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Purpose: We evaluated the efficacy and safety of monthly administrations of the luteinizing hormone-releasing
hormone agonists leuprolide acetate depot (Luphere™ Depot inj 3.75mg) in patients with prostate cancer.

Materials and Methods: Between December 2005 and April 2006, 96 men with prostate cancer treated with
leuprolide acetate 3.75mg. The agent was injected subcutaneously every four weeks for three injections. Primary
endpoint was the percentage of men whose serum testosterone concentrations declined to and were maintained
at or below castrate level (50ng/dl) during 12 weeks of treatment. Secondary endpoints were serum testosterone
levels, the changes of prostate specific antigen (PSA) levels, the percentage of men whose prostate specific
antigen levels were reached nadir after 12 weeks. Patients were monitored for clinical adverse events and
laboratory abnormalities.
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Results: The testosterone concentrations were maintained below castration levels in 89.02% of patients at
4-12 weeks. At baseline, the mean testosterone concentration was 427.32+172.35ng/dl. And the mean testosterone
concentration decreased significantly 35.54+95.09ng/dl at 4 weeks, 15.94+44.65ng/dl at 8 weeks and 12.42+21.00
ng/dl at 12 weeks from baseline (p <0.001). At baseline, the mean PSA level was 76.88+335.71ng/ml. PSA level
decreased to 15.79£50.99ng/ml at 4 weeks, 5.68+17.65ng/ml at 8 weeks and 3.59+£10.72ng/ml at 12 weeks from
baseline (p <0.001). The adverse events were flushing, increased sweating, and elevated liver enzymes. They

are well-known adverse events of leuprolide acetate.

Conclusions: Leuprolide acetate 3.75mg reduced testosterone concentrations and maintained castration
effectively. Leuprolide acetate 3.75mg was well tolerated with the majority of systemic adverse events being
physiologic results of the suppression of testosterone. Therefore, the present findings suggest that leuprolide
acetate 3.75mg is useful for treating men with prostate cancer. (Korean J Urol Oncol 2009;7:21-26)
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Fig. 1. Patient disposition.
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Table 1. Patient characteristics

Age (year) meantSD 70.73+6.92
Previous treatment Yes 30 (31.3%)
No 66 (68.7%)

ECOG performance status 0 71 (74.0%)
1 22 (22.9%)

2 3(3.1%)

Stage T T2 48 (50.0%)
T3 33 (34.4%)

T4 15 (15.6%)

N NO 59 (61.5%)

N1 14 (14.6%)

N2 6 (6.3%)

Nx 17 (17.7%)

M MO 56 (58.3%)

Ml 18 (18.7%)

M2 0(0.0%)

Mx 22 (22.9%)

Other disease history Yes 84 (87.5%)
No 12 (12.5%)
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Enroliment
Screening Treatment Safety follow-up
(up to 1 month) (12 weeks) (2 weeks)
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r A\l
I | I I [ |
[ I I I I I
Visit 1 Week 0 Week 4 Week 8 Week 12 Week 14
(Visit 2) (Visit 3) (Visit 4) (Visit 5)  (Visit 6) Fig. 2. Schematic diagram.
) F8A HrpH g kS v X 7] wfol] Foko] ¥ Table 2. The percentage of patients whose serum testosterone
2] 7] okgiv}, thul gott Z AL odtzle] Flol whul concentrations were maintained at or below castrate level (50ng/
. o di
WA 717 S WS Fo Thsskala, Tael A st )
L AH|RolEx WS ENT} Jh5slEE Alsleladr). % (n) 95% Confidential interval
o Week 4 90.24 (74) 83.82-96.67%
3. 78N U oHMNM mI| Hi Week 8 96.34 (79) 92.28-100.41%
o &A1 FAL Alalok E e Week 12 97.56 (80) 94.22-100.90%
a4 B7hz ARk ol 127 F EF testosterone Maintenance 89.02 (73) 82.26-95.79%
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Table 3. Serum testosterone concentration and serum PSA concen-
tration

Testosterone (ng/dl) PSA (ng/ml)

Baseline (mean+SD) 427.32+172.35 76.88+335.71
Week 4 (mean*SD) 35.54+95.09% 15.79+50.99*
Change from baseline 391.78+197.11 61.09+288.79
p-value " <0.001 <0.001

Week 8 (mean+SD) 15.94+44.65* 5.68+17.65%
Change from baseline 411.38+180.65 71.20+324.73
p-value " <0.001 <0.001

Week 12 (mean+SD) 12.42+21.00* 3.59+10.72*
Change from baseline 414.90+175.74 73.29+330.55
p-value " <0.001 <0.001

*Statistically significant difference for change from baseline, Twil-
coxon’s signed rank test.

testosterone & %7} 50ng/dl o|stZ FAE YA+ 739
(89.02%)°]12Ac} (95% CI 82.26-95.79%) (Table 2).
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35.5495.00ng/dl, 15.94+44.65ng/dl, 12.42+21.00ng/dI S 2. =
of Hofl vl FAIHoZ {FofuA Frasdct (p<
0.001). 5o A I AP S| FE+ 76.88+335.71
ng/mlo]low 45 8, 12F ¥ 4% dF A4 ol
4 5= 47 15.79£50.99ng/ml, 5.68+17.65ng/ml, 3.59+
10.72ng/ml & Fo] Hof ulal] EAH o2 GolsiA 7+
23191t} (p<0.001) (Table 3).
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Table 4. The percentage of patient whose PSA concentration was
reached nadir

% (n)

122 (1)
4.88 (4)
8.54 (7)
122 (1)

95% Confidential interval

Week 4
Week 8
Week 12
Maintenance

—1.16-3.60%
0.22-9.54%
2.49-14.58%
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Fig. 3. Serum testosterone concentration in rats.
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