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SYNOPSIS 

Title of Study:  

A phase IIIb randomized study of intermittent versus continuous androgen deprivation therapy using 
ELIGARD® 22.5 mg 3-month depot in patients with relapsing or locally advanced prostate cancer who are 
responsive to such therapy 

Investigator/Coordinating Investigator:  

 MD, PhD,  Belgium. 

Study Centers:  

This was a multi-center study performed in 102 centers in 20 countries (Belgium, Czech Republic, Denmark, 
Finland, France, Germany, Greece, Hungary, Ireland, Italy, the Netherlands, Norway, Poland, Portugal, 
Romania, Russia, Slovakia, Sweden, Spain and United Kingdom). 

Publication (reference):  

Not applicable. 

Study Period:  

Date of first enrollment (Study initiation date): 05 April 2006 

Date of last evaluation (Study completion date): 08 April 2013 

Phase of Development: Phase 3b 

Objectives:  

The primary objective was to assess prostate-specific antigen (PSA) and testosterone levels after continuous and 
intermittent androgen-deprivation therapy (ADT) and compare time to PSA progression. 

The secondary objectives were:  

• To compare the overall survival of patients with relapsing or locally advanced prostate cancer 
responsive to ADT treated with intermittent androgen deprivation (IAD) vs continuous androgen-
deprivation (CAD) therapy 

• To compare the effects of these treatment regimens on impotence, libido and vitality/fatigue as well as 
on the physical and emotional well-being of these patients 

• To compare general symptoms, role functioning, global perception of quality of life and social 
functioning of patients treated with these regimens 

• To measure and compare bone turnover and  
 in patients treated with these regimens 

Methodology:  

This was a Phase 3b, open-label, randomized, multi-center study. 

Induction Phase (Visits 1-4)  
Patients satisfying all selection criteria were treated with Eligard 22.5 mg 3-month depot for 6 months. All 
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patients also received bicalutamide (Casodex) 50 mg once daily (qd) for 1 month from the time of first 
injection to avoid any flare reaction. 

Patients were monitored every 3 months during the induction phase by measurements of total serum PSA and 
testosterone. Two successive serum PSA levels ≤ 1 ng/mL (at least 2 weeks apart) after 6 months of complete 
androgen suppression (which defines hormone-responsive prostate cancer) were required for further inclusion of 
the patients in the randomization procedure. Those patients whose serum PSA level did not meet the definition 
of hormone responsiveness after 6 months of treatment were withdrawn from the study. 

Randomized Phase (Visits 4-16)  
Patients with hormone-responsive prostate cancer were then randomly assigned either to the CAD or IAD 
regimen. 

Patients in the CAD group received Eligard 22.5 mg 3-month depot injections without interruption for 
36 months and were monitored every 3 months with serum PSA and testosterone measurements.  

Patients in the IAD group had their ADT discontinued after the induction therapy phase and entered the off-
treatment phase of the first intermittent ADT cycle. They restarted treatment with Eligard if their serum PSA 
level reached ≥ 2.5 ng/mL during the off-treatment phase. At the time of treatment reintroduction, patients 
received Eligard 22.5 mg 3-month depot injection plus Casodex (50 mg qd) for 1 month followed by Eligard 
22.5 mg every 3 months alone. Medication was again withheld when serum PSA levels were ≤ 1 ng/mL on 
2 successive occasions (at least 2 weeks apart). Patients treated with intermittent ADT were monitored every 
3 months with serum PSA and testosterone measurements and cycles of intermittent ADT were repeated for a 
maximum of 36 months.  

Long-term Follow-up (Visits 17-19) 
After stopping study treatment, all randomized patients continued to be followed up for 18 months to assess 
overall mortality during the 4.5 years after randomization. During this period, follow-up visits took place every 
6 months to record whether the patient was still alive, or, in case of death, to record the exact date when the 
patient had died. 

Number of Patients (planned, enrolled and analyzed):  

A total of 700 male patients were planned to be randomized in the study: 350 patients per treatment group. 

A total of 1131 patients were screened, of whom 933 entered the induction phase. Of these, 701 patients were 
randomized (see Figure 1) and 232 patients discontinued before randomization. A total of 131 patients 
discontinued after randomization. 

• The Safety Analysis Set 1 (SAF1) consisted of 932 patients who received at least 1 injection of Eligard. In 
this study, SAF1 was identical to the Full Analysis Set 1 (FAS1). 

• The SAF2 consisted of 690 patients who were randomized and had post-randomization safety data 
available (353 patients on CAD and 337 patients on IAD). Of these, 602 patients (310 patients on CAD and 
292 patients on IAD) entered the follow-up period and 101 patients completed the follow-up period 
(59 patients on CAD and 42 patients on IAD). 

• The FAS2 consisted of 686 patients who entered the study and who were randomized and treated at Visit 4 
(352 patients on CAD and 334 patients on IAD). Of these, 599 patients (309 patients on CAD and 
290 patients on IAD) entered the follow-up period and 101 patients completed the follow-up period 
(59 patients on CAD and 42 patients on IAD). 

• The Per Protocol Set 1 (PPS1) included 841 patients of the FAS1 who had no major protocol violations 
during the induction phase, and the PPS2 included 609 patients of the FAS2 who had no protocol violations 
during the randomized phase (306 patients on CAD and 303 patients on IAD). Of the 609 patients in the 
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Efficacy Results:  

Primary Efficacy Variable  

The primary endpoint was the time to PSA progression. A summary of the results from the Kaplan-Meier 
analysis for the FAS2 is presented in Table 4 and Figure 2. 

The primary endpoint, time to PSA progression, did not differ significantly between treatment groups 
(P = 0.718), with a similar number of events recorded in each group (34 [9.7%] events in the CAD group and 30 
[9.0%] events in the IAD group). The results for the PPS2 were similar (P = 0.621). 

Secondary Efficacy Variables – Serum PSA Levels and PSA Progression-free Survival 

During the induction phase, mean PSA levels decreased from 16.1 ng/mL before the start of treatment (Visit 2) 
to 0.32 ng/mL at randomization for patients in the CAD group, and from 18.7 to 0.26 ng/mL for patients in the 
IAD group (FAS1). The mean PSA levels of the non-randomized patients (those whose serum PSA level did not 
meet the definition of hormone responsiveness) decreased from 56.3 to 5.04 ng/mL (FAS1). The results for the 
PPS1 were similar to that of the FAS1. 

For patients who were randomized at Visit 4 (FAS2), the mean PSA level was 0.28 ng/mL at randomization for 
patients in the CAD group and these values remained between 0.28 and 3.00 ng/mL for the remainder of the 
treatment period. The mean PSA level for patients in the IAD group was 0.27 ng/mL at randomization and 
fluctuated between 0.58 and 3.37 ng/mL for the remainder of the treatment period. Whilst the range of PSA 
levels which were recorded in the CAD and IAD group were similar across the treatment period, from Visit 6 
there was a general trend of slightly higher levels being recorded in the IAD group. 

Stratification by primary diagnosis for the FAS2, showed for patients with locally advanced prostate cancer that 
their mean PSA levels were approximately 23-30 ng/mL before initiation of therapy, but subsequently 
decreased to levels comparable to levels observed in patients with relapsing prostate cancer after radical 
prostatectomy and in patients with relapsing prostate cancer who had undergone other therapies. 

The mean time to PSA < 4 ng/mL during the induction phase (FAS1) was around 100 days for patients with 
locally advanced cancer, and between 41 and 59 days for patients with relapsing cancer. 

The time to PSA progression or death in the FAS2 did not differ significantly between treatment groups 
(P = 0.865), with a similar number of events recorded in each group (43 [12.2%] events in the CAD group and 
41 [12.3%] events in the IAD group) [Table 5]. The results from the PPS2 were similar (P = 0.676). 

Secondary Efficacy Variables – Overall Survival 

The results from the Kaplan-Meier analysis for overall survival (until 4.5 years after randomization) for FAS2 
are summarized in Table 6. The time to death did not significantly differ between treatment groups (P = 0.969), 
with a similar number of events recorded in each treatment group (44 [12.5%] events in the CAD group and 
42 [12.6%] events in the IAD group). The results for the PPS2 were similar (P = 0.781). 

Secondary Efficacy Variables – Testosterone Levels and Breakthrough 

During the induction phase, mean testosterone levels decreased from 411.5 ng/dL before the start of treatment 
(Visit 2) to 24.5 ng/dL at Visit 3 for patients in the CAD group, and from 412.9 to 20.7 ng/dL for patients in the 
IAD group. Mean testosterone levels in patients who were not randomized decreased from 379.4 ng/dL to 
57.7 ng/dL (FAS1). The results for the PPS1 were similar. 

The mean testosterone level for patients in the IAD group (those that had their Eligard dosing halted) at 
randomization was similar to the levels observed in the CAD group (11.4 ng/dL vs 12.9 ng/dL), but then 
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increased thereafter (range between 61.0 and 268.0 ng/dL). It should however be noted that these are mean 
values and that no analysis was done of testosterone levels against timing of Eligard cessation in individual 
patients. The results for the PPS2 were similar to that of the FAS2. 

The time to conventional as well as conservative testosterone breakthrough did significantly differ between the 
treatment groups (both P < 0.001), with a higher number of events recorded in the IAD vs the CAD group 
(conventional: 327 events [97.9%] vs 22 events [6.25%], respectively; and conservative: 330 events [98.8%] vs 
105 events [29.8%], respectively)[FAS2: Table 7]. In the IAD group, median time to conventional testosterone 
breakthrough was 176.0 days and median time to conservative testosterone breakthrough was 174.0 days. Due 
to the low number of events, these figures could not be determined for the CAD group.  

Secondary Efficacy Variables – WHO/ECOG Performance Status 

The patients’ WHO/ECOG status tended to slightly deteriorate towards the end of the treatment period. There 
were no notable differences between treatment groups. Throughout the study, including at baseline, patients 
with relapsing prostate cancer, most notably those who underwent radical prostatectomy, had a less severe 
WHO/ECOG status than patients with locally advanced cancer. Results of FAS2 and PPS2 were similar. 

Secondary Efficacy Variables – Quality of Life 

Results of the EORTC QLQ-C30 showed no relevant differences between the treatment groups in the functional 
scales (i.e., physical, role, emotional, cognitive and social functioning) of which mean scores were all > 80 at 
randomization up to end of the treatment. The mean global health status worsened during treatment, with 
nausea, vomiting and appetite loss being the most distressing symptoms, in both groups. Changes over time 
were small, probably not clinically relevant and similar for patients in the CAD and IAD group. 

The QLQ-PR25 summary scales at randomization and at end of treatment indicated small mean increases 
(indicating a worse quality of life) for incontinence aid and sexual function, and small mean decreases for 
urinary symptoms, hormonal treatment related symptoms and the sexual active summary scale. No consistent 
pattern was observed for bowel symptoms. There were some differences between treatment groups, in particular 
for use of incontinence aid and sexual activity. For sexual activity, patients in the CAD group showed a small 
improvement at Visit 16 compared to baseline, whereas no relevant change was observed for patients in the 
IAD group. The difference in use of incontinence aid was already present at baseline. 

Secondary Efficacy Variables – Bone Turnover Markers 

OPG and BAP in serum were measured at a subset of centers only. There was a small decrease (-0.7 pmol/L) in 
mean OPG levels from randomization to the end of the treatment period, with no differences between the CAD 
and IAD group. Due to stability problems, only a limited number of samples were analyzed for BAP. Therefore, 
no relevant conclusions could be drawn. 

Safety Results:  

Adverse Events 

Induction Phase 

Overall, 509 (54.6%) patients had 1 or more AEs during the induction phase [Table 8]. The most common AE 
(preferred term) was hot flush (reported by 327 patients; 35.1%). Other AEs reported by ≥ 2% of patients 
overall in the induction phase were hypertension (32 patients; 3.4%), erectile dysfunction (23 patients; 2.5%) 
and insomnia (19 patients; 2.0%). Most events of hot flush (322 patients; 34.5%) and all events of erectile 
dysfunction were considered related to treatment by the investigator.  
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Figure 1   Disposition of Patients 
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† There is a discrepancy in the nonrandomized group due to Patient who was not documented as a 
Screening failure, whereas  should have been, based on the fact that inclusion criterion 3 was not met (locally 
advanced but TNM missing); no Eligard was administered. 

‡ Population additionally included patients who were not randomized. 

CAD: Continuous Androgen Deprivation; IAD: Intermittent Androgen Deprivation  
FAS: Full Analysis Set; SAF: Safety Analysis Set; PPS: Per Protocol Set  
Source: Tables 12.1.1.1, 12.1.1.2, 12.1.1.3, 12.1.1.4, 12.1.1.5, 12.1.1.7.1, 12.1.1.7.2, 12.1.1.7.3 
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Table 1  Demographic Characteristics at Baseline (SAF1) 
 CAD IAD Not Randomized Total 

 (N = 361) (N = 340) (N = 231) (N = 932) 
Race (n, %) Caucasian 360 (99.7) 339 (99.7) 230 (99.6) 929 (99.7) 
 Black 1 (0.3) 1 (0.3) 0 2 (0.2) 
 Asian 0 0 1 (0.4) 1 (0.1) 
 Other 0 0 0 0 
Age: years Mean (SD) 70.6 (6.49) 71.1 (6.00) 69.5 (6.95) 70.5 (6.46) 
 Median (range) 71.0 (50-82) 72.0 (47-81) 70.0 (42-84) 71.0 (42-84) 
 < 65 (n, %) 62 (17.2) 43 (12.6) 51 (22.1) 156 (16.7) 
 ≥ 65 (n, %) 299 (82.8) 297 (87.4) 180 (77.9) 776 (83.3) 
Weight: kg Mean (SD) 80.1 (11.83) 81.1 (12.02) 82.4 (12.13) 81.0 (11.99) 
 Median (range) 80.0 (48127) 80.0 (45-130) 82.0 (56-120) 80.0 (45-130) 
Height: cm Mean (SD) 172.3 (6.83) 172.5 (6.42) 172.7 (6.98) 172.5 (6.72) 
 Median (range) 172.0 (152-198) 172.0 (156-192) 172.0 (156-193) 172.0 (152-198) 
BMI: kg/m2 Mean (SD) 27.0 (3.50) 27.2 (3.54) 27.6 (3.48) 27.2 (3.52) 
 Median (range) 26.4 (18.5-44.6) 26.9 (17.8-44.5) 27.2 (20.3-38.5) 26.8 (17.8-44.6) 
Source: Table 12.1.2.1 
 
Table 2  Summary of Prostate Cancer History (SAF1) 
 CAD IAD Not Randomized Total 

 (N = 361) (N = 340) (N = 231) (N = 932) 
Time since diagnosis N 351 323 223 897 
(days) Mean (SD) 659.5 (956.15) 712.1 (986.39) 365.2 (828.65) 605.3 (946.85) 
 Median (range) 74 (0-4401) 88 (0-4185) 43 (0-5470) 66 (0-5470) 
Any surgery (n, %) No 241 (66.8) 225 (66.2) 196 (84.8) 662 (71.0) 
 Yes 120 (33.2) 115 (33.8) 35 (15.2) 270 (29.0) 
Reason for Primary cancer 113 (93.4) 108 (92.3) 30 (85.7) 251 (91.9) 
therapy (n, %) Metastases 1 (0.8) 1 (0.9) 1 (2.9) 3 (1.1) 
 Other 7 (5.8) 8 (6.8) 4 (11.4) 19 (7.0) 
Any radiation (n, %) No 301 (83.4) 274 (80.6) 201 (87.0) 776 (83.3) 
 Yes  60 (16.6)  66 (19.4) 30 (13.0) 156 (16.7) 
Reason for Primary cancer  51 (82.3)  58 (87.9) 26 (76.5) 135 (83.3) 
therapy (n, %) Metastases 1 (1.6) 0 1 (2.9) 2 (1.2) 
 Other 10 (16.1) 8 (12.1) 7 (20.6) 25 (15.4) 
Any chemotherapy (n, %)No 361 (100) 337 (99.1) 230 (99.6) 928 (99.6) 
 Yes 0 3 (0.9) 1 (0.4) 4 (0.4) 
Reason for Primary cancer 0 3 (100) 1 (100) 4 (100) 
therapy (n, %) Metastases 0 0 0 0 
 Other 0 0 0 0 
Any other therapy (n, %) No 305 (84.5) 285 (83.8) 207 (89.6) 797 (85.5) 
 Yes 56 (15.5) 55 (16.2) 24 (10.4) 135 (14.5) 
Reason for Primary cancer 42 (72.4) 45 (77.6) 20 (76.9) 107 (75.4) 
therapy (n, %) Metastases 1 (1.7) 0 0 1 (0.7) 
 Other 15 (25.9) 13 (22.4) 6 (23.1)  34 (23.9) 
Source: Table 12.1.3.2.1  
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Table 3  Summary of Study Drug Exposure During the Randomized Phase (FAS2) 
  CAD IAD 

  (N = 352) (N = 334) 
Time from randomization to last visit in 
the randomized phase (days) 

 N 352 334 
 Mean (SD) 940.1 (246.17) 965.0 (238.55) 

  Median (range) 1022.0 (1-1203) 1033.5 (85-1248) 
Mean time between Eligard injections 
during randomized phase (days)  

 N 352 273 
 Mean (SD) 88.48 (4.403) 327.45 (189.654) 

  Median (range) 87.40 (73.8-127.0) 276.70 (85.0-1063.0) 
Number of Eligard doses during 
randomized phase 

 N 352 273 
 Mean (SD) 10.8 (2.75) 3.1 (1.82) 

  Median (range) 12.0 (1-12) 3.0 (1-10) 
Number of Eligard doses during 
randomized phase 

 0 (n, %) 0 0 
 1 - 3 (n, %) 18 (5.1) 184 (67.4) 

  4 - 6 (n, %) 17 (4.8) 76 (27.8) 
  7 - 9 (n, %) 20 (5.7) 8 (2.9) 
  10 - 12 (n, %) 297 (84.4) 5 (1.8) 
  > 12 (n, %) 0 0 
Source: Table 12.2.1.1.2 
 
Table 4 Summary of Survival Analysis of Time to PSA Progression (FAS2) 
 CAD IAD 

 (N = 352) (N = 334) 
Events (n, %) 34 (9.66)  30 (8.98) 
 3 PSA ≥ 4 ng/mL 21 (5.97)  20 (5.99) 
 1 PSA ≥ 4 ng/mL at discontinuation 13 (3.69)  10 (2.99) 
Censored (n, %) 318 (90.34) 304 (91.02) 
 Completed randomized phase 272 (77.27) 263 (78.74) 
 Discontinued without event 37 (10.51)  30 (8.98) 
 Death 9 (2.56)  11 (3.29) 
P-value of logrank test 0.718 
Kaplan-Meier-estimate progressed at 3 years (%) 10.64 10.06 
95% CI 7.70, 14.60 7.08, 14.18 
Source: Table 12.3.1.2.1 
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Figure 2  Kaplan-Meier Plot for Time to PSA Progression (FAS2) 

 
Source: Figure 12.3.1.1 
 
Table 5 Summary of Survival Analysis of Time to PSA Progression-free Survival (FAS2) 
 CAD IAD 

 (N   =  352) (N   =  334) 
Events (n, %) 43 ( 12.22) 41 ( 12.28) 
Censored (n, %) 309 ( 87.78) 293 ( 87.72) 
P-value of logrank test 0.865 
Kaplan-Meier-estimate progressed at 3 years (%) 13.24 13.08 
95% CI 9.98, 17.46 9.72, 17.50 
Source: Table 12.3.3.1.1 
 
Table 6 Summary of Survival Analysis of Time to Overall Survival (FAS2) 

 CAD IAD 
 (N = 352) (N = 334) 

Events (n, %) 44 ( 12.50) 42 ( 12.57) 
Censored (n, %) 308 ( 87.50) 292 ( 87.43) 
P-value of logrank test 0.969 
Kaplan-Meier-estimate survived at 60 months (%) 84.98 81.84 
95% CI 80.02, 88.80 74.67, 87.15 
Source: Table 12.3.9.1.1 
 



Leuprorelin Acetate (Eligard®) ISN EGD-EC-003 
Relapsing or Locally Advanced Prostate Cancer 
CONFIDENTIAL EudraCT number 2005-004094-25 
 

23 Jan 2014 Astellas Synopsis page 14 of 15 

Table 7   Summary of Survival Analysis of Time to Conventional and Conservative Testosterone 
Breakthrough (FAS2) 

 
Conventional Testosterone 

breakthrough 
Conservative Testosterone 

Breakthrough 
 CAD IAD CAD IAD 

 (N = 352) (N = 334) (N = 352) (N = 334) 
Patients with breakthrough 
event(s) (n, %) 22 (6.25)  327 (97.90) 105 ( 29.83) 330 ( 98.80) 
Censored (n, %) 330 (93.75) 7 (2.10) 247 ( 70.17) 4 ( 1.20) 
P-value of logrank test < 0.001 <0.001 
Kaplan-Meier-estimate 
progressed at 3 years (%) 7.57 99.09 31.68 100.00 
95% CI 4.90, 11.61 97.52, 99.75 26.85, 37.14 -- 
Time to conventional breakthrough was defined as the time from randomization to serum testosterone 
> 50 ng/dL. 
Time to conservative breakthrough was defined as the time from randomization to serum testosterone 
> 20 ng/dL. 
Source: Table 12.3.2.2.1 and Table 12.3.2.5.1 
 
Table 8   Summary Table of Adverse Events – Induction Phase (SAF1) 

 CAD IAD Not 
Randomized 

Total 

 (N = 361) (N = 340) (N = 231) (N = 932) 
N (%) with any TEAE 197 (54.6%) 196 (57.6%) 116 (50.2%) 509 (54.6%) 
Total TEAEs 388 367 257 1012 
N (%) with treatment-related# TEAEs 149 (41.3%) 150 (44.1%) 87 (37.7%) 386 (41.4%) 
Total treatment-related TEAEs 232 218 137 587 
N (%) deaths†¶ -- -- -- 6 (0.6%) 
N (%) with serious TEAEs 15 (4.2%) 11 (3.2%) 22 (9.5%) 48 (5.2%) 
Total serious TEAEs -- -- -- 72 
N (%) with treatment-related§ serious TEAEs 4 (1.1%) 2 (0.6%) 1 (0.4%) 7 (0.8%) 
Total treatment-related§ serious TEAEs 6 3 2 11 
N (%) discontinued due to TEAE‡ 5 (1.4%) 0 13 (5.6%) 18 (1.9%) 
N (%) discontinued due to treatment-related# TEAE‡ 5 (1.4%) 0 3 (1.3%) 8 (0.9%) 
N (%) with TEAE by severity Grade 1 77 (21.3%) 71 (20.9%) 35 (15.2%) 183 (19.6%) 
 Grade 2 94 (26.0%) 100 (29.4%) 48 (20.8%) 242 (26.0%) 
 Grade 3 26 (7.2%) 25 (7.4%) 26 (11.3%) 77 (8.3%) 
 Grade 4 0 0 2 (0.9%) 2 (0.2%) 
 Grade 5 0 0 4 (1.7%) 4 (0.4%)^ 
 Missing 0 0 1 (0.4%) 1 (0.1%) 
TEAE: treatment-emergent adverse event 
Grade 1 = Mild, Grade 2 = Moderate, Grade 3 = Severe, Grade 4 = Life-Threatening or Disabling, 
Grade 5 = Death  
† Only AEs with outcome ‘fatal’ are counted 
‡ Only AEs that were the primary reason for discontinuation are taken into account.  
§ Adverse events that are possibly or probably treatment-related, or for which the relationship is missing. 
¶ Patients  but had no grade 5 AE recorded. 
Source: Tables 12.6.1.1.1, 12.6.1.2.1, 12.6.1.3.1, 12.6.1.4.1, 12.6.1.6.1, 12.6.1.7.1, 12.6.1.8.1, 12.6.1.9.1 and 
12.6.1.10.1  
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Table 9   Summary Table of Adverse Events – Randomized Phase (SAF2) 
 CAD IAD Total 
 (N = 353) (N = 337) (N = 690) 

N (%) with any TEAE 256 (72.5%) 254 (75.4%) 510 (73.9%) 
Total TEAEs 1204 1187 2391 
N (%) with treatment-related§ TEAEs 145 (41.1%) 124 (36.8%) 269 (39.0%) 
Total treatment-related§ TEAEs 274 222 496 
N (%) deaths† 9 (2.5%) 15 (4.5%)  24 (3.5%) 
N (%) with serious TEAEs 88 (24.9%) 90 (26.7%) 178 (25.8%) 
Total serious TEAEs 179 213 392 
N (%) with treatment-related§ serious TEAEs 4 (1.1%) 4 (1.2%) 8 (1.2%) 
Total treatment-related§ serious TEAEs 7 5 12  
N (%) discontinued due to TEAE‡ 17 (4.8%) 25 (7.4%) 42 (6.1%) 
N (%) discontinued due to treatment-related# TEAE‡ 4 (1.1%) 0 4 (0.6%) 
N (%) with TEAE by severity Grade 1 47 (13.3%) 53 (15.7%) 100 (14.5%) 
 Grade 2 109 (30.9%) 107 (31.8%) 216 (31.3%) 
 Grade 3 73 (20.7%) 63 (18.7%) 136 (19.7%) 
 Grade 4 17 (4.8%) 16 (4.7%) 33 (4.8%) 
 Grade 5 9 (2.5%) 14 (4.2%) ¶ 23 (3.3%) 
 Missing 1 (0.3%) 1 (0.3%) 2 (0.3%) 
TEAE: treatment-emergent adverse event 
Grade 1 = Mild, Grade 2 = Moderate, Grade 3 = Severe, Grade 4 = Life-Threatening or Disabling, 
Grade 5 = Death  
† Only AEs with outcome ‘fatal’ are counted 
‡ Only AEs that were the primary reason for discontinuation are taken into account.  
§ Adverse events that are possibly or probably treatment-related, or for which the relationship is missing. 
¶ Patient  but the  was not recorded as a grade 5 AE.  
Source: Table 12.6.1.1.2 and Table 12.6.1.4.2 
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