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PRETREATMENT WITH CHLORMADINONE ACETATE IN PROSTATE
CANCER PATIENTS TREATED WITH A LUTEINIZING
HORMONE-RELEASING HORMONE ANALOGUE
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We evaluated the efficacy of pretreatment with chlormadinone acetate (CMA) in preventing the
initial testosterone surge induced by luteinizing hormone-releasing hormone (LH-RH) analogue. A
total of 44 patients with previously untreated prostate cancer was included in this study. Patients were
randomly assigned to 2 treatment groups : Group I - CMA therapy was begun 4 weeks before the initial
LH-RH analogue injection. Group II - CMA therapy was begun 2 weeks before the initial LH-RH
analogue injection. After the initial LH-RH analogue injection, CMA was administered for 12 weeks
or more. After LH-RH analogue application mean values of serum luteinizing hormone (LH) and
testosterone increased in both groups on day 3. However, LH and testosterone levels remained below
pretreatment values in both groups. CMA pretreatment reduced the mean serum PSA. The mean
relative PSA level slightly increased after administration of the LH-RH analogue in group I on day 7.
In group I1, the mean relative PSA level decreased after LH-RH analogue administration. Objective
response rates at 12 weeks were 83.3% and 93.8% in group I and group II.  Our results indicate that
pretreatment with CMA for 2 weeks appeared to be sufficient to prevent the initial testosterone surge
induced by LH-RH analogue.

(Acta Urol. Jpn. 44: 557-563, 1998)
Key words: Prostate cancer, Luteinizing hormone-releasing hormone analogue, Chlormadinone
acetate, Flare-up
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BRIV IS 5% E LCLH-RH 7+0 7
B, 5037 v vy B E oA TLER
STV, KEOYEESHIC, —BYED tes-
tosterone (T) EHICHEIERDOEE, Wb 2
flare-up 256 ~10% AN B H7 ¥ Fas v
DEITHEEG 2% flare-up FHICEHEBE SN TN S
2V 2OHEMMIR—E LTV, 4E, B
rapey/r (CMA) * 4B H 53 28R %E
TH5 L, #0% LH-RH 7+ u 7 L OfBR#REY
T HZEINLD, —BEDOT LRIZXT 5 FH
E, %o NOEEMEL BRE L -0THRET 5.

|

M8 EHE

AL 19964 3 A A 519974 2 A F COMICHES
KREEFEWIREFFFBE % 5 &K (Table
1) DIEFRFE LTEMmL.

1. 3 %

M BRAIR B0 IR LR & R S 7R
(stage B, C, D) TLLTOXERMTHERE L.
1) BETTRE F /2 13RI T AEIRE 2 B 3 B IESI
2) Performance status %% grade 0~3 (7273 L,

BEHBIZL BAMTED grade 4 &) DIER

3) 37 AULDEFEIEIE SN2 ES

4) Lo+ B - BUCEE LR AHHED % WS

5) 1EUPICHIVRIEXEDEEL EIZX VIRT
v Fa 7 BORE & 2T Tz WiES]

L, EEMEREEAT AER, BEOMm
& TEAS 100 ng/dl LLF DHEGI, ZDft, FEEAR
Y &I L ERII R S BRA L7,

Table 1. Members of the collaborating group

BB REEFE IR 255 &l #E-FN O
1578 & B BT A PR 25 Tx HR-RE FE
JRRARLT) (R 7 B s bR A5k KE BHE - A EX

MREME P RREMRER BAARBEIR - 3
/IR B R+ AR BT UL R 25 R BB fEE - H W
FIRB T b R Rl R 25 F KB XF-HE ®HE

KNEE R R 2R K& IEH - WEH B9
0T 3L T B B s PR B ADO BAZE - FEE  RER
0 R BT R 25 WA &5k - FB ER
BT R AT R A3 K& IEE-TFAE KA

TEB R =4 bR 2Rt ®’A Bl LT M
SR ERARIRS PR BT il iR 22 1 G A A

PLERENENALY Y= el mw-gs %t
[ AR 3 W EA-SEE 7
EERT R RRELRER R B, RS i
KB R AL R B B et - ik
RBEEHRLREH =% WA &=

2. BEORE

FEREHIC, BERACTROBIHIZOWTHA
%ITV, RESMORE*BFAE LTXETHLIIL
L7

1) REDEWMB L UHE

2) FHINLEFRS L URIEA

3) MOBBREDEEL L UVFOHE

4) FAE~OBMIAELZVHETOAFIRE R
Fhwns &

5) AENOSICFEE L% T M z#E
T&BZE

6) Zofh, BEONEREICHL CTLELEH
3. 5 &

1) %5h&EB XRS5

WMEEBTH O COTER LBl KX LAV TLT
D2 BICEREBICE D AIFTESL, CMA 100 mg/
day # B4 BB T -3 28O ETHRE %, LH-
RH 7+u2 (BEEETELY vHbHWVITERE) . —7
oL ) #HREES L. CMA S SIC128 L
LFH#ERS L, LH-RH 770 273 43812 1 {5 L
7z.

1% . 4B D CMA %475 5/

I8 : 288D CMA E&i7# 5510

2) BEHES L UHFHEE

DT > Fus &, T2 bas yH, HERZ
EHRABICHEEY SR B EEZLNLER], BLU
FERMRANT, METRBREOMRIZEIL L.

3) #AEEE

(1) WIETEEIRE

FLIRESE R, BERBE, KITHBERBEICOWT
TR SZRRHE D FEBRM A TG AR b E H e Y ISR,
EHAET & LH-RH 7 5 0 7 #5544 1208 1% 2 5F:4f L,
MRHEEIT - 72,

(2) EF~—n-—

PSA %A El, LH-RH 7+ u Z#5H, 3 H#,
AR, 481, 12B%ICHELZ. #Exy M id
Tandem-R %/ L7-.

(3) mEHh kLT EE

Luteinizing hormone (LH) 8 X U°T % {5 # 8, LH-
RH 7Fu 750, 3H#%, 18%, 48820
L7z, RIVEYOBZEIZMT 27— LT V12T RIA
EHEEEZHVTIT- 7.

(4) EIVER

ERBICHZICRBALE  MEERS X OBER
BEORELHT, BHLOREREITECTE AL
SORBEWER & L7z, BIMEROERE IR LCH
AAIERF S OB BAER 1 U TSR L 7
75, BHIOEVEBIZOWTIHESEHOHEIC S
VAN
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(5) FEBIDELY v

FEF DR iz TEEAACFREERESRAE
Hik ® (U TITo7. %A, LH-RH 7502
50, 3H#%, 1A%, 4:8#%ICLH, T, PSA #¢
FTRTHE STV 5 AER % BRFR IR MEEAT T R A5
L7

(6) FRMTHIE
BEERRTFORY OBE, BLUAMKORES:
WX Wilcoxon D 2 fERIRE # A\ 7z, MiFd -k
WVE VIREDOEENT Wilcoxon O 1 EARKRE S, BB
DB IZ Wilcoxon D 2 BARE X H W THEITE1T-
o, HEKERS %E LT

& R

1 RIEH

BEUERIBIIMBIT, T8, D#HLEHIC26T 0N
E Do N7z, EEROMIE THEAS 100 ng/dl LT
D1BI%ER <436 (97.7%) PERBITH 7. A%
SN oB (18 46, M#:561) Tho7
D) LRILBNIEFEREERE L2246 (18, IH:
HIZ1H), BHEGIIIE 16 (MEBEEDOE
B, T840 ERlE26, kkdd, K5EE
RENENLH) O SBITH -7z BRBAGHEIL T
Ho 24T, 12B%ORAESITOR TV WES
Thol:. TOFR, BRESEIBIT T EI8HE, TH#

o</ v 559

Table 2. Enrolled and evaluable patients

I# I#& &

BEFIED 22 22 44
B 22 21 43 (97.7%)
BEE PR 18 16 34 (77.3%)

TEeflik 4 5 9

Pk fi 1 1 2

e %4 5% 1 4 5

B E B £ 2 0 2

ULy 0 1 1

ERAE AR A BT T 12 13 25

1660, 3461 (77.3%) & 7% o7z, EBRRKREERNTT
SAEBIE256] (T8 - 1260, I8 :1360) Tho7:
(Table 2).

2. BEER
BEFI4SBHIOEEEREF ¢ 2B CTHRB L 24
£, 4E#5, performance status, F{LE, ERERBH D
DA CHEBICAERREYEALNE o7/ IET
EIX DT, PSA X I B TEHVEINAR LN/,
BEEIIDD L o7z T/, PSA A 100.0 ng/ml
LT OFES& 100.1 ng/ml L EDEFIOHA S 2 B
B CTHEELRZRY IR %D o7 (Table 3).

3. Aot

BEMRAETHEE (PR LL) 3 1583.3%
(15/18), T #93.8% (15/16) T, 2BERMICHEEZIL

Table 3. Clinical and pathological characteristics of 43 evaluable patients

18 (n=22) I# (n=21) RE
F@ (®) 75.6+8.7 74.916.2 p=0.753
0 12 14
1 6 5
Performance status {(grade) 2 3 2 p=0.365
3 1 0
4 0 0
=t 5 3
e oML 9 10 p=0.694
155514 8 8
BO 0 1
Bl 4 4
B2 5 6
B PRIR C 6 7 p=0.269
D1 0 0
D2 7 3
=L 15 18
_ m =0.281
LR ADY <F:: 50 ; 5 p=0.2
Testosterone (ng/dl) 439.31+204.3 529.7+206.1 p=0.051
PSA (ng/ml) 613.8+2,023.5 60.8+£78.7 p=0.061
100.0 ng/ml LAF 15 18
=0.281
P PSA 100.1 ng/ml D\ E 7 3 P

mean=*S.D.
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Table 4. Response rate of patients who received maximal androgen blockade

) 1% (n=18) I (n=16)

FHH PR NC PD ZEHE (%) CR PR NC PD ZEOE (%) RE
BAR 0 15 2 1 15/18 (83.3) 0 15 1 0 15/16 ( 93.8) p=0.355
TR B R

5 0 2 16 0 2/18 ( 11.1) 0 4 12 0 4/16 ( 25.0) p=0.308
BB E 0 1 9 1 1/4(25.00 0 1 0 0 1/1 (100.0) p=0.456
BRERHE T 0 4 0 0 4/ 4 (100.0) 0 0 0 0 0/0( 0 ) HENFE
PSA 10 7 1 0 17/18 (9%4.4) 13 3 0 0 16/16 (100.0) p=0.108
DL o 7 (ng/de) Testosterone
FEBANENE S 5oL, RRECRIEILIS
(2/18), T #£25.0% (4/16), BEBE I3 I B 600+ i
25.0% (1/4), M#100% (1/1) T, WFhd 2 HM 500 - o:D¥ n=13
CHEEERO LSS RBAMEBKIIRT 0
100% (4/4) DEHFEI/ONIDS, TEHOESIN %2 500,
{, KBTCELdho7:.
PSA 12043 %)k, 18T CR 106I, PR 7, 200+ :
£35%94.4% (17/18), N #T CR 136I, PR 34, 1001 .
BHEI00% (16/16) T, 2HMICHEERBO % 0 , . P ———
» 72 (Table 4). -28 -14 03 7 28 (days)
fcdii)ad o4 NS. N.SNS.N.S. N.S.

4. MEPRNVEVIBREOHR

MiE LH OFHEix, 28 &b CMAKSIZLY
KF L. LH-RH 7+ a7 #E#%S5H (day 0) &
HBL, 3H% (day3) I22BLOAEDLRENAL
nzzshs (18 : p<0.05, [I# :p<0.01), {&AHFHIfE
INIMEBETH 7. ZO®BETL, 128% ¥ TIRIE
PR SN, WThoOBIER b 2BEICEEDEIZ
Rl o7 (Fig. 1).

MiFETOFHHESL CMA D438, H5Vii2:8
ROTSIZL DERIETL, HHLNIGEL.

(miu/me) LH
254
2 -
0 ®: 18 n=12
O:l 3 n=13
15
10
5_
0 — T ——T T
-28 -14 03 7 28 (days)
fdiolad 3 NS. NS.NS.NS, NS.

Fig. 1. The mean value of serum LH was sig-
nificantly higher on day 3 than on day
0 in both groups (*p<0.05, **p<
0.01). There were no significant dif-
ferences on days 0 and 7 in either
group. Bars represent standard de-
viations of mean.

Fig. 2. The mean value of serum testosterone
was significantly higher on day 3 than
on day 0 in both groups (**p<0.01,
*#%p<0.001). There were no signi-
ficant differences on days 0 and 7 in
either group.

28 L b day 0 LHEEL T, day 3 IZEED LANH
Sizzht (18 :p<0.01, T8 :p<0.001), &%
FIEE TILRESSD o7 7HE (day 7) 1213, B
BEEHFLVANVETERTL, URILET CHFEIN.
WTNROWER b 2 HBICABEZERD LN L h o7z
(Fig. 2).

5. PSA DifeF

PSA B EDOTHMBEDEF L EEINTVD 720,
GHRAES100% & L BLRDFEECRE L7
CMA 52 & KT L7225, day 0 Tit 4 BREI%T
BEDIHOLY, NHIVS, LVEEEZREL.
@<mm.ﬂﬁfudwotm&L,My3@<
0.001), day 7 (p<0.01) & b ICHAEDETALL N
7. 1#Tidday 0 LB LC day 7 WETFO LS
DHONIA, AEER R o7 (Fig. 3). 1ET,
day 0 #°5, day 3, day 7 & PSA 2si#f L7 3 ik
TRTESMUBETH - 72018t L, #isy — >
®LHT, day 0 LHBIL T day 7, &5\ iz day 3
CHBL T day 7 2 8fE %R L7 9 Bl 501k 1 1,
AL 5 B, KL 3 B & LR DRV IEBIDSS 20
7z (p<0.05). BEERFH & PSA DEFH ¥ — > L0
BB e o7, NEHTIER#HR Y —> %L o7
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f=i):d p<0.05 NS.N.S. NS.

Fig. 3. Mean relative value of serum PSA.
There was no significant difference on
days 0, 3 and 7 in group I. Serum
PSA levels decreased significantly after
administration of the LH-RH ana-
logue in group II. ***p<0.001, day 0
vs. day 3, ¥**p<0.01, day O vs. day 7.

Do TZEFIL 3 BIDATH - 72,
6. Stage C, D EFIIBIIHMEPFVEVIRED

LU PSA DH#R

TR E BT RIEGID S © stage C, D DHEAT
FEIX T B 8B (stage C: 4%, D2:46l), #7745
(stage C: 6%, D2:16l) Tho7. MiFLH I
BT, day O LHEXL day 3 CEELA LAY, AF
Zdahol. IHTEIEFEDOLANALNL (p<
0.05). Mi&T DEMER, day 0, day 3 DiEIFZNE
1 # :360.6ng/dl, 31.9ng/dl, 121.3ng/dl, 1
B - 560.1ng/dl, 49.3ng/dl, 209.9ng/dl T, 2B
&b day 0 EHEIL, day 3 THEDLAMPALNT
» (p<0.05), HERMEL D IIEMETH- 72, PSA
LR D day 0, day 3, day 7 DfEIZ ] 8 : 26.5%,
26.9%, 29.0%, % :37.7%, 31.5%, 29.1% T,
BEZEZ2VbO0, T#HTidday 0 LEELT
day 7 KETOLEREASNA-DITHFL, TETI,
day 0 &8 L, day 3, day 7 & DICAEDET A
Abhi: (p<0.05).

BAEBIH. stage C, D fEFNIX236 (171361, 1
B1060) & o 7248, flare-up & BN b BRRIER D
EiReflaonizhor.

7 EIER

BMER B X "% D grade % Table 5 {Z/RL7. %
BRI T8 T36.4% (8/22), N#T2.7% (5/22)
TOBMIIABERRO ol A VKTV R, 5
F, #aps I BcERER LG, LEBAREDS D
Tl1HlicALNT.

BRRAENREIL, grade3 LD DIIALN
horzh, grade2 DEEMEL LT, ITHTIHI
GOT, GPT, LDH O t&72%, 1B TR¥ES, T/

Table 5. Incidence and severity of side effects

I#

LM FHm G 5 22
BIVEF BB 8
BIfFRSIE 36.4%
RIER SRS 17
Grade o 1 2 3 4 g (%)
{VRF>Z 1 1 (4.5)
BT 1 1 (4.5)
Tk 1 1 (4.5
y-GTP + & 2 2 (9.1)
GOT k& 1 1 (4.5)
GPT L& 1 1 (4.5
LDH +& 1 1 (4.5)
RMERBIET 2 1 3 (13.6)
Hb & TF 2 2 (9.1)
Ht f&F 1 1 (4.5)
[=likze-F 2 1 1 (4.5)
T-Bil L& 1 1 (4.5)
RYE 1 1 (4.5
I
REMEFHEBEI 292
BIVEH R IBIEK 5
BIVERZHEE 22.7%
BRI #HA% 11
Grade 0 I 2 3 4 &t (%)
LB R AN YL 1 1 (4.5
y-GTP +& 3 3 (13.6)
GOT Lt &% 2 2 (9.1)
GPT & 1 1 (4.5)
LDH t5& 1 1 (4.5)
FRIMIREIET 1 1 (4.5)
ALP L& 1 1 2 (9.1)

I#TI1HC GPT BL U ALP D LA NA SN,
ZOMDEFEMEIZT T grade 1 LT TH o 7.

% =

BIZBRIE 12§ B 5% & L C maximal androgen
blockade (MAB) D&M IZDOWTIE, HHHEME
DNLBEBRL LOEFEXRBIVCEFHB L L ICRFED
WEVHARLND—HT, AEICKESEL I LidL
VEDHRELH DY, BESR TRV, 7,
Caubet 5YD A ¥ 7+ ) P 2L dErTa A K
W7 ¥ Fu s Y #IZ X 5 MAB 13880k & Hig
LT, BRBIUREDV A7 2ABIIHESES &
WHERTH 7. LaL, A704 FEHR7 >~ ko
7V #IT& % cyproterone acetate |2 & 5 MAB 7°F
B EDR IO EVIHEI LY

4E, —@UOT ERIIFT HFHD/0H, ZA50
A FMRT7 v Fay s #<Thb CMA OEITHRS %
I MAB 2 HfT LEEBDIRZRET L. 2ORKE
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LH-RH 7 4 0 7 #IE% 5 128 % O FIE TIIRHEH
1#83.3%, I793.8% L WEBMWEIFLZEHETH-
7o, FOBREE LT, #EBIDE A stage C LT
DREBIT, EBOHLEGDN L o7l EHFEZDL
nr-. 72, AEEZRZVHOD, 4 BEITRGD]
HOEPBENP R > TVd, FORROVEDE
LT, 2BOBEREFICEEERZZVH DD, stage
D2 DEBIHNBEAIBITHAHDICH L, 1E#IE 76
ERRED S IRBFEZ LN, RPEBEIZOWVWT,
CMA 1255 MAB L X8BM, HBHWVIIFEATH
A FHH7 > Far v #iC L 5 MAB & B L 723
Hi3% L, SHBRORFEAPLELEZ LN,

LH-RH 7+ u #iZk % flareeup FRD 7=, HL
7 ¥ Fay v EIORTRETbIE D, ZOMBEIC
SOWTIIHET LTy Flutamide % /i B 2 5% 5
L, LEHETREFHTE 2L OBRE? BALND
—7%, BIE» 5 TEARTST, 7 BEOETRENE
MLoBmELASLNLY CMA 22T, Yoshida
5¥ bbb ORE & Rk, 4EMB LU 2:EM
DEITHE 1T, 2EBOXITHRS TIE, day 3,
day 7 12 PSA O LR A OGN B0, 4 BBETHR
EREDVERTHL LHREL TV,

SEDObRbhORETIE, LH, Tid2HEEbIZ
day 3 C—BMDO LA %3RO A, BEMMEE TIaE
Lidos., %72, day3 @ LH, T OFEHEIXTH#
SEWERIZAONLO0, 2EHEBICEEEITS
otz PSAIZDWTIE, [#TId day 0 &HEIL,
day 3, day 7 L@ L7:%5, [B#HTRAEEEIZW
LD, day 7 TEHEFO LA AL NIz, Tk
stage C, D EBIIRR - 7 TH K TH 72, %
THREHES4 AR EEVIZO Db ST, LREDA
LNFBEERIRABETH HAS, NEFRIZHRE L ER IS
GBI TH - 7-DIZ3 L, EFEBIZFHE, EHED
BN, SLE L DREMNRE IR, wihil
LT%, CMA %&i7#%5% b, HMLE, BEOEEL
EORFIZEY, BLOEFICEL > C—BEDOT LF
T AREHICEDDH Y, BREEOFVES L #
KEholbnEEZ LN BETLIRTIZONVT
2, SHLIREHEPTOREIVLETSHAS. Yoshida
53 D#HE T2 BEDOKITHRS BT day 3, day
7T PSADSERLADIZH L, 4 BBOETRERE
TIXHHR L TV 7z, S RIOKET T, CoHkE L iI3M
Rt rEREPELNA. TOERE LT, Yoshida
5313 LH-RH 7+ 0 7 #5%i3 CMA 26 BE LT
Winwox L, 46 MAB DB®T, Z0%b
CMA % 8Ef#x5 Lz2 &, €512, Yoshida 534k
HRIEFI % stage D2 DA E L TWABI Lis EHE 2
Y VAR
AEE 5N/ LH, T, PSA O¥#, B XU stage

C, D EBICB VT flareup &£ Bbh B ERDOHEE
RAOLD oS EhD, 2:BED CMA EITHEIC
L3 LH-RH 7407 ¥ CMA O#RBIEICLD,
—BHENT LRI+ FHTELLEEILNI.
& B

KIGEHIIIRAE (stage B~D) #4623 L, CMA
% 438E (18), HoVid2:EH (I#) OkiTE
5% LH-RH 7+uZ%#HL, —BB¥OTER
OF iR b GEBERHRIZOVTRET L.

1) 1E®HDEHENELEIG ] B83.3%, I
93.8%C, 2HMICHEELRO LD

9) LH, T it LH-RH 7+ uZ7#uE#%S 3 H&IZ
VB L OHED LA F RO, HREEE L Y JEME
Thot. PSAIZ2ELLICEED LRIIZDT,
stage C, D JEFIIZB VT flare-up & BbN B EIRD
WELLALNRDP 7.
DED#ERD»S, 2BEB O CMA £THR5I2L 5
LH-RH 740 7 & CMA Ot EEEIZL Y, —#@
HOTLERITHSTFHTELEER LN

FRXNDES I, $F490HRBREHFERBEAFRRICT
BRL:.
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