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Pharmacodynamics (PD), anti-tumor effects, safety and pharmacokinetics of a 3-month
formulation of goserelin (Zoladex® LA 10.8 mg depot: “10.8 mg depot™) were investigated in a
collaborative multicenter study. Study participants were 40 Japanese patients with prostate cancer
comprising 20 untreated patients and 20 switch patients who had been receiving Zoladex® 3.6 mg depot
for 3 months or longer. Serum testosterone levels, serum LH levels, prostate-specific antigen (PSA)
levels and drug concentrations were measured until 12 weeks after a single subcutaneous dose of 10.8
mg depot. Anti-tumor effects were evaluated by means of changes in the tumor lesions and the PSA
levels at 12 weeks.

After administration to the untreated patients, 10.8 mg depot reduced serum testosterone to the
castrate range within 4 weeks and the reduction was maintained for up to 12 weeks. In the switch
patients, serum testosterone suppression that had been produced by previous treatment with Zoladex®
3.6 mg depot was maintained for up to 12 weeks following 10.8 mg depot administration. The anti-
tumor effect at 12 weeks was 90.0% including partial response cases. The ratio of PSA normalization
at 12 weeks was 75.0%.

Fifty-seven adverse reactions were observed in 27 of the 40 patients (67.5%), but none were
clinically significant. Although a disease flare presented as urinary retention in 1 of the untreated
patients, all patients completed the study.

* BEUME, ¢ BREEEERER, v HRELHFMERAER
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Serum goserelin was detected up to 12 weeks after the administration of 10.8 mg depot.
In conclusion a single dose of 10.8 mg depot showed a satisfactory PD-effect and brought about
clinical efficacy persisting for at least 12 weeks and was well tolerated in patients with prostate cancer.

(Acta Urol. Jpn. 47: 349-361, 2001)
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* Members of the Coordinating Committee (Names in random order, and the titles were at the time of the start of the

study).
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1. % #
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WO, FERIERANT 2 T L BRI RS S BRA L
7=.

1) FBOHE
« BIVBBR I T HEEEDO VWA
- BT SERRIEBUER VY 12 X B BRRF I 548 7° stage
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*3.6mg FRDEHEFICEVMET A PR T O VIgE
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10.8 mg 7K 3.6 mg 7R L FABRICFLAERS ) T —
VEBHEAGRTER L LERERATHY, &I
ANESTHHTEL) % 10.8mg HLTW5.
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7o, BRI - EICOWTIE, SMEEEICEE R RIT
TEEZONLEH (ZAtas VE, A70q M
M7y rusr v H, Ex7uf FERT  FRSY
#, VVBIANTLAAF U F MUY LA, BIREE R
WVE VH, ALEEER) B XU BT, i
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LH B E = /M SMERE (SRL 7 1 2 ¥ 31 4 H)
ZT—HElE L 7.
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KOWTH, ZOEEES L 10.8mg 74 E DR
KRBT HE L. EEEOHER THERBLEEFS
EMEERCHERME, Vi U7 B, KRR
ZWIHBIZDWTE, T2 L (grade 0) 4, TR (grade
D1, "H%E (grade 2) 5, "EE (grade 3)y, "&b
HTERE (grade 4); D5 B CFFML 7. 10.8 mg
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DBEWE (3.6mg FH) PG ESNIERICEBS N
F2rid, MLET A b AT OV IREICH L CHBRIERR
DEBYIERETE RV EHIFL, ENFOIHROFE
DPOHBI LT L7zhso T, BBl OFFMm R L5
FIEEORNR205, FIEEHR206, TEM2061, Y
BIEEI0BITH b, PIBEITIENEWLRING, K&
2051 TdHh - 7z.
2. BEER

HHEIEGI B & OEHFHFFHIAEFAOBERTRRT
% Table 2 IZ/R L7z, BEDEHITT N T60RLU L
T#% 1), performance status i3 grade 0 DEHEHHE
1-C95.0% (19/2061), EI&HIT0.0% (18/2061) T
HU, REORIFLEBEEIIZLEALTHo72. 10.8

Table 2. Patient characteristics
i A
PO 3 A REBY s =5 D
(PD E.:Fmﬁﬁmjl)) ﬁ*ﬁﬁaﬂ PD E-Fﬁﬁﬁw
Bl % 20 20 19
Ty + E e 72.0£7.0 74.1+6.8 74.3+6.9
) Eielii| 60-84 62-87 62-87
E (ko) Fey + E e 58.6+10.3 61.0£12.2 61.2+12.4
& Eelii| 40.0-85.1 42.0-94.0 42.0-94.0
L 5 4 4
it i
aHHE =y 15 16 15
" L 3 4 4
bR =) 17 16 15
. L 7 3 3
PR =) 13 17 16
A+B — 5 5
FRAR R C 18 5 4
D, +D, 2 10 10
=LA 2 2
REHEFNTE LR 13 10 10
5L 4 8 7
0 19 18 17
Performance status ! 0 2 2
2 0
3 0 0 0
_ ‘ L 18 10 9
EBRE
Y 2 10 10
Fi + fEHER = 465.11174.6 12.74+9.8 12.94+10.0
FAMAFOVEE (ng/dl) FRLfE 480.5 8.0 7.2
#ip? 192.0-918.0 <5.0-36.7 <5.0-36.7
FIYHIERRE  355.8+1,306.3 8.6126.6 9.0+27.3
PSA 2 (ng/ml) Ll 41.0 0.6 0.5
2 4.9-5,900 <0.2-120 <0.2-120

1) Patients evaluated for pharmacodynamic effects. 2) Testosterone and PSA values that are below the limit

of quantification : 5.0 ng/dl and 0.2 ng/ml.
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Fig. 1. Changes in mean serum testosterone concentration for 12
weeks. Each point shows mean+SD. The number of cases
was 20 in the untreated patients () and 19 in the switch pa-
tients (O). The lower limit value (5.0 ng/dl) of quantitative
analysis was substituted for undetectable in statistical calcula-
tion.
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Fig. 2. Changes in mean serum LH concentration for 12 weeks.

Each point shows mean®=SD. The number of cases was 20
in the untreated patients (M) and 19 in the switch patients
(O). The lower limit value (0.5mIU/ml) of quantitative
analysis was substituted for undetectable in statistical calcula-
tion.

mg TRBESGROMET A A7 0 ViR FEEHIAH Bl) Thoi-.
465.1+174.6 ng/dl, I & HIA% 12.7+£9.8 ng/dl, Il 3. EFHHFR

& PSA R (3HTHEBIAHT 355
BI7% 8.6%£26.6 ng/ml T

.8+1,306.3 ng/ml, % BERIZABOFHMET XA AT 0V iREOHR
Stz BB, HEHITIE % Fig. 1I\ZR L7, F#MFIOMET A M A570 Vi

FRIRIRHEA C 4%90.0% (18/2081) & KEH % HH T B, 10.8mg FRFEESIARIC—BEEENALR
FeDIZx LT, 1B CERRBECI1225.0% (5/20 7ok, 4BBITIEEBIEME (72 ng/dl) LTIETL,

Table 3. Maintenance rates of suppressed testosterone levels during study period

FoE 3 STAH T BEAE B

ESEMEEEGK  ERBEERAIR ZRRERRE ERROB%EEXE

s 20
5 19

0 20 100.0% 83.2-100.0%
0 19 100.0% 82.4-100.0%
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Table 4. Anti-tumor effect (Overall)

VUEBEHR RS CR PR NC PD  HEFRRE &% (PRUL) EHROBUEHEEHE

® & 20 0 18 0 0 2 90.0% (18/20) 68.3-98.8%

Table 5. Anti-tumor eflect by sites of lesion

HEBWMR Mg CR PR NC PD  #IEFREE  EBHE (PRUL) BHEOBLEEXMH

B 5 20 0 3 15 0 2 15.0% ( 3/20) -
& 2 1 1 0 0 50.0% ( 1/ 2) -
DA 1 1 0 1 0 0 0 100.0% ( 1/ 1) -
ity 1 1 0 0 0 0 100.0% ( 1/ 1) —
PSA 20 15 5 0 0 0 100.0% (20/20) 83.2-100.0%
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Fig. 3. Changes in mean of PSA for 12 weeks. Each point shows
mean+SD. The number of cases was 20 in the untreated pa-
tients (M) and 19 in the switch patients (O). The lower
limit value (0.2ng/ml) of quantitative analysis was substi-
tuted for undetectable in statistical calculation.
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Fig. 4. Changes in geometric mean of PSA for 12 weeks. Each point
shows the geometric means and mean+SD obtained by logar-
ithmic transformation. The number of cases was 20 in the
untreated patients (M) and 19 in the switch patients (O).
The lower limit value (0.2 ng/ml) of quantitative analysis was
substituted for undetectable in statistical calculation.
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BB TH5128% T TERBIBEL T 2R L.
¥ 7z, WEFITIE, 10.8mg FRIZG i CHIIGHE
TH5 3.6mg FRIZE 5T, EBHELTICHIH) &
NTW/-mET A MRAT7TOVigER, 10.8mg 7
H’5128% F CRBIRELT 2R L. 2B, Fiy
MiE LH &EOHRBIID T b HEEF), LEpitic
mMEFA AT OV RELFKOERER LA (Fig.
2)

M7 2 M 270 VREIZDOWT, E8EHFEERS
TUZFDH%EEXM % Table 3 (278 L7z, iGEREA
BMThLHI2BE =BT, FEEGl, tIBH L bIckE
BORBIESIE A b NS, RBIHERFEIZE 4 100.0%
ThoTz.

355

4 BEERHFE

G OEEER 0B E R E LT, BREDRE
S UMBEMARN TR % 5FMi L7z (Table 4 B &
Table 5). #ERRIE, HG12BHOMNEREL LT
MEg~<— % — (PSA) OEBIHSVWTHEL. £
DFER, Zah®E (PR LLL) 13290.0% (18/2081) T
Hole. BB, BEHIFIIOWTIE, 12:B# DGR
BB T B OIGRE (3.6 mg 7R) PG Ih7
7o®, FEEBE O % ARERICE LT, HEARRE
LCH D o7z,

TREEAL P O FHExT R BNE, FREE206, BEEE
26, V) rEEBE 16, MEBEIFITH .
FEEICHTHHRIE, EHF (PR L) 4515.0%

Table 6. Adverse drug reactions by grade

R i TEH
B AE B 2011 2041
BEWEHEERE (1BF)" I I 1] I\ 8IER 1 I | v EEUER
EWER DRHABIE 15 1 1 1 16? 9 0 2 0 11
BWER DZEHRE (%) 75.0 5.0 5.0 5.0 80.0 45.0 0.0 10.0 0.0 55.0
BHER DERGE 37 2 1 1 41 14 0 2 0 16
o B BIEH % £ B (%) £ F%k (%)
DR (fE) 1 1 (5.0 1 1 (5.0
EW - REAER T 1 1 (5.0 1% 1 (5.0
% B 1 1 (5.0
i - BHER T () B 1 1 (5.0
oA I 1 (5.0)
O
AR - RAEHER B | | (5.0
HEmER R 5L 1 1 (5.0
i LEN#1:S 1 1 2 (10.0)
O B+ AR AR 1 1 (5.0
. ma 7 1 1 (5.0
- Jebe
HiLH BRI 1 1 (5.0
PR R i 1 1 (5.0
miE GOT +& 3 3 (15.0)
P - A& R % GPT L& 3 3 (15.0)
y-GTP L& 3 3 (15.0)
h s ML AFu— VLR 2 2 (10.0)
R - k3 ) 4 ! 5 (25.0) I 1 (5.0
i Bk 3 3 (15.0) 1 1 (5.0
FRIDER A= 7Yy MERD 3 3 (15.0)
~NETUY VY 3 3 (15.0)
WAR 23 7R HEFR 7K 5 1 1 (5.0
BHEE (33 SENET 2 1 3 (15.0) 1 1 (5.0)
w3 ] 1 (5.0
e T 4 4 (0.0 ¢ 4 (20.0)
) E 1 1 (5.0

1) I: Mild or less (grade 1), Il : Moderate (grade 2), Il : Severe (grade 3), IV : Extremely severe (grade 4). 2) Patients
were mutually exclusive for the categories of intensity (patients who had more than one adverse drug reactions were
counted once). 3) Adverse drug reactions appearing in previous treatment with Zoladex® 3.6 mg depot and continuing
during Zoladex® LA 10.8 mg depot treatment. “Hot flushes” in two of the four patients came under this category.
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(3/2061) Th o7z, BEBES XU /S HilsBE
T BRRE, ZhEN PR A1 6, EREIC
W BERIE CRALBITH 7. PSA T 5%
Rid, TEEAT100.0% (20/2081) THY, EH{L=X
(CR) i275.0% (15/206) T - 7-.

5. EH~—%— (PSA D)

FEEBIB L DU BIIC 51T 5 TG PSA IBE DR
% Fig. IR L7 %&b, FHEEFO PSA BEIIOV
TIEH O DIZHAITEA TN /2, L UTEM
FIGIZE B PSA REDHER SR L7 (Fig. 4). ¥
Bl PSA &3, 10.8mg FHRFEGHI LKA
WETHAA LN, 10.8mg FR#ES §BERZIZIZES
fE (4.0ng/ml) LTFIET L, ZhUBEI2BH%HTT
EEMEUT 24 L. T/, OB, BIGHESE
TH5 3.6mg FRICL > TEFBEIUATFICHH ST
V7o PSA RS, 10.8 mg FARIEE128%F T
FOLRNVEEREL.

6. &k

BB P s S 2 BIE R X 24060 $2765)
(67.5%), HEBRGHIISTHTH 7. BHEEDOR
CEIERIE, (2TH20.0% (8/4081) B X U HRE
fio EF15% (6/4061) THho7:. FELEIER

%, Gitfls X OYIEFIFIIC Table 6 12k L.

B BT, 2060166 (80.0%) DIEFIIC
A BEOBIVERAERD b, REEEOE D - 7B
B, hHERERO LS (25.0%), (3TH (20.0%)
Tho7. FOMTIE, HFE IBEREE, RH K
RREE B L ORMIKEE T 5 BRREBOREE
Wik sHbDRe, 10.8mg FROEHEZHEHRATH
AMEF A FATOVRENETIZEI(LEILN
DL DERESE O TV, EEZFERICEDS
LEZ LNBEIEHORRIE, BENET (15.0%),
IETH (20.0%), MAREE (10.0%) THhHor. B
RO, EbOTEELRLDOIZPERE#ED 16T
B, PREICL-T7LT7 =T v TEHESNIL.
ARG 10.8 mg FHRESG 9 HRICHIRE#EE 2 1,
V=V hF—FTNVEBIZI D ZFD4HERICEEL:
7o, FOREBRERELET L. EELARZEN
2EWERIEP O ERAD 1 GITH D, FEEDE
Ve 3 EBKIRGE L B NET D& 4 1 BITH - 7.

PRFIBVTIE, 2060511480 (55.0%) DIEEHIIC
164 DEWER DR b7, BREHEEOE - 7-8IfE
Aix, ITH (20.0%) THo/z. ZOMOBIERD
PEBI FRR KBRS A% 10.8 mg 7R OIEE A A1ER

Table 7. Incidence of new adverse drug reactions by study period

e SREXHA 1AA 1 -4 LA 4-85BHA 8 -12.8
BAEES 20 20 20 20

FEs  RBRAK 2 9 7 6
BHE (%) 10.0 45.0 35.0 30.0
R 2 18 13 8

mWEF REHIK 7* 1 3 2
BBE (%) 35.0 5.0 15.0 10.0
BB 10 1 3 2

= Of 7 patients, 5 had adverse drug reactions in previous treatment with Zoladex®
3.6 mg depot, which continued during Zoladex® LA 10.8 mg depot treatment.

FHMFEFTE L) ViRE (ng/ml)

04 T T T {

0 4

8 12

HERH (B)

Fig. 5. Changes .in mean serum goserelin concentration for 12 weeks.
Each point shows the mean®SE from 10 of the untreated

patients.
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Table 8. Pharmacokinetic parameters in untreated patient

MEME (ng/ml)

IRGA—F— MEBIK

kil TIE BKE BME
Cmax 10 7.299  7.241  10.215  4.323
Cmin (84H) 10 0.207 0.263 0.609 0.058
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7z.
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%1 ~4BPBBERIEL, TORELAIIEITS
EmAsAH Stz —F, YEEI T 10.8 mg 7KK
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B, BHWMAEORHTE (MAE R EFMEZ &)
12, BFEEFIB L UEBEGIOWTRIZL RO LN o
AR
7. YR
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RPCER L, G 2 B % C RS ILE FIREEATEEO
STz, FORIMER T TICERPIETL, £hll
RRIXEEIREEIE LA, B, METEL) VIREN
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THEFIZTE L) YA &7z (Table 8).
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Changes in mean serum testosterone concentration for 12

weeks [Zoladex® LA 10.8 mg depotX1 vs Zoladex® 3.6 mg
depotX3] (Offered from AstraZeneca: Study ZXPC1001,
1997). A subcutaneous single dose of Zoladex® LA 10.8 mg
depot was administered to the untreated patients (ll: n=20)
and a subcutaneous dose of Zoladex® 3.6 mg depot was
administered every 4 weeks in untreated patients (O: n=76
to 88). Each point shows the mean+SD.
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(Fig. 7).
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mg 7R DEERBRE L WBEE L7245, 10.8mg 7R
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WEke GR)

Fig. 7. Changes in mean serum goserelin concentration for 12 weeks
[Japanese vc Caucasian] (Offered from AstraZeneca: Study
HQO0001, 1994 & Study 1805, 1994). A subcutaneous single
dose of Zoladex® LA 10.8 mg depot was administered to
Japanese (M: n=10) and Caucasian (O: n=33 to 45) pa-

Each point shows the mean*SE.
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