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TREATMENT OF ADVANCED RENAL CELL CARCINOMA
WITH INTERFERON ALPHA AND OK-432
(STREPTOCOCCAL PREPARATION)

Masayuki Shinoda and Yorio Naide
From the Department of Urology, School of Medicine, Fujita Health University

A total of 12 patients with advanced renal cell carcinoma received interferon alpha (3 million
units intramusculary 6 times weekly) and OK-432 (5 KE (Klinische Einheit) intramuscularly twice
weekly ). Metastastatic lesions appeared before operation in six patients and after operation in six
patients. Among them 5 patients had received interferon therapy and this combination therapy
was started after the judgment of progressive disease for interferon therapy. Eleven pulmonary
and 5 bone metastases were evaluable. The median duaration of the combination therapy was
89.3 weeks. There were 4 partial responses and no complete responses among the 12 patients, giving
a response rate of 33.3%. The median duration of response was 25 months, with a range of 6 to
54 months. Responses were seen predominantly in patients in whom metastases appeared after
operation (3 of 4 responders). However, regarding the individual organs, two complete and 2
partial responses were observed among 1l pulmonary metastases and 2 partial responses among
5 bone metastases. The survival period after discovery of the metastasis was 10 to 67 months and
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the 5-year survival rate was 70.5%

Almost all patients had fever and induration at the injection site. Other side effects included

leukopenia, anorexia, and depression.

This combination therapy is thought to be effective against bone or other organs metastasis

resistant to interferon alone.

(Acta Urol. Jpn. 38: 1299-1304, 1992)
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Table 1.
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List of patients with metastasis apparent
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before operation (group A)

No. Age Sex PS Histology

Metastasis

Prior treatment  Effect of prior treatment

(duration) {duration)
1 66 F 3 clear, G2 lung HLBI (116W) CR (17M) —PD
wedge resection . -
2 53 M 1 clear, G2 lung HLBI (74w Surgical CR (27M) —~PD
. lung -
3 59 M 1 mixed, G2 bone (=)
4 65 M 2 glanular, G3 lung =)
lung lung PD
5 5 M 0 clear, G2 bone HLBI (18W) PD(bone PD
6 48 M 0 glanular, G3 lung (=)

Table 2. List of patients with metastasis apparent
after operation (group B)

No. Age Sex PS Histology Metastasis OF | after Prior treatment Eitect of

758 M 2 cea Gl |9 6M  HLBI BwW) Po(:;‘o":e':,%)
8 76 M 1 dear, G2 lung 17M HLBI (s4W) PD
9 64 F 2 glanular, G3 lung 5M =)
10 51 M 0 dea, G2 lung M -
11 68 M 0 clear, G2 lung 84M )
12 5 M 1 dear, Gz 9 saM =)
DFI : disease free interval
BHEM o, ABEH, BEGHT, HBIBLL
WG, B S (BHAD) Thote " #
Zh B OFEFCH L, FAJE LT human lympho- OF RIRREE O ML 36~206:8, F#989. 58T, 1261

blastoid interf?ron (LI HLBI) (fR8I3K) 300 x
104 U/day J8 6 @, #rE, OK-432 (HhA48U%K) 5KE
(Klinische Einheit)/day 58 2 [H, 0B E41T-
T 1260 5 Bl AT E LT HLBI o ¥
EfedN TR D, PD LHEINCE, HHEEEY
BT Ute. oA GERBED S & IR I hiEfo
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1X12~49% B (CP522.57 B) Th -1,

PR 4, NC 44, PD 4T, #E%)3i233.3
% T#& -1z (Table 3, 4). ZHE © FHEEWIIL 6 ~54
» BCEE25.04 FCH-Tc. PR @ 4 F 3 GITix
BAEL PR 2ERFIh T3, 7 NC 0 456
DWTIE, 6~207 8 (FH18.57 ) NC s
L, 4P 28ITI36, 167 AEBEREOMAIE
dbhich, fibo 2 it Bt L B % RBd Tuvie
\». PR @ 4 FIOBHBIANTT T clear cell subtype
Thole. Fh 440 3G BROERT, 28] GE
Bi7, 12) WEBRRECOMRIN, 64n FEEVD
DTHY, MBCEBOHBE LLL DT, EROHE
T5ETOHMOES DA THBEANRALR
oo —TRERAERE PS Lo fEic ik —E o BHRIRA
bhigdh ot

¥7c HLBI BUSGRHRER)O 4 ) & HEI—BHT
otz 1BIDF 58 GERML, 2, 5, 7, 8) &xt
T50EAREOMFL PR 24), NC 24, PD1
Thot.
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Table 3. Results of the combination therapy in group A

. Duration of Duration of :
No. Metastasis treatment (W) Effect of treatment response (M) Prognosis (M)
1 lung 80 PR — PD 6 Alive (67)
2 lung 57 NC (12) Alive (20)
lung - [ lung NC — PD ] "
3 \ 108 NC — PD bone NG 16) Alive (25)
4  lung 46 PD Alive (19)
lung - ( lung NC - PD
5 88 NC - PD bone NG — PD (6) Alive (26)
6 lung 90 PD Dead (24)

Table 4. Results of the combination therapy in group B

Duration of

Effect of treatment response (M) Prognosis (M)

. Duration of
No. Metastasis wreatment (W)
lu
7 bony 206 PR [
8 lung 36
9 bone 36
10 lung 108
7 lung 96
lung
12 bone 136 PR [

ok %’;) 54 Alive (57)
PD Dead (12)
PD Dead (19)
PR 8 Alive (18)
NC (20) Alive (12)
mﬁ‘] 32 Alive (38)

Table 5. Responses of individual metastatic
organs
Organ  Effect Durations of resp M) Resp: rate
Lung CR 2 32~54 (mean 43.0) 36.4% (4/11)
PR 2 6~ 8 (mean 7.0)
NC 4 ( 6~20 (mean 13.5))
PD 3
Bone CR 0 40.0% (2/5)
PR 2 32~54 (mean 43.0)
NC 2 ( 6~16 (mean 11.0))
PD 1
114, CR 24, PR 24, NC 4, PD 3
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B X B 5 EEFFRITT0. 5% ThH - 1.

EE I Sl oR#NZERHICR D b h i

5, 1260F 10BN B S5HE1T & & bR m bhie
Teoto. 200k OK-432 5B OADFEBI R L
fohs, OK-432 5 Bk @EFI%H 5 L E 8k L
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XhEESZ L. icizfmflic %Mo coin lesi-
on BHhbh, ABBCEHEELREDI: (Fig. 1£
AL % bic HLBI of 5% Bt Lich ifigic
EZLRohT, 5% 8B TE L i FEY
A UF-. ¥ CT-scan T, HBBEOBHEED
EIT LR S bhic (Fig. 1 FT) MEEEL2 ¥ BT
DOEFHEL hypervascular "Th . HEHOER
HEE LD, BEAREL DAREOHMD = v b
B —AAEEEE OBEHIC L ARHERPHIRFIEL,
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Fig. 1. Chest tomography before IFN-a therapy.

Multiple coin lesions were seen in the
right lung. (left) CT of the pelvis (right
upper : before IFN-a therapy. right
lower: before the combination therapy)
Osteolytic lesion in a lateral processing
(upper) developed during IFN-a the-
rapy. (lower)

DA bR, 12EETiE 2k L (Fig. 2 k)
EEGOBERINEEL, BRTOBER L EHCHE
WNUTetcd, 168 BICE BRI OAERA 1T » A EIEM
BB DX TEBASIR ORI o 2. FD
BARREEFGAT L TR D, BELHEBEEOERIAL
h, BRreEzELcEEsh w5 (Fig. 2 F)
BEYVF EETFOEEN L LR B) PR & L.
AIEFIL 8 ¢ HLBI BEE L bl LTV 555,
IR O SR IcET L i e BiER O B o iR —
FUEFEATREE & £ 2, PHRABRCRBIT L. BHERE
BOEBEOM/ING, 2#DEHT OK-432 4t
DHREDD ~1ch D LB LT 5.
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Fig. 2. Chest tomography (upper: 7 months

after starting the combination therapy).
Coin lesions disappeared. CT of the
pelvis (lower: 32months after starting
the combination therapy). Reconstru-
ction of a lateral processing was noted.

REGI1 - 665%, ik BWREFX D IEBLBEDLR
Tiehd, BREfiosg HLBI 5% 1Ty, 248 THf
ERIEA L, CR X270 A#fER Sh k. ZHME
25 HLBI BEOGITHARAEEL 72 b, ERFRC
TEEBBEXT-> T\ ick A HLBI $j#164 A
BB omE,L R L e (Fig. 3A). HLBI

89.10.16 k

88.8.27 90 3.26

A (B) © (D)
Fig. 3. Chest tomography. Coin lesions developed after
discontinuity of IFN-a therapy (A) disappeared

by re-treatment with IFN-a.
12 months

lesions appeared

(B) New coin
after decrease of

IFN-a dose. (C) More than 50% decrease in
tumor size was noticed after the combination

therapy. (D)
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Fig. 4. Chest tomography before (left) and
after (right) addition of UFT to IFN-«a
and OK-432. Multiple coin lesions
developed during the combination the-
rapy disappeared after addition of UFT

‘v‘r 2 :
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Fig. 5. Bone scan before (left)and after (right)
addition of UFT to IFN-a and OK-432.
Accumulations in the 5th lumber verte-
bral bone and the right knee and foot
joint decreased after addition of UFT

to IFN-aand OK-432.

PRt 5 CHER 124 L, CR 1177 B#i# Sh
7z (Fig. 3B). LsL*0# HLBL o X5 & Ebh
BWIREEDF-», HLBI #BE3ERCHELIEZ A
BEMEBNHE Lz (Fig. 3C). Z @ =% HLBI
L OK-432 L o QrAREE % Bith L PR 2 bhic
(Fig. 3D). La L fFFIfLI4 6 7 B X » Friclolifits
BOWAIIEE D, BAECE>TWS.

FEGI 5 : AfEFNT HLBI, OK432 ff FIERk &bt
BITHB. HidiL D hlik L OB’ H b, Bl
D HLBI BHHEHR A 1T - T\ fehd, 168 Thilsk

DK, BEBO BENA DS R, PD L¥HEL,
OK-432 Pt wBitd Uic. OfBIREBISAHLIER
DEMI AR BRI -7k, #6 7 A BITHiES O
KEBREOHEN R D S hic (Fig. 4/, Fig. 5
). BRI EmE L ool d 8 AHID
HLBI, OK-432 1= UFT % @pn L. 3EHH%
1278 CHEsH Db » A b, 2008 TSR, B
FlER LUBY v FEBOB IR (Fig. 4
A, Fig. 5 ). BEIWGEERTREL e v BIEEL S
Rk TH .

% %

BB EED > LbEMFCT T EBYETE
DIE30~40% & I h?, Fio stage I b stage III
DELZEDS0% L FCHERERNALRD & bR T\
5%, Z O DETEE RO B R S B M e
DR R Lic o7 n B EE X bhs . BRlET
IFN BERTHAZ Lixamb hT sy, ETHERM
JEOEHEE LT IFN 23% i X T\ 523,
T DERIL 5 ~26%P T, El-ToOEHEIC LR
Ro\b b, FiclhREORNVPLEL Sh T3,
¥ IFN OBEEGD 5 bR O & 5 E1&413173
90%® T, BRIMALOSE 2 MOBEBICHT H5RE
EhDTRT5THB. SHEHbhbIL IFN &5
P BRG] % &1 1200 X L, HERAMEY s
L, %M+ IA VAV Fa—H—Th5b OK-432
& IFN L OftRE%IT » 1.

CR %z b RicERRIeh o, ERTDLS
CEWEROBREEEILHEENADR, BEFOER
T} BB RS b h - TIES S 4%, PR 4,
ELHR33. 3% DRI BN RFLb oL Bbh 5.
¥/ HLBI BHBRED B TH -7 5 Bl 2 flok
MBI H SR, fE¥ IFN o3t LRk L Zh b F
BRI 5 Fidh 2 FloBFIH BRI

IFN oHEBEAOKE & LT3, EEMaos
FEHVEIVEF 38 X OF natural killer (AT NK) #if3,
FG{E T #ifs, macrophage ZEOMHFEEMMIHRI X
BHEEIEER EBE L bR TV A, —Jf OK-432
AU vERECALACDhTERS, BEX
OfF A F L LT macrophage 9 v B % # ¥
L, cytokine % EEAE X%, E4 IRl cytokine A
NK #jaiE Ea g b o &2, OK-432 T X 03
X hic IL-2 28 LAK fifax FET 58 Lok
BhTW 5. F 7 OK-432 (3 IFN-y # FHEH LY,
IFN-a D@ L v IFN-y OELITERIND
EOPHRTV 310 it T TIAEE O EZ A
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ZHRELTWAHUD, HMHIE OK-432 & IFN &
DREFHHABEEIT, BIFRBEYHE L, £ofF
FABERF & LT IFN @t 5c X 5 NK MOHE
B2 OK-432 Rk vHEIhic Vv 7 2 #1 VIRK
X o TEE Ll Tl EBEL TV, B
FsbtR, REGHAOVTho Bk BIRTRELS
BoBHBETHS.

FEFHRRIC B \WTIBA L7z HLBI & & » T iR
PERL, #ERTI6) A% iiEBrESR L, HL-
BI b X yHEMIEE ON%, HLBI BEKC X3
BEOBERYR LIEMIL CR % & DS ¥ T BR-
M BEEHEITTHE L VAR D W RBREL L0
LREbh. BEDOLZA CR Mxb hic i
% IFN of5 s 5 —E0 RT3,
HLBI kDAl b3, HLBI BE i X - T i
BOBEILRONRLZ Ehb, PENALHIEAT
LF—® BRM HEEH TELNE DEITTHC &40
DEEBbhi.

HLBI & OK-432 §tfic UFT %38 L 7= 56
FEBIEA E 2T\ Ted, SEIOEHTITEH T
7R\h, EEBIS D X 51 BRM SEEAERTH »C
4 UFT oE% Re 54 D3 Rohi. UFT in X
% B O BRI TS O X Y E SR TV
B85 LEREE LTIEA T A5 Do, IFN
HEET DL 0 ik —F, {beemk &
BRM : DHfHFELEH SR TE D, EEEFck
B RESKEEHE Y LT X b2 L, BRM o
PREEEXRN DO TRV EEL BR TR DI,
IFN & 5-FU & synergistic 2R HE LT
WA &g HLBI & OK-432 L o FEhs
BTIVIESIC UFT Z@L, * 0 HRE%RT
B5FETHS.
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1260 AT M JaRsE® w HLBI & OK-432
DRI AR, 4Bl EYTh Y, sl
Bk 4 B, BUER 5 Glch 2 GBS © M 2 & Hh
7o. ¥/ HLBI BMRIEDER TH -1 4 Bl & 5hE
P~ TH -7 | FIDEE 5 Bldr 2 e BB OfE/N
MEDd LI, §E3k IFN ORRITA5 & R Ty
TEERS IFN Biitolgc bR R ohi-o
T L.
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