 142:
253-256, 1989

9) Dexeus FH, Logothetis CJ, Sella A, et al.:
Interferon alternating with chemotherapy for
patients with metastatic renal cell carcinoma.
Am J Clin Oncol 12: 350-354, 1989

10) A &, HHF B HPpERE @h o E#ITnE
MRS afllf vE—-7 2 rv v« OK-432
(streptococcal preparation) REFGFEELEOR)
B FELLHE 13 ¢ 2434-2438, 1986

1D BEIESE, AHES  ETEEMEEeT 51
vA—7uv-a & OK-432 OftHEE W
RICE 38 : 1299-1304, 1992

12) |l %, WHEEE: BRLIAvE-7an VR
#5005 — %. Pharma Medica 10: 99-104,
1992

13) HFM 5, B, AEMER 3h B
THRRIA vEx—7 v v-a (HLBD 2 X%
MBI OKRET. Biotherapy 6: 1127-1135,
1992

14) Quesada JR, Swanson DA, Trindate A, et
al.: Renal cell carcinoma; antitumor effects
of leukocyte interferon. Cancer Res 43: 940
-947, 1983

15) Sarna G, Figlin R and Dekernion J: Inter-
feron in renal cell carcinoma. The UCLA
experience. Cancer 59: 610-612, 1987

16) Swanson DA and Quesada JR: Interferon
therapy for metastatic renal cell carcinoma.
Semin Surg Oncol 4: 174-177, 1988

17) |l 5% : BROFWLUNORE— vE -7 =
= VHREE—. WRAHAR 1:201-204, 1988

18) Muss HB: Renal cell carcinoma. In: Biolo-
gic therapy of cancer. Edited by DeVita
VT Jr, Hellman S and Rosenberg SA. pp.
298-311, JB Lippincott Company, Philadel-
phia, 1991

19) wifRE : RIS D in vitro TOSRERIIPISE
2 MIREEED BBk v & — 7 = v v LIFER &
DPFFARIR. WIRICE 33 : 15-26, 1987

20) B)EW, RAFME, PRFF, @A vzx—
7 = v v (IFN) oHEEHRBIT 58 (1)
IR B R K B M B 3 5 448 IFN o



W, (35 BRI« 4 v 2 —7 = v v « UFT gL b3 ER: 1203

B REREEISIE R e oW BRREEE
76 : 734-743, 1985

21) Creasey AA, Bartholomew JC and Merigan
TC: Role of Go-Gl arrest in the inhibition
of tumor cell growth by interferon. Proc
Natl Acad Sci USA 77: 1471-1475, 1980

22) Nanus DM, Pfeffer LM, Bander NH, et al.:
Antiproliferative and antitumor effects of a-

interferon in renal cell carcinomas: correla-

tion with the expression of a kidney-associ-

ated differentiation glycoprotein. Cancer Res
50: 4190-4194, 1990

Received on October 19, 1993

(Accepted on October 22, 1993)

GREBE





