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INTRODUCTION 

Degarelix directly blocks GnRH receptors, 
producing a rapid and sustained inhibition of 
testosterone during androgen deprivation 
therapy (ADT), without the initial 
testosterone surge or subsequent 
microsurges of follicle-stimulating hormone 
(FSH), LH or testosterone accompanying 
LHRH agonise treatment. 12 

Advanced prostate cancer disease control 
outcomes from the pivotal phase Ill study, 
CS2 I, demonstrated improved PSA 
progression-free survival (PFS). reduced serum 
alkaline phosphatase (S-ALP) levels and fewer 
musculoskeletal, urinary tract, and 
cardiovascular-related adverse events after 
treatment with degarelix vs. LHRH agonises.' 3 

A number of studies have reported an 
association between ADT and an increased 
risk of cardiovascular disease (CVD) related 
events, including myocardial infarction and 
cardiovascular mortality.4·8 

This analysis reports cardiovascular and 
disease control-related AEs from a pooled 
analysis of randomized phase Ill trials 
comparing degarelix with LHRH agonises. 

METHODS ANDPATIENTS 

Data were pooled from 6 prospective, 
randomized comparative trials (n=2328). 
The majority of patients, 1686, received 
treatment for one year; the remaining 
642 patients had treatment for 3 to 
7 months (Figure I). 

The event analysis was based on death 
from any cause or CV event (arterial 
embolic and thrombotic events, hemorrhagic 
cerebrovascular conditions, ischemic 
cerebrovascular conditions, myocardial 
infarction or other ischemic heart disease). 
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FIGURE I 
Randomized comparative phase Ill trials of 
degarellx and LHRH agonlsts (leuprollde or 
goserelin) included In the pooled analysis 
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AEs are reported by MedDRA criteria. 
Analyses of AEs were made using Kaplan-Meier 
plots, a log-rank test for homogeneity and a 
Cox proportional hazard model adjusting for 
baseline CVD risk factors. 

RESULTS 
Patients 
Data from 2328 patients were analyzed; 1491 
receiving degarelix and 837 receiving an 
LHRH agonise (goserelin. n=458; leuprolide, 
n=379). Patient demographics and baseline 
disease characteristics were similar between 
the treatment groups (Table I). 

TABLE I 
Patient demographics and baseline 
characteristics 

Degarelix LHRH agonist 
Age, years (range) 71.7 (46-94) 71.6 (51-98) 
Mean testosterone 

4.32 (1.84) 4.36 (l.78) at baseline (ng/mL) 
Mean PSA at 156 (726) 130 (683) baseline (ng/mL) 
PSA subgroups, n (%) 

0-10 550 (37.2) 354 (42.5) 
10-20 321(21.7) 174 (20.9) 
20-50 268 (18.i) 133 (16.0) 
>SO HI (23.0) 172 (20.6) 

Prostate cancer 
stage, n (%) 

Localized SIS (34.5) 286 (34.2) 
Locally advanced 384 (25.8) 185 (22.1) 
Metastatic 282 (18.9) 154 (18.4) 
Not classified 310 (20.8) 212 (25.3) 

Gleason score, n (%) 
2-4 96 (6.5) 44 (5.3) 
s~ 460 (31.0) 240 (28.8) 
7-10 928 (62.5) 550 (65.9) 

History of 
cardiovascular 31.1 29.3 
disease(%) 

Baseline risk factors associated with CVD 
are shown in Table 2. 

TABLE 2 
CVD baseline risk factors 

Degarellx LHRH agonist 

Body mass index 27.2 27.S 
BMI > 30. n (%) 334 (22) 200 (24) 

History of CVO, n 463 (31) 244 (29) 
(%) 

Smoking, n (%) 724 (49) 437 (52) 

Alcohol, n (%) 839 (56) 452 (54) 

Elevated blood 493 (33) 276 (33) 
pressure, n (%) 

Cholesterol 191 (13) 83 (10) >6.2 mmol/L, n (%) 

Stadn medication, n 388 (26) 224 (27) 
(%) 

Diabetes, n (%) 238 (16) 139(17) 

Tolerability and disease-related 
AEs 
The overall nature and incidence of AEs 
were consistent among previous trials 
(Table 3). 

TABLE 3 
Treatment emergent AEs (>5% in either 
group) 

AE,n(%) Oegarelix LHRH agonist 

Safety analysis set 1491 (100) 837 (100) 

AnyAE 1161 (77.9) 626 (74.8) 

Hot flush SOI (33.6) 284 (33.9) 

Injection-site 
reactions 491 (32.9) 35 (42)' Pain 

Erythema 
315 (21.1) 8 (i.O)' 

Swelling 
104 (7.0) 3 (<I)' 

Nodule 78 (5.2) I (<I)' 

Fatigue 97 (6.5) 68 (8.1) 

Hypertension 71 (4.8) 48 (5 7) 

Arthralgia 62 (4.2)' 53 (6.3) 

Back pain 61 (4.1)' so (6.0) 

UTI 53(3.6)' 52(6.2) 

*ps0.05, two-sided Fisher Exact test 

Urinary tract events 
The overall probability of a urinary tract AE 
was significantly lower in degarelix- vs. 
LHRH agonise-treated patients HR=0.50 
(95% Cl 0.39-0.66; p<0.00 I) (Figure 2). 

FIGURE 2 

Probability of urinary tract-related AEs 
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Infections comprised 30% of urinary tract 
events; the adjusted HR for urinary tract 
infections was 0.58 (95% Cl, 0.39-0.84; 
p=0.004). 

Musculoskeletal-related 
events 
Over 12 months of treatment, the incidence 
of musculoskeletal events was significantly 
lower in degarelix-treated patients 
(HR=0.55, 95% Cl 0.40--0.76; p<0.001). 

The overall probability of joint-related signs 
and symptoms was significantly reduced in 
the degarelix group vs. the LHRH group 
(HR=0.64, 95% Cl 0.42-0.74; p=0.041) 
(Figure 3). 

FIGURE 3 

Overall probability of joint-related signs 
and symptoms 
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Cardiovascular events 
Overall. 42 (2.8°/o) patients treated with 
degarelix experienced a cardiac event 
compared with 37 (4.4%) patients who 
received a LHRH agonise. 

• In patients with a history of CVD, 21 
(4.5%) men treated with degarelix 
experienced a cardiac event compared 

with 23 (9.4%) patients who received a 
LHRH agonise. 

Overall, there was a significantly lower risk 
of experiencing a CV event or death when 
treated with degarelix compared with a 
LHRH agonise over one year (HR=0.60. 
p=0.008). 

• In men with a history of CVD, the risk of 
experiencing a CV event or death was 
significantly lower when treated with 
degarelix compared with a LHRH agonise 
(HR=0.44, 95% Cl 0.26--0.74; p=0.002) 
(Figure 4). 

FIGURE 4 

Risk of CV event or death in men with 
baseline CVD 
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Overall survival 
Overall survival was higher in the degarelix 
group (HR=0.47, 95% Cl 0.25-0.90; 
p=0.023) (Figure 5). 

FIGURE 5 
Probability of overall survival 
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CONCLUSION 
These pooled analyses of phase Ill 
randomized trials indicate that, compared 
with LHRH agonises, treatment with 
degarelix is associated with: 

• A significantly lower probability of 
urinary tract and musculoskeletal 
events. 

• A significant reduction in the risk of 
CV events or deaths in men with a 
history of CVD. 

SUMMARY 

These data indicate that, during the first 
year of treatment following initiation of ADT, 
men treated with degarelix had a reduced 
risk of disease-related AEs, as well as a 
lower risk of death, likely due to the higher 
incidence of CV events in LHRH patients. 

References 
I. KJoo:Letai.BJUlnt2008;1021531-8 
2 Thompson IM. et al. J Uroi 1990; I 44: 1479-80 
3. Albertsen PC. et al. ELr Uroi 2014:65:565-573 
4. Tsa, HK. et ai.J Nad Cancer Inst 2007;99:1516-24 
5. Saigal CS. et al. Cancer 2007;110:1493-500 
6. Van Hemein1ck M, et al. J Clin Oncoi 2010;28:3448-56 
7. Keanng NL et ai.J Nad Cancer Inst 2010;102;39-43 
8. Jespersen CG. et :d. Eur Urol 2014:65:704-9 

Acknowledgements 
The trnls mduded m this analysis were sponsored by Fernng 
Aiarmaceut1cals. l-1edical writing support /funded by Ferrrng:1 w.u 
provided by r 1atthew deSchoolmeester o( BK>scr1pt MechcaJ 

II 


