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THERAPY OF RENAL CELL CARCINOMA
1. HORMONAL THERAPY

Mikio Kosavasui, Kyoichi Ima1, Katsuyuki Nakar,
Takanori Suzuki, Masaya NAGATA,
Yoshikazu Ito and Hidetoshi Yamanaxa
From the Department of Urology, Gunma University School of Medicine
(Director: Prof. H. Yamanaka)

Sixty eight patients with renal cell carcinoma were treated at our University in 1968~
1983, The prognosis of these patients was studied retrospectively. Sixty six patients had also
been receiving treatment with chemotherapy or radiotherapy except 3 cases after radical
nephrectomy. Thirty five of the patients with Stage |~ renal cell carcinoma were treated
with hormonal therapy using chlormadinone acetate (CMA) or medroxyprogesterone acetate
(MPAj. CMA was used prophylactically in 21 patients with Stage I~IIIA renal cell carcinoma
and who had undergone radical nephrectomy. Metastasis was noted in 3 cases in this pro-
phylactic CMA group (21 cases) and 4 cases in the control group (19 cases). No significant
difference between these two groups was observed statistically. In the advanced group with
Stage IIIC-IV renal cell carcinoma (11 cases), only one case with a complete response was

noted after CMA combination therapy.

Key worbs: Gestagen therapy, Renal cell carcinoma, Multidisciplinary treatment, Prophy-

lactic treatment
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Table 1. Details in chemotherapy and side effects of 32 cases
Anti-Ca-Drugs Number of Patients  Side Effects
MMC 4 Anorexia 3
Leukopenia 2
MMC + ADM 3(2) Anorexia 3
Hair loss 3
Leukopenia 2
MMC -+ ADM +5-Fu 12(5) Anorexia 10
' Hair loss 7
Leukopenia 8
Thrombopenia 2
ACNU + VBL 12(1) Anorexia 10
Hair loss 8
Leukopenia 9
Thrombopenia 7
UFT 1 Anorexia 1

MMC : Mitomycin C
ACNU : Nitrosourea

ADM : Adriamycin
VBL ! Vinblastin

5-Fu : 5Fluorouracil

() Number of patients treated with chemo-radiotherapy

T 326 DERIRBURIC D\ THET B & 65 THRET
L CT&Fe.
WNgEELUFE

196845 8 A X b 19834108 ¥ TOMISERC BEX
R BB IR IR ABZINE U =B i o
BEBLD S5 L3I ¥ A 2 — ¥ VEER KT L.
3561 5 $3280ic CMA % fifid 3 fili. Medroxypro-
gesteron acetate”s814~16,10 ([JF MPA tWg3) %
iz, 4E, CMA % B\ BEFaEETh » 123200
U COhBEEML 1.

2L b o DL LT3,

1) BREHERHERRIETIN, REAGENL
BHRETHHZ LN FERINTHB. 2 ERES
BBHVE B EOHEEERF OB D RS LT
CMA 100 mg #H & n#4ic € RIE 4 BRI
BELTc. FHRMESDEMC X L TIHE L Y CMA
100 mg HAROHE, [CHHEE HHARERTE
b CMA 100 mg ZHEFFRRE L LCkBEL 7. 3) #F
HIEERE LT CMA hng, PusHlo ¥k 5\ i
PUBEH & AR RB A OWThed T Ihi
(Table 1), ZHEHEL A AMBGRELHIEL R
U, AFRIZENEFRY AV, HERREEYFR
B& L. ¥ Stage 41 Robson 048It -»
fo

= g

FEGNIC D\ TERMPIFE 138, 5825 T, Ty
EWNIST. IR TH D EMS S B & 125085 560

Table 2. Age and sex of patients

Decade Male Female
30—39 1 0
40—49 5 1
50—-59 8 4
60—69 4 5
70—79 3 0
80—89 1 0
Total 22 10
Mean of age  56.8 58.9

B SBLHIL22:1 THote (Table 2). &
B AR66l, ENI6BITEAZIZLL, BHBD
REHERIIN 551l g TH-To. FRIILEANIRES
BT CRIRRRRER 7 61, BERu, &l
BR1BIThore. 19778814 TRIEE AT Dapproach
TR V19765 F TRRLFAVEERTH D, Y v
TED BT IR Ten. 1979 BITIIT S RINNE
BB 5 CIEWERTH Y, Y v EiFEonT
ST, RETAIXZSETH2. V) vAHREOER
BHCHELTIRHBODS & 2510, B CilizE
SR ) v AEIELET L O3, SRl
TR TR TH » 2 BlD 2\ X% 5 Tl -
b Db ED TLIMLEREY S itsTkD, *
D5 MEHEREL O BRI 8Bl TH -t i
FOERT B\ TR MMC BinE o ¥
MMGC, 5-Fu & Adriamycin % £ #I8E8 L7z FAM %
BAMETT SR, 19804 LMSII3IE £ Bl ACNU
& vinblastine DPERAEEY B2 0o T 520720,
BITERIBATRBR AL T2 EAL B D, B
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HOBEER IVCBEER L X EEE THELDIERE
KIZTERTCERVY, RERTNE 2585, SHHH
EHEPENEL »%. EREBRTREIBFE
CEHREORBRCEHEh T3 ACNU & vin-
blastin OHFBRIRC BT EIER TH 52 LA
AT IR w MRS BB 38 B BEIE 4 AR
WADHETCHR{MPRBISEREECR DR
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(Table 2).

BB ST B 7 A 2 — 7 VEEOFERE oW
TYHREE & BRAEE O 2 BIC KA L CHRHE
ERALIC.

1) FPHBRRERELTOFRE — 7 vEIOHER. X
S LT AR BRI L E X bhiz Stage
1, I, MA®214j% prophylactic CMA group &

Table 3. Characteristics of patients treated with or without

Chlormadinone acetate (CMA)

CMA Group Control Group
Stage No.Pts M F Recurrence Stage No.Pts M F Recurrence
I 12 8 4 1 n 5 6 2
1 7 5 2 2 6 4 2 2
A 2 0 2 0 1 0 1 0
Total 21 i3 8 3 18 g 9 4
Average Age  57.7 53.8

M : Male F : Female

Table 4. The prophylactic combination therapy

CMA group and control group

Combination Therapy CMA Group Control Group
Chemotherapy 18 10
Radiation Therapy 0 2
Radiation and Chemotherapy 3 3
No Postoperative Treatment 0 3

Total 21 18

100 Control Group
g & 2 2
g Prophylactic CMA Group
g
»n
60
40
20
Advanced CMA Group
0 A
0 1 2 3 4 5

Fig. 1.

Time (years)

Actual survival rate
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Table 5. Details in advanced group (11 cases)

No. Sex Age Stage Metastasis or Invasion Response Duration Other Therapy Survival(M)
1 F 493 [IC Vena Cava(lnvasion) C+R Dead (14)
2 M 6 N Lung CR 4 c (10)
3 M 64 Lung PD c ()]
4 M 46 Lung and Bone NC 4 c (12)
5 M 65 Spleen (Invasion) c (3
6 F 63 Lung NC 6 C (21)
7 M 59 Lung and Bone NC 17 c Alive (17)
8 M 4 Lung and Bone NC 8 C+R Dead (13)
9 M 50 Lung NC 4 C+R (12)
10 M 70 Lung NC 9 C+R (3
MM 5 Coecum (Invasion) C+R (9
CR : Complete Response PR : Partial Response NC : NoChange
PD : Progressive Disease C ! Chemotherapy R : Radiation

L, ¥l XU Staging K ST [H—D% ” =

HE2EL BEANESERNEET L 226105 % 1%t
16, BEFTHEE 2 2B\ /=198l% control group
(Table 3) L LCHIZ &L hELOBDRDD BRXK
BIOCERUEER T OWTHEEL.
group % prophylactic group &IRIEHEEE, HFRE
BL LT 3HIRBR O fiufbBa s, MR o
b Bk GHRAFES TSN (Table 4). TH
Hre LU CGE3ELAOBERELE $1c25% T, 34
L SEFTOFBRIEIC0TED, LEEX
ZREDT, ¥R EEFRCOWTHERLES
ER B Ih -t (Fig. 1),

2) BRNBEELTOY R Z -5 VIREOWHER.
SHERITHEY IEE R - & 2 bhic Stage M C,
IV #-Cop advanced group DIIFEFITHS (Table
3). Stage I C DEEFILEREIR,. T ABIR EE MR
2b Y, MEREHE < IFERITBREITH - fcdd
i 5 » B OB L2 4L Tl4m f T L. Stage
NV X 10EFATH 25, ERERLHET 5 EN 86
T, 205 B 5 IIERE, 3 6ULHR X OBESH
Hote. EBERRE~OBREIMEA~ OB &R
~DOBBOE« 1 BITH -7 BEREBLETLIES
wxfLC CR 2 14T, flr NC %% PD Th
St FHIESWT LR X UCBEBYE LK1
BTHEFELTVS L AR TURLBIA 2 LRI
Lt EFBRBE~NOBRBOD - IEMAGMES H A
B M HIL DI DIEE, BIE~OBBEL %6
AR TR LUFEREZETCI A B TRIEL o,

CMA DBIfERRHR SR Lo MBI,
13IE 2P ABERIND A S iR iR ERER,
VRT VYR IUVEEBROTNIEESFHM %2 1 HI3°
DR LRICDHRT, EREBRLDIIhoT

/3% control

B CRRRE S L CHEERD B WIRRR
ERBREO BREVERAER T2 AN H5 o L2
(natural disappearance), WBIFLIc:ELLR T\
TN 0EL EEBLTHOBERTAFNSE N
& %520 (late recurrence), F7-BRECEELERE
DOBDONBBENH B Z &5 host dominant 7
BTHDLEZDN TS, RENITBRIS. %
LB ORE L L Thl e vEENERCIES
HMRIhD LS BELHHHEHEO, Fesk r h W
B97crge & LTl Hamster I estrogen %45 {8
S35 L BORBIERIhDPMETILE > BE
Lignz &2,
corticosteroid X BHEOEM L HHIT 5 = £28n b}
mrE AR E OBERC OWTEL LR TER. B
MlEeT 5 s e vo fEABFRARLT, 1)
BEorrevRECEEYS2 5. 2) BalcE
BIERT5. 3) AFRCEELYS T, ik
2B T5. FRFECIEE4Ham o hormone recep-
ter DH DL OERHIR DS BT obh TH520
hormone-recepter DFELE L k& VIREDOESM
DOTRELDHE LR IhToiny. BHEE~D
A VIRIE ORI BT 5 85111964450 Bloom
LOMXIRE D, DK, Samuels®, Talley's,
Z LT Wagle 590 hHK, ¥44BCc3xBER:-M
REPFERE B2 WHRHEC B\ TR0 0H20
BRI OB\ EYRELED . U LESE TR
EORGHEERTHEMI <, Mic Hrushekey &
DOIERD & 5141680 8 61 (1.9%) &5 {EVAR)
g, FRER-HELL, ILREFOBOERT
60FIR 34 (5%) &\ 5 BIEShicii&®dy LT

¥ /- progesterone, testosterone,
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%. Bl XM 3T 5 kL e VIRIEOBHE
BIOGRIHEEL bR TR D, BB RESY
EELZ LR T HIERER L AR L T L
T YD WZ Eddbhote, Lich - THREDK
LHRRE LCERT 3 RIDR IS E D TER
EVOEZN—BITHS. L L, BHIRE OB
HLUThLE VRENFER THHEAR DS LIFR
HKRINHETH Y, ST EFI X B BREEEL
L BRI R R LT L, SE, L b RFARE,
HATH, v A & — 7 v FI HlEA, Bty 6t
L7259, (multidiscipliminary treatment) %
R, B L vEBEE LTISRL v ER SR
T & f=Di¥ progesterone, testosterone 33 XN cor-
ticosteroids D 3HFTH%. FhHAT va FREX
B, o b BEAINTHBONF AR -7 VEIFC
Hb, &< medroxyprogesterone acetate (MPA)
¥ #oit hydroxyprogesterone caproate (HPA) 7%
HERAIR T35, HBPITIL progesterone FHFEfC
H% CMA %320z, fiio 3BFicis MPA 2EAL
fo. BeEHE: c BEER I OHRSPMIENC X b 8
¥FLETHBHM, Bloom”, Samuels!® k5 XU Paine
BP0 HE Tk MPA 300 mg EAZD F 7
ST & b REFSEE BT S hich, BeEo#R
£t MPA 100mg EHEREEN —BIH X 5
Th5. HEHTIX prophylactic group, advanced
group &% MPA 100mg #HFFLD, CMA 100
mg MAZEOFESE L S I ~7. progesterone L
TR 4 BT M ESE Y R 797 ad-
vanced case T& SREREEY B3 5EM L
TRAE 4 B LR 5% I HR¥ES Lic. T4 pro-
phylactic case it L CHTR Ui X 5 @ sk
WERAH D, T CMA FIHRAES CEERE
ERIZEAER T B WEEITH D = i bERA
AN RSB B & Ut k& vEFIDEIE BTG
B, &85, ARET, FESE, BT 2%,

ERBBN, BETIA vET VY, Kl TIHE
MOMAE, FRBEOTERBHOAHEET S LD
5. Lanl, ELREXLEFHAR HRAITE
FEEEO» CMA #5443 5 A Rk LA,

A VvRF vy, REESBHTOD—FFREEERL
FIEBILIAME & Qe Edd kT 513 & DRI
B EMNTTRETH » 7. BHEREA L, ez
HWELAE L THEELL DRV EWD &, Fiof
Pk & U TR TRENTRETH D Z & nb L3
OESUELSCER IR TV BEHRELS 5. 4@

REDX FAZ = v FERE BRI -3 0D 5 %

CMA % B\ 7326wyt U prophylactic group &
advanced group O 2 I T TR OB DOERMHES
BE Ui B HIIaE M % o progesterone 12 X 5 Fp5
BB BT BE I LA E L, 1984 FED
HRE - MARLD XBEBFIOSDEELD®. 20
T, BHERMEETE MPA 2 FRCHEE LK
Stage [, I, ITA D35flics L contol F& HBIL
TEBHRES JOEFRC B L TR FEE
2% Y progesterone DHHETFHHEOH AR BN
TVL P ERFIIBITRERE, £HERLICHRE
EREE o, BHBREC SRR LI L 5
IR RS & o TERD D e L FHET 5 10T
BERITEHE &\ 5 5T progesterone % 4% CEEET
ZHENRHH LS5 ES. advanced case iKxT S
TFAZ =7 VEREORSRIIOGRHEEL LR T
B0, HBROITLERERLET 50, PHEEECR
2% b FHATINC IR AR Th - 7= Stage I C,
N @ advanced group 116licxf L CHREERIL CR
ERLICIGDOARATHY 9% D BEHRT Hote. ¥
7z, 20 CGR ZRLUCES S ZLICHEL 8Tk
72 CMA#5%PE L4 7 ARCRficBREYE
ZLBIELY. DAEX DFLE ik prophylactic case,
advanced case & iz CMA W ALSEE, HEHRE
Ba iz EERREC L) CMA Mgk Lo
BEBETE LS & L), BEAEERU EOGHR
T ERRVE LSRR S B, LA
MEDBCEREANE T h O3 00 BRTHS.
Bl Tk A v & — 7 = v v B HIMaR A 2%
RENEWIBESDRH D, E D S EBFRER
BICs L TA v & — 7 = v VIRERHT L CW B 540
FHRDOGERFB T . L >TL DALY
IRHFIOBRERP, X VRROERSEOTENSHI
TRhiRFhIEE ST,

= E

BB D 35BSt L C 2Bl IR R T 2 it
fith, BlEr L vEEELE LERZNBRYS O
o FOBEREIC SV TR ER 2 &% Tt
ZHBEEY B RV TRROBREE .

BB ¥ Az — 7 ViR B it o1
D5 5326l CMA %, fio 3 flic MPA »{EF
L. 4@, CMA »#&51L 73281 T pro-
phylactic group & advanced group @ 2 FHz 47
THEEMBEY ST/t -7. prophylactic group
TBIL T CMA #5813 control *HESLTHER
B, £HFELICHEEEIL, THHHRRZEA
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EHEDONILH 572, advanced group EWTH
HRIZ1HAFT CR D 16ITHD 9% Th-1-.

Progesterone L OEIfE A B L Tk REIB A
BT, BELHCEERN DY, BIRK3 A
THBEEENERE LS 2P L 16, Eier v
RF vy, BREOREMBHM CHREYEN LB
TROBO 1 BILSHL & Q  EBREWER IR 4E Ul
ofc. Lichis TR GATELERTH 5.

AR =7 VEREOBETHHRC OWL TR D
BEAERLSGEIEIBHFIhBRETHY, L
3 ILRBRAY B WM BR LR T
b LELZTWA.

7B, ARXO—PIFUERBESEEFELTREL
7.

X Bk
1) Robson CT: The result of radical nephrec-

tomy for renal cell carcinoma. J Urol 89:
37~42, 1963

2) Escho JO: Radical surgery for renal cell
carcinoma. Eur Urol 4: 338~341, 1978

3) Mins MM, Christenson B, Frederick C,
Schlumberger and Goodwin WE: A ten year
evaluation of nephrectomy for extensive
renal cell carcinoma. ] Urol 95: 11~15,
1966

4) Skinner DG: Diagnosis and malignancy of
renal cell carcinoma. Cancer 28: 1165~1176,
1971

5) BRI B %« BEHEN « PIH o« BN
Me— » KEEE « IHE—IF - TBAX - BEE
Al e HEBE - mEE— - BE F: BEEED
044 F RS RO I0EL EAFAORE. ARE
£5E 75 118~125, 1984

6) (UhIERF « NE FEEE B BBHREE - ER
Mk o FRFFTERE « EfE B HERFRRERE
BB BT FMlE OBRHE (e FRE
BT 2WT). BRI 28 941~946, 1982

7) Bloom HJG: Hormone treatment of renal
tumors, experimental and clinical observa-
tions, Tumours of the kidney and ureter,
Vol V, RIches EW, 311~318, E and S
Livingstone, Edinburgh and London, 1964

8) BHREM - MAEM : BRotr e vEE BR
43k 63:939~950, 1972

9) BHEZ -5 8- B - FEHX © BE
FoRHEE-EH B KFUZ - OH F:
ST 5B 2 e Vv 7 v OBKRSER.
WRITE 26 : 1553~1574, 1980

10) KEE=: 7vs7 v iy voE@LER A
W3k 68 : 815~816, 1977

11) \Ush3Es : EAGREE. AH 19 : 61~68, 1982

12) fFfEE— « BR - UFEHF-NE E-S5H#
B dhfE BeFTHEZ EBs/rL< v
DT VFET v F e AR T OFRBFR
BT HBT%E. BIIRAEE 68 : 587~552, 1978

13) EHE=-5IF HE- TR E-HE5EHk B
BIEER PG SAEE. RAHRIK 20:
1502~1508, 1971

14) Samuels ML, Sullian P and Howe CD:
Medroxyprogesteron one acetate in the
treatment of renal cell carcinoma (Hyperne-
phroma). Cancer 22: 525~532, 1968

15) Wagle DG and Murphy GP:
therapy in advanced renal cell carcinoma.
Brit Cancer 25: 423~427, 1972

16) Talley RW, Moorhead EL II, Tucker WG,
San Diego EL and Brennan MJ: Treatment

Hormonal

of metastatic hypernephroma. JAMA 207:
322~328, 1969

17) BIHHEES « LHREE : BEOBEMS 1= VR
P H WK 43 : 252~256, 1981

18) Jaffey PS:
adenocarcinoma.
1982

19) &HE— - EEE » =KIEh « 0K £ . (b
HFF - H1E H e EEES  WRBHERC ST
SEMER T 5 FA #k/ 50% FAM #%
B B & ALFEER 71 1840~1847, 1980

20) Merrin G, Mittelman A, Fanous N, Wajsman
Z and Murphy GP:
advanced renal cell carcinoma with vinbla
stin and GCNU. ] Urol 113: 21~23, 1975

21) DeKernion JB, Arie Linder; Treatment of

Alan R
Liss Inc, Newyork. p641~659, 1982

22) BRI : BROCERE. B 38 : 457~464,
1984

23) Freed SZ, Halperin JP and Gordon M:
Idiopatic. regression of metastasis from renal
cell carcinoma. J Urol 118: 538~542, 1977

Lymphadenectomy in renal
J Urol 127: 1090~1091,

Chemotherapy of

advanced renal cell carcinoma.



ANFR e 3D L BB - R v ERE 1537

24) DeKernion JB : The
metastatic renal cell carcinoma: A computer
analysis. J Urol 120: 148~152, 1978

25) Donaldoson AC and Slease RB: Metastatic

renal cell carcinoma 24 yrs. after nephrec-

tomy. JAMA 236: 950~951, 1976

Krajian RM and Bennington JL: Renal cell

natural history of

26

~—r

carcinoma recurrent 31 yrs. after nephrec-
tomy. Arc Surgery 90: 192~195, 1965

Horning ES and Wittick JW: The histogenesis
of stilbo-estrol-induced renal tumours in the
Brit J Cancer 8:

27

~

male golden hamster.
451~458, 1954

28) Horning ES: Endocrine facters involved in

A

the induction, prevention and transplantation

of kidney tumours in the male golden hamster.

Zeitschrift fur Krebsforschung 61: 1~21,
1956

29) REPHIK - BEFR By o N5 wERHc BY
THERIPR—IET B L OFHEESRPn B

I}% estrogen recepter Zo\C. HWMREEE

71 : 580~588, 1980

30) Hrushesky WT and Murphy GP: Current
status of the therapy of advanced renal cell
carcinoma. J Surg Oncol 9: 277~288, 1977

31) Paine CH, Wright FW and Ellis F: The use
of progesterone in renal cell carcinoma of the
kidney and uterine body. Brit J Cancer 24:
277, 1970

32) Satomi Y, Takai S, Kondo I, Fukushima S
and Furuhata S: Postoperative prophylactic
use of progesterone in renal cell carcinoma,
J Urol 128:919~922, 1982

33) Neidhart JA: Interferone-atherapy of renal
cancer. Cancer Res 44: 4140~4143, 1984

34) BRER - (WA # - BEED - WAERE: B
Mg o bERE $4W v & —7 = » VR
HWR43E 75 : 909~916, 1984

35) B BN B FIEE - NHE OB PH
2 - Biis #: ETEMEECRTE va -
7 = w v (HLBI) &k, B 17 1631, 1982

(19855 1 A30AZA)





