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I. LIST OF ABBREVIATIONS AND KEY TERMS 

List of Abbreviations 
Abbreviations Description of abbreviations 
AE Adverse Event 
BMI Body Mass Index 
CI Confidence Intervals 
CRF Case Report Form 
CS Classification Specifications 
CSR Clinical Study Report 
DBP Diastolic Blood Pressure 
DMC Data Monitoring Committee  
FAS Full Analysis Set 
GD Global Development 
H High 
ICH International Conference on Harmonization 
L Low 
LLN  Lower Limit of Normal 
LOCF Last Observation Carried Forward 
MedDRA Medical Dictionary for Regulatory Activities 
N Normal 
PD Pharmacodynamic 
PD1-x Protocol Deviation 1-x 
PDAS Pharmacodynamic Analysis Set 
PK Pharmacokinetic 
PKAS Pharmacokinetics Analysis Set 
PPS Per-Protocol Analysis Set 
PT Preferred Term 
SAF Safety Analysis Set 
SAP Statistical Analysis Plan 
SAS  Statistical Analysis Software 
SBP Systolic Blood Pressure 
SOC System Organ Class 
TEAE Treatment Emergent Adverse Event 
TLF Tables, Listings and Figures 
ULN Upper Limit of Normal 
WHO-DD World Health Organization Drug Dictionary 

 

List of Key Terms 
Terms Definition of terms 
Adverse Event (AE) An adverse event is as any untoward medical occurrence in a patient 

administered a study drug and which does not necessarily have a causal 
relationship with this treatment (see also Eligard-related AE). 

Baseline 1. Observed values/findings which are regarded as starting points for 
comparison. 

2. Time when ‘Baseline’ is observed. 
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Case Report Form 
(CRF) 

A printed, optical, or electronic document designed to record all of the 
protocol required information to be reported to the sponsor for each trial 
patient. 

Castrate Resistant 
Prostate Cancer (CRPC) 

The European Association of Urology (EAU) Prostate Cancer Guidelines 
2016 defines CRPC as:  

Castrate serum testosterone < 50ng/dL or 1.7 nmol/L plus either; 

Biochemical progression: 3 consecutive rises in prostate specific antigen 
(PSA) at least 1 week apart resulting in two 50% increases over the nadir, 
and a PSA > 2 ng/mL or 

Radiological progression:  the appearance of two or more new bone 
lesions on bone scan or enlargement of a soft tissue lesion using RECIST 
(Response Evaluation Criteria in Solid Tumors).   

Symptomatic progression alone must be questioned and is not sufficient 
to diagnose CRPC.  

Causality Assessment An evaluation performed by a medical professional concerning the 
likelihood that a therapy or product caused or contributed to an AE.  A 
positive causality assessment made by either reporter and/or company 
makes an AE into an ADR. 

Clinical Study Any investigation in relation to humans intended: 

a) to discover or verify the clinical, pharmacological or other 
pharmacodynamic effects of 1 or more medicinal products; 

b) to identify any adverse reactions to 1 or more medicinal products; or 

c) to study the absorption, distribution, metabolism and excretion of 1 or 
more medicinal products; with the objective of ascertaining their safety 
or efficacy. 

Confidence Interval (CI) A measure of the precision of an estimated value.  The interval represents 
the range of values, consistent with the data that is believed to encompass 
the “true” value with high probability (usually 95%) upon repeated 
sampling according to frequentist theory. The confidence interval (CI) is 
expressed in the same units as the estimate. Wider intervals indicate 
lower precision; narrow intervals, greater precision. 

Confidentiality Prevention of disclosure to other than authorized individuals of 
proprietary information or of a patient’s identity. 

Consent Form Document used during the informed consent process that is the basis for 
explaining to potential patients the risks and potential benefits of a study 
and the rights and responsibilities of the parties involved.  The informed 
consent document provides a summary of a clinical trial (including its 
purpose, the treatment procedures and schedule, potential risks and 
benefits, alternatives to participation, etc.) and explains an individual’s 
rights as a patient. It is designed to begin the informed consent process, 
which consists of conversations between the patient and the research 
team. 
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If the individual then decides to enter the trial, s/he gives her/his official 
consent by signing the document.  Synonym: informed consent form 
(ICF) 

Contract Research 
Organization (CRO) 

A person or an organization (commercial, academic, or other) contracted 
by the sponsor to perform 1 or more of a sponsor’s trial-related duties 
and functions. 

Data Monitoring Process by which data are examined for completeness, consistency, and 
accuracy. 

Demographic data Characteristics of patients or study populations, which include such 
information as age, sex, family history of the disease or condition for 
which they are being treated, and other characteristics relevant to the 
study in which they are participating. 

Discontinuation The act of concluding participation, prior to completion of all protocol-
required elements, in a study by an enrolled patient.   

Effectiveness The capability of an intervention in producing a desired result under 
circumstances that more closely approach real-world practice, with more 
heterogeneous populations, less-standardized treatment protocols, and 
delivery in routine clinical settings.   

Electronic Case Report 
Form (eCRF) 

Auditable electronic record designed to capture information required by 
the clinical trial protocol to be reported to the sponsor on each trial 
patient. 

Eligard-related Adverse 
Event 

An adverse event in a patient administered Eligard where a causal 
relationship is at least a reasonable possibility (drug event with either a 
possible or probable causal relationship), as determined by the opinion 
of the investigator.  

Adverse events listed in the local label should be used by the investigator 
as reference safety information to understand whether an adverse event 
is expected with the use of Eligard.  This understanding should inform 
causality assessments by the investigator.      

Ethnic Asian Any of the following races - Chinese, Filipino, Indonesian, Malay, Thai, 
Vietnamese, Indian, Japanese or Korean.  

Final Visit The final visit will be the same as the last follow-up visit for each patient.  
It will occur at the 18th month after enrollment into the study, provided 
that none of discontinuation criteria (see Section Error! Reference source n
ot found. in protocol) are met. 

Protocol A document that describes the objective(s), design, methodology, 
statistical considerations, and organization of a trial. The protocol usually 
also gives the background and rationale for the trial, but these could be 
provided in other protocol referenced documents. Throughout the 
International Conference on Harmonisation – Good Clinical Practice 
(ICH GCP) Guideline the term protocol refers to protocol and protocol 
amendments. 

Quality of Life (QoL) A broad ranging concept that incorporates an individual’s physical 
health, psychological state, level of independence, social relationships, 
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personal beliefs, and their relationships to salient features of the 
environment.  

Note: Quality of Life is one way to measure the benefits or negative 
impacts of an “improvement” measured in terms of a physiological or 
psychological symptom. QoL research seeks to quantify what an 
intervention means to a patient’s sense that their life has changed. 

Safety Relative freedom from harm. In clinical trials, this refers to an absence 
of harmful side effects resulting from use of the product and may be 
assessed by laboratory testing of biological samples, special tests and 
procedures, psychiatric evaluation, and/or physical examination of 
patients. 

Sample Size A subset of a larger population, selected for investigation to draw 
conclusions or make estimates about the larger population. 

Serious Adverse Event 
(SAE) 

An SAE is any experience that suggests a significant hazard, 
contraindication, side effect or precaution.  An SAE must fulfill at least 
1 of the following criteria at any dose level: results in death; is life 
threatening, results in persistent or significant disability/ incapacity or 
substantial disruption of the ability to conduct normal life functions; 
results in congenital anomaly, or birth defect; requires inpatient 
hospitalization or leads to prolongation of hospitalization; or a medically 
important event. 

Serious Eligard-related 
Adverse Event 

An Eligard-related AE which results in death, is life threatening, requires 
inpatient hospitalization or prolongation of existing hospitalization, 
results in persistent or significant disability/ incapacity, is a congenital 
anomaly/ birth defect, or results in other medically important events. 

Adverse events listed in the local label should be used by the investigator 
as reference safety information to understand whether a serious adverse 
event is expected with the use of Eligard.  This understanding should 
inform causality assessments by the investigator   

Statistical Analysis Plan 
(SAP) 

A document that contains a more technical and detailed elaboration of 
the principal features of the analysis described in the protocol, and 
includes detailed procedures for executing the statistical analysis of the 
primary and secondary variables and other data. 

Statistical Method The particular mathematical tests and techniques that are to be used to 
evaluate the clinical data in a trial. 

Study Period Period of time from the initiation date to the completion date of the study. 

Study Population Defined by protocol inclusion/exclusion criteria. 

Visit A clinical encounter that encompasses planned and unplanned trial 
interventions, procedures, and assessments that may be performed on a 
patient. A visit has a start and an end, each described with a rule. 

Withdrawal The act of discontinuing participation in a clinical study. 

See also discontinuation. 
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The table of scheduled assessments can be found in Section V of protocol. 

3 STUDY OBJECTIVE(S) AND DESIGN 

3.1 Study Objective(s) 

The objectives of this Phase IV, prospective, interventional study are to evaluate the safety, 
efficacy, and QoL of ELIGARD® in hormone-dependent prostate cancer patients in Asia.  

3.1.1 Primary Objective: 

To establish the safety profile of ELIGARD® in ethnic Asian prostate cancer patients. 

3.1.2 Secondary Objectives: 

1) To describe the efficacy of ELIGARD® 22.5 mg (3-monthly formulation) in controlling 

PSA and testosterone levels  

2) To assess HRQoL through QoL questionnaires – EORTC QLQ-PR25 and EQ5D-5L 

3.2 Study Design 

This is a multicenter, prospective, single-arm, interventional study to assess the safety, 
efficacy, and QoL of ELIGARD® 22.5 mg (3-monthly formulation) in male patients with 
prostate adenocarcinoma who fulfill the eligibility criteria in Asia.  The sample size planned 
for this study is approximately 107 enrolled prostate cancer patients. The inclusion/exclusion 
criteria are listed in Section 3.1 and 3.2 in the study protocol. This study will be conducted in 

approximately 20 centers in 8 countries (Hong Kong, Indonesia, Malaysia, Philippines, 
Singapore, Taiwan, Thailand and Vietnam). 

The enrollment period will be up to 12 months. Patients will be prescreened to confirm access 
to Androgen Deprivation Therapy (ADT) prior to informed consent. Following written 
informed consent by the patient and confirmation of eligibility, patients will be treated for 1.5 
years (18 months), with ELIGARD® 22.5 mg being administered at baseline, 3rd month, 6th  
month, 9th  month, 12th  month and 15th  month. AE and SAE collection will start at baseline 
until the follow-up visit at 18 months (see protocol Section Error! Reference source not f
ound. for AE collection and SAE reporting).  QoL will be measured at baseline, 6th month, 
12th month and 18th month. The PSA and testosterone levels will be assessed at all scheduled 
visits and during the follow-up visit. Patients will be followed up at 18th month in the 

physician’s office. The time window for each visit following baseline is +/- 14 days. 

A minimum of 1 interim analysis will be conducted when 50 patients complete 1 year of 
follow-up.  

3.3 Randomization 

Not Applicable. 
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4 CHANGES TO ANALYSIS FROM PROTOCOL 

1. Patients who are less than 80% compliant with the dosage regimen for any two visit 
periods during the study should be withdrawn. The two visits are not necessarily 
consecutive. 

2. Added Protocol Deviation rule 5 of windowing convention. 

3. Added analyses of PSA reduction in categorical summarization. 

4. Included Kaplan-Meier curve for deterioration of quality of life variables (EQ5D02-
EQ VAS score, EQ-5D-5L score and QLQ-PR25 score) 

5. KM estimates for incidence rate at each scheduled time points will not be provided, as 
incidence rate is not a time to event variable. 

5 SAMPLE SIZE 
 This study targets to enroll approximately 107 prostate cancer patients meeting all inclusion 
criteria and none of the exclusion criteria. The sample size calculation is based on 
assumptions that percentage of ELIGARD®-related AEs will be 50%, a drop-out rate of 10%, 
and a Wald 95% CI of width 20%, based on a finite population correction, with factor N 
=10,000 . 

6 ANALYSIS SETS 

In accordance with International Conference on Harmonization (ICH) recommendations in 

guidelines E3 and E9, the following analysis sets will be used for the analyses. 

6.1 All Subjects Enrolled Set (ENR)  

The all subjects enrolled (ENR) set will contain all subjects who provide informed consent for 
this study. Subject disposition will be presented using ENR. 

6.2 Full Analysis Set (FAS) 
The full analysis set (FAS) will consist of all patients who are enrolled and receive at least 
one dose of study drug and have at least one post baseline measurement of PSA and 
testosterone level.  

Specifically, the following will lead to a subject’s exclusion from the FAS: 

● No study drug taken 
● No post baseline measurement of PSA and testosterone.  

The FAS will be used for summaries and primary analyses of efficacy data. 

6.3 Per Protocol Set (PPS) 

The Per-Protocol Set (PPS) includes all subjects of the FAS who do not meet criteria for 
exclusion from PPS listed in section 6.3.1 of this SAP.  

The PPS will be used for secondary analyses of efficacy data. Also, selected demographic and 
baseline characteristics will be summarized for the PPS. 
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6.3.1 Reasons for Exclusion From PPS 

The following criteria are to capture relevant non-adherence to the protocol and the following 
reasons may lead to subject’s exclusion from PPS: 

● Entered into the study even though they did not satisfy entry criteria  
● Developed withdrawal criteria during the study and was not withdrawn (Patients who 
discontinued the study for efficacy-related reasons, such as insufficient therapeutic effect, 
will be included in the PPS.) 

● Full dose was not administered or drug reconstitution was not performed as prescribed 
● Patients with treatment compliance <80% 
● Patients who used prohibited concomitant medications as defined in the protocol sections 

5.1.6 and 12.2. 

6.4 Safety Analysis Set (SAF) 

The Safety Analysis Set (SAF) consists of all subjects who received at least one ELIGARD® 
injection and any follow-up safety information is available. 

The SAF will be used for statistical summaries of safety data. Demographic and baseline 
characteristics and all safety and tolerability related variables will be summarized using SAF 
as well. 

6.5 Pharmacokinetics Analysis Set (PKAS) 

Not Applicable. 

6.6 Pharmacodynamic Analysis Set (PDAS) 

Not Applicable. 

7 ANALYSIS VARIABLES 

The primary endpoint for this study is ELIGARD®-related AEs throughout the entire 
observation period, as determined by the opinion of the investigator.  

Secondary endpoints include:  

● Efficacy outcomes of clinical response based on testosterone and PSA levels (Testosterone 
level and PSA will be assessed for all patients at each scheduled visit, prior to 

administering ELIGARD®, and at the follow-up visit.) 
● HRQoL assessment through QoL questionnaires – EORTC QLQ-PR25 (prostate cancer 
disease specific PRO) and EQ5D-5L (generic PRO) measured at 0, 6, 12, and 18 months. 

7.1 Efficacy Endpoints 

7.1.1 Primary Efficacy Endpoint(s) 

As the primary analysis of this study is the safety outcomes, primary efficacy variable is not 
applicable. 
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7.1.2 Secondary Efficacy Endpoints 

The following secondary efficacy endpoints, as derived, are: 

● Percentage of patients with Testosterone <20 ng/dL, 20-50ng/dL and >50 ng/dL at 1 and 
1.5 years 

● Time to PSA progression  
● PSA percent reduction to reach ≥30%, ≥50 and ≥90% 
● Scores and change from baseline for EORTC, QLQ-PR25 and EQ-5D-5L 

Relevant derivations are as below: 

General 

Change from baseline = Test value at visit X – baseline value. 

Percentage of patients with Testosterone <20 ng/dL, 20-50ng/dL and >50 ng/dL at 1 and 1.5 
years 

Percentage = (number of patients with corresponding Testosterone level) / (total number of 
patients in FAS/PPS for that follow-up time). 

Time to PSA progression 

Time to PSA progression (months) = ((date of 25% or greater increase and an absolute increase 
of 2ng/mL) - (date of first administration of ELIGARD® 22.5 mg) + 1)/30. 

PSA response percentage = number of patients with PSA response (at each visit)/ total number 

of patients in FAS/PPS.  

PSA percent reduction to reach ≥30%, ≥50 and ≥90% 

PSA response percent reduction (%) = ((PSA tested– baseline PSA) / baseline PSA)*100%. 

Scores and change from baseline for EORTC, QLQ-PR25 and EQ-5D-5L 

For each respective scale, Raw score (RS) = (I1+I2+…+In)/n,  

with In being the score for each question and n for total number of questions included. 

For functional scale (SAC, SFU), Scale score (S) = (1 – (RS-1)/range) * 100, for symptom 
scales (URI, AID, BOW, HTR), S = ((RS – 1)/range) * 100,  

with range defined as the difference between the maximum and minimum possible value of 
RS, which is 3 for QLQ-PR25. 

7.1.3 Exploratory Efficacy Endpoints 

Not Applicable. 

7.1.4 Other Efficacy Variables 

Not Applicable. 

7.2 Safety Variables 
All outputs for safety outcomes will be based on the Safety Analysis Set. There will be no 
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statistical comparisons as there is no comparative drug.  

Safety will be assessed by evaluation of the following variables: 

• Adverse events (AEs), serious adverse events (SAEs), and treatment-emergent adverse 
events (TEAEs; frequency, severity, seriousness, and relationship to study drug) 

• Treatments including any intervention (e.g. medication(s), procedure(s), radiography, 
surgical treatment, visits to Accident & Emergency department and/or ambulatory 
clinic, hospitalization) to treat AEs and SAEs  

• Clinical laboratory variables (hematology, biochemistry including liver enzymes and 
total bilirubin, and urinalysis) 

• Vital signs (systolic and diastolic blood pressure, respiratory rate and pulse rate) 

Treatment emergent adverse events (TEAEs) are defined as AEs with onset dates occurring 
within the treatment periods, i.e., starts on or after the earliest dosing date of any study 
treatment and prior to the latest dosing date of any treatment. If the patient early terminates, 
then AEs happen within early terminate date plus 90 days will be still counted as TEAEs, and 
after that, AEs occurredf will not be seen as TEAEs. TEAEs will be captured and determined 
on “Adverse Events” page of CRF, with “Onset date of adverse event occurred after first dose 
of study drug” marked “yes”. 

For this study, an ELIGARD®-related AE is defined as an adverse event in a patient 
administered ELIGARD® where a causal relationship is at least a reasonable possibility (drug 

event with either a possible or probable causal relationship), as determined by the investigator. 

Incidence of ELIGARD®-related AE(SAE) is defined as the new ELIGARD®-related 
AE(SAE) cases happen in study population within the specified period of time. Incidence rate 
is defined as the number of new cases per population at risk in a given time period.  

7.3 Pharmacokinetic Variables 

Not Applicable. 

7.4 Pharmacodynamic Variables 

Not Applicable. 

7.5 Other Variables 

● The duration of exposure 
Duration of exposure months = (date of last study medication administration – date of first 
study medication administration + 1) / 30. 
Duration of exposure years = (date of last study medication administration – date of first study 
medication administration + 1) / 365.25. 
● Cumulative dose 

Cumulative dose (mg) = number of injections * 22.5.  

Cumulative dose will be calculated in the cases where response to ‘drug administered?’ and 
‘reconstituted and mixed as per instructions?’ should be ‘YES’.  
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● Study drug compliance 

Overall compliance to the dosing schedule will be examined for subjects in the safety 
population.  

Compliance with ELIGARD®—based on the injection given or not—will be calculated as 
the number of injections taken divided by the prescribed number of injections as a percentage, 
see calculations below.  

Compliance for each patient = ((Number of Injections Given provided study drug 
reconstituted and mixed as per instructions) / Number of Injections Prescribed) * 100%; 

While considering number of injections given, study drug must be reconstituted and mixed 
according to the instructions provided. In case study drug administered but not reconstituted 
and mixed as per instructions provided, study drug will not be counted in numerator. 

• Duration of Prostate Cancer 

Duration of Prostate Cancer = (Cutoff date of Data – Baseline Assessment Date of Prostate 
Cancer History+1)/30.  

• Time Since Biopsy 

Time Since Biopsy – (Cutoff Date of Data – Date of Biopsy+1)/30.  

Date of biopsy will be taken from prostate cancer history form.   

8 STATISTICAL METHODOLOGY 

8.1 General Considerations 
Unless otherwise specified, baseline is defined as the last non-missing measurement taken 
prior to reference start date (including unscheduled assessments). In the case where the last 
non-missing measurement and the reference start date coincide, that measurement will be 
considered pre-baseline, but Adverse Events (AEs) and medications commencing on the 
reference start date will be considered post-baseline. 

For continuous variables, descriptive statistics will include the number of subjects (n), mean, 
standard deviation, median, minimum and maximum. When needed, the use of other 
percentiles (e.g. 25% and 75%) will be mentioned in the relevant section. Frequencies and 
percentages will be displayed for categorical data. If missing option is not included in 

summaries, percentages by categories will be based on the number of subjects with missing 
data, i.e. might not add up to 100%.  

Summaries based on FAS and PPS (efficacy data), safety analysis and other summaries based 
on SAF will be presented by planned region, unless specifically stated otherwise.  

No statistical tests will be conducted in this study. Confidence intervals will be 95% for 
analyses unless specified in the description. 

All data processing, summarization, and analyses will be performed using SAS® Version 9.4 
or higher on Windows. Sample size is calculated using PASS 14 Power Analysis and Sample 
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Size Software (2015) version 14.0.2 and validated using nQueries v4.0. Specifications for table, 
figures, and data listing formats can be found in the TLF specifications for this study. 

For the definition of regions, please refer to section 8.11.4. 

8.2 Study Population 

8.2.1 Disposition of Subjects 

All subjects who provide informed consent will be accounted for in this study. ENR will be 
applied for screened, screen failure, and analysis sets disposition. Summary table will be 
provided in total, and by region defined in Section 8.11.4. 

 The following subject data will be presented: 

● Number of subjects with informed consent, received study medication and screen failure; 
● Number and percentage of subjects allocated to each analysis sets;  
● Number and percentage of subjects completed and discontinued the study, and primary 
reasons for discontinuation and 

● Number and percentage of subjects excluded from each analysis sets for each reason 
defined in Section 5. 

8.2.2 Protocol Deviations 

Protocol deviations as defined in Section Error! Reference source not found. in protocol will b
e summarized for all patients. Visiting window deviation is added as the 5th protocol deviation. 

A data listing will be provided by site and patient. 

The protocol deviation criteria will be uniquely identified in the summary table and listing. 
The unique identifiers will be as follows: 

● PD1 - Entered into the study even though they did not satisfy entry criteria 
● PD2 - Developed withdrawal criteria during the study and was not withdrawn 
● PD3 – Full dose was not administered or drug reconstitution was not performed as 
prescribed 

● PD4 - Received excluded concomitant treatment 
● PD5 - Window deviation. 

8.2.3 Demographic and Other Baseline Characteristics 

Demographic data and other baseline characteristics will be presented for the SAF and PPS. 
Descriptive statistics will include number of patients, mean, SD, median, minimum, 
maximum, 25th percentile (Q1) and 75th percentile (Q3) for continuous variables, and 
frequency and percentage for categorical variables. No statistical testing will be carried out 
for demographic or other baseline characteristics. The following demographic and other 
baseline characteristics will be reported for this study: 

● Age (years) - calculated relative to date of consent 
● Sex 
● Race 
● Country of the investigational site 
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● Highest education level 
● Medical history 
● Vital Signs 
● Weight(kg) 
● Height(cm) 
● BMI (kg/m2) 
● ECOG performance status 
● Laboratory tests 

Surgical and Medical History (diabetes, hypertension and cardiac disorders) will be coded 
using the Medical Dictionary for Regulatory Activities (MedDRA) (Version 20.0 or higher). 

Numbers and percentages of patients will be presented for each System Organ Class (SOC) 
and Preferred Term (PT) and will be sorted by incidence rate (high to low) and then alphabetic 
order. The following variables will be summarized to describe the history/status of the disease 
being studied: 

● Prostate cancer history 
● Family history for prostate cancer 
● Disease characteristics for prostate cancer 
● Most important factors for selection of treatment 

Disease characteristics include time since diagnosis, Gleason score at initial diagnosis, Tumor, 
Nodes, Metastasis (TNM) classification, staging, surgical history, biopsy results, dates and 

types of anti-neoplastic therapy including radiation therapy prior to study inclusion (including 
number of cycles,  treatment duration, time interval since previous treatments), Eastern 
Cooperative Oncology Group (ECOG) status, bone lesions, soft tissue disease, visceral disease, 
and pain (using the Visual Analogue Scale [VAS] 0-10). 

 

8.2.4 Previous and Concomitant Medications 

Previous medications are medications which started and stopped prior to the first dose of 
study medication. 

Concomitant medications are medications which:  

● Started prior to, on or after the first dose of study medication 

● AND ended on or after the date of first dose of study medication or were ongoing at the 
end of the study.  

As with previous medication, concomitant medication will be summarized for each regional 
group using SAF and coded using World Health Organization (WHO) Drug Dictionary 
Enhanced Version 01Jun2015 or higher. Prior and concomitant medication data will be 
captured from “Concomitant Medication” page on eCRF. Subjects taking the same 
medication multiple times will be counted once per medication and investigational period.  

Bicalutamide 50 mg O.D. or a similar anti-androgen is an allowed concomitant medication for 
flare prevention only.  Additional administration of an appropriate anti-androgen should be 
considered beginning three days prior to ELIGARD® treatment and continuing for the first two 
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to three weeks of treatment to avoid any flare reaction. Use of bicalutamide or similar anti-
androgen beyond 3 weeks after starting ELIGARD® therapy and for reasons other than flare 
prevention is not allowed. 

See Appendix 4 for handling of partial dates for medications, in the case where it is not 
possible to define a medication as prior, or concomitant treatment, the medication will be 
classified by the worst case; i.e. concomitant. 

 

8.3 Study Drugs 

8.3.1 Exposure 

Exposure to study medication in months and dose in mg will be presented for the SAF. The 
dose of each administration is fixed to 22.5mg and can be referenced to “ELIGARD® Use” 
page from CRF. 

The following will be reported: 

● Duration of therapy in months, using descriptive statistics 
● Number of injections in categorical form and with descriptive statistics 
● Cumulative dose with descriptive statistics 
● Treatment compliance  

The date of first study medication administration will be taken from the eCRF “Date of Visit” 
form in Baseline folder. The date of last study medication will be taken from the eCRF “End 
of Treatment” form. In case of missing data, see Appendix 3 for reference to determine the 
first and last date of study medication. Interruptions and incompliance are not taken into 
account for duration of exposure. 

8.3.2 Treatment Compliance 

Overall compliance to study medication will be presented for the SAF. Summary statistics 
for compliance including mean, SD, median, Q1 and Q3 will be reported. As the study is a 
fixed-dose injection study, the compliance for each patient through the study is calculated by 
number of injections divided by total injections administered. Dose injected outside the visit 
periods will be considered as incompliant. In case dose injected but not reconstituted and 
mixed as per instructions, it will be considered as incompliant. Patients who are less than 
80% compliant with the dosage regimen for any two visit periods (window ± 14 days) during 
the study should be withdrawn.  

8.4 Analysis of Efficacy  

8.4.1 Analysis of Primary Endpoint(s) 

Not applicable as the primary endpoint of this study is safety outcomes. 

8.4.2 Analysis of Secondary Endpoints  

The secondary efficacy analyses will be performed for the FAS and PPS will be used to 
assess the robustness of the results. 
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8.4.2.1 Testosterone Level 

Testosterone levels are captured on “Serum Testosterone Level” page in CRF. Numbers and 
percentage of patients with following Testosterone level at 1 and 1.5 years will be summarized: 

● <20 ng/dL, 
● 20-50 ng/dL, 
● >50 ng/dL. 

8.4.2.2 PSA Progression and Reduction 

PSA progression is defined as a 25% or greater increase and an absolute increase of 2 ng/mL, 
and confirmed by a second value obtained three or more weeks later (captured on 
“Unscheduled” page in CRF). 

Number and percentage of patients to reach following PSA percent reduction will be 
summarized: 

● ≥30%, 
● ≥50%, 
● ≥90%. 

Time to PSA progression (months) = (date of 25% or greater increase and an absolute 
increase of 2ng/mL) - (date of first administration of ELIGARD® 22.5 mg)/30. 

If confirmed by a second value obtained later, the date of first value obtained will be used 
for calculation.  

PSA percent reduction (%) = ((PSA tested– baseline PSA) / baseline PSA)*100% 

8.4.2.3 Health-related Quality of Life (HRQoL) 

EORTC QLQ-PR25 and EQ-5D-5L (captured on “EORTC QLQ-PR25” and “EQ-5D-5L” 
page correspondingly in CRF) are used to examine health-related quality of life.  
 
EQ-5D-5L 
Number and frequencies for each summary scale, including mobility, self-care, usual activities, 
pain/discomfort and anxiety/depression will be presented for EQ-5D-5L. Index scores will be 
generated using Japan, UK and USA value sets (see Appendix 5 for EQ-5D-5L value sets). 
Absolute index scores, changes from baseline and Kaplan-Meier curves for score deterioration 
will be presented.  
 
EQ5D02-EQ VAS Score (also captured on “EQ-5D-5L” page) will be presented separately 
with absolute index score, change from baseline, Kaplan-Meier curves for score deterioration. 
 
EORTC QLQ-PR25 
The rule of scoring for QLQ-PR25 follows instruction of EORTC QLQ-PR25 Scoring Manual 
2.0. Scale scores after linear transformation (in a 0-100 scale) for each dimension, including 
urinary symptoms, incontinence aid, bowel symptoms, hormonal treatment related symptoms, 
sexual activities and sexual function will be presented for QLQ-PR25. Absolute scores of 
dimensions, changes from baseline and Kaplan-Meier curves for score deterioration will be 
presented.  
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8.4.2.4 Tumor Response 

Tumors will be evaluated according to the standard of Response Evaluation Criteria in Solid 
Tumors (RECIST) Version 1.1. Tumor responses are collected and will be summarized for 
each follow-up visits. FAS and PPS will be used for the analysis of tumor response. Best 
overall response will also be presented for both datasets. 

8.4.3 Analysis of Exploratory Endpoints  

Not Applicable. 

8.4.4 Analysis of Other Variables  

Not Applicable. 

8.5 Analysis of Safety 

All analysis of safety will be presented by region for SAF, unless specified otherwise.  

8.5.1 Adverse Events 

7.5.1.1 Adverse events 

An Adverse Event (AE) is defined as any untoward medical occurrence in a patient 
administered a study drug or has undergone study procedures and which does not necessarily 
have a causal relationship with this treatment.  An AE can therefore be any unintended sign 
(including an abnormal laboratory finding), symptom, or disease temporally associated with 
the use of a medicinal (investigational) product, whether or not related to the medicinal 

(investigational) product. AEs will be captured on CRF page “Adverse Events”, and collected 
after the first administration of study drug.  

Severity is classed using the National Cancer Institute (NCI)-Common Terminology Criteria 
for Adverse Event (CTCAE) guidelines (Version 4.03).  The items that are not stipulated in 
the NCI-CTCAE Version 4.03 will be assessed according to the criteria described in Section 
5.6.4 in protocol. 

Relationship, as indicated by the Investigator, is classed as “not related”, “possible”, 
“probable” (increasing severity of relationship). Detailed criteria for causal relationship are 
listed in Section 5.6.3 in protocol. 

All AEs (including TEAEs, ELIGARD®-related AEs) will be coded using Medical Dictionary 

for Regulatory Activities (MedDRA) Version 20.0 or higher. It will be used to summarize AEs 
by SOC and PT. 

See Appendix 2 for handling of partial dates for AEs. In the case where it is not possible to 
define an AE as treatment emergent or not, the AE will be classified by the worst case; i.e. 
ELIGARD®-related / treatment emergent. 

An overview table will include the following details: 

● Number of AEs, SAEs, TEAEs, and serious TEAEs, 
● Number and percentage of subjects with AEs, SAEs, TEAEs, and serious TEAEs, 
● Number of ELIGARD®-related AEs, SAEs, 
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● Number and percentage of subjects with ELIGARD®-related AEs, SAEs,  
● Number of TEAEs leading to drug withdrawal and drug interrupted, 
● Number and percentage of subjects with TEAEs leading to drug withdrawal and drug 
interrupted, 

● Number of special adverse events and 
● Number of death. 

 

7.5.1.2 Adverse events by SOC and/or PT 

The number and percentage of subjects with TEAEs, as classified by SOC and PT will be 

summarized for each region. Summaries will be provided for: 

● TEAEs 
● drug related TEAEs,  
● TEAEs by relationship to study drug, 
● TEAEs and drug related TEAEs by severity, 
● Drug related AEs and SAEs after CRPC managing, 
● TEAEs and drug related TEAEs leading to treatment discontinuation,  
● TEAEs and drug related TEAEs leading to drug interruption and, 
● TEAEs and drug related TEAEs leading to death 
  

The number of TEAEs and the number and percentage of subjects with TEAEs, as classified 

by SOC and PT will also be summarized by severity and by relationship to study drug. In the 
subject count, if a subject has multiple TEAEs with the same SOC or PT, but with differing 
severity or relationship, then the subject will be counted only once with the worst severity and 
highest degree of relationship.  In the adverse event count, the adverse events will be presented 
in each category they were classified to. Drug related TEAEs will be presented in a similar 
way by severity only. 

7.5.1.3 Drug Related Adverse Events 

The ELIGARD®-related AEs will be summarized according to their severity, NCI CTCAE 
Grade, outcome, course of event, seriousness, action taken with ELIGARD® and treatment 
required to manage the AE for SAF set.  

The incidence of ELIGARD®-related AEs and SAEs will be analyzed based on SAF. Two-
sided 95% symmetric confidence intervals of incidence rates will be calculated based on 
normal approximation and adjusting for a finite sample size of 10000. 

If applicable, estimated median time to first event together with a 95% CI will be prepared. In 
addition, incidence rates of ELIGARD® -related AEs and SAEs will be summarized at each 
scheduled visit time-point, together with a 95% CI. AEs that happen on the scheduled visit date 
will be counted in the visit, and AEs occur after scheduled visit will be counted into next visit. 

Time to first occurrence, in months, of ELIGARD® -related AEs and SAEs will be presented 
graphically using Kaplan-Meier (KM) plots for three regions and all.  
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8.5.2 Clinical Laboratory Evaluation 

The baseline visit is the last measurement taken prior to initial study drug administration.   

Quantitative clinical laboratory variables, i.e. hematology, biochemistry, and coagulation will 
be summarized using mean, standard deviation, minimum, maximum, and median for each 
region at each visit. Additionally, a within-subject change will be calculated as the post-
baseline measurement minus the baseline measurement and summarized in the same way. Each 
laboratory result will be classified as low (L), normal (N), or high (H) at each visit according 
to the laboratory supplied reference ranges, if applicable. Values including a comparator will 
be imputed by rounding 0.01 up or down, i.e., <x will be imputed to x-0.01 and >x will be 
imputed to x+0.01. 

The number and percentage of subjects within, below and above reference range will be 
summarized for each region at each visit and last on-treatment.  

Frequency tabulations of qualitative clinical laboratory variables (urinalysis and serology) will 
be presented for each region at each visit.  

Laboratory abnormalities will be evaluated on their clinical significance and decided by 
investigator. Shift tables of change from baseline to each treatment visit, last on-treatment and 
worst finding during the treatment period will be presented for each region and all. 

8.5.3 Vital Signs 

The baseline visit is the last measurement taken prior to initial study drug administration. 

Baseline measurements of systolic and diastolic blood pressure should come from the same 
measurement and not from different dates. 

Vital signs data will be captured on CRF page “Adverse Events” and will be summarized in 
tables and listings using mean, standard deviation, minimum, maximum, median, Q1 and Q3 
by region and visit. The following Vital Signs measurements for both baseline and follow up 
visits will be reported for this study: 

● Systolic Blood Pressure (mmHg) 

● Diastolic Blood Pressure (mmHg) 
● Respiratory Rate (breaths/min) 
● Pulse Rate (bpm) 

● Weight (kg) 
● Height (m) at baseline only 

Additionally, a within-subject change will be calculated per visit as the post-baseline 
measurement minus the baseline measurement and summarized by region and visit.   

Tables for potentially clinically significant vital signs will be presented for SBP, DBP and 
pulse rate. Summaries will be generated using baseline value and highest value obtained during 
treatment for each subject for each region. 

The following potentially clinically significant criteria are defined for the following 
parameters: 
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Vital Sign Variable Criteria 
SBP ≥180 mmHg AND ≥20 mmHg change from baseline 
DBP ≥105 mmHg AND ≥15 mmHg change from baseline 
Pulse Rate ≥120 bpm AND ≥15 bpm change from baseline 

8.5.4 ECOG Performance Status  

ECOG performance status data will be captured on CRF page “ECOG Performance Status at 
Present” and will be summarized by listing number and percentage to relevant analysis set 
selecting each score scale for each region at each treatment visit and time point, including 
changes from baseline.  

8.5.5 Pregnancies 

A detailed listing of all pregnancies will be provided. 

8.5.6 Other Safety-Related Observations 

Not Applicable. 

8.6 Analysis of PK 

Not Applicable. 

8.7 Analysis of PD 

Not Applicable.  

8.8 Subgroups of Interest  

Not Applicable. 

8.9 Other Analyses 

Not Applicable. 

8.10 Interim Analysis (and Early Discontinuation of the Clinical Study) 

A minimum of one interim analysis will be conducted at 20 months when 50 patients will 
complete 1 year of treatment after the first patient is enrolled. The 20 months timepoint is 
determined as 50 patients are expected to be recruited at 8 months after the first patient is 
enrolled. A full analysis will be conducted for interim analysis and will be using this Statistical 

Analysis Plan. As there are no statistical hypothesis tests in the planned analysis, the conduct 
of interim analyses will not have any statistical implications on the final study outcome. 

8.11 Handling of Missing Data, Outliers, Visit Windows, and Other 
Information 

8.11.1 Missing Data 

In general, missing data will not be imputed and the data will be analyzed as they are recorded 
in the study eCRF. See Appendix 3 for missing value handling of partial dates and treatment 
- emergent adverse events, and Appendix 4 for determination of prior or concomitant 
medications. Specifically, missing severity of AEs will be imputed to greatest severity for 
tabular summarization, and displayed as originally in listings.  Missing relationship will be 

Approved on 28-Jan-2020 (Document ID: 192880015)



Sponsor: Astellas Pharma Inc. SAP Final Version 1.1 
ISN/Protocol 7015-MA-3072 

28-Jan-2020 Astellas Page 24 of 96 

imputed to “related” for tabular summarization, and displayed as originally in listings. This 
imputation rule will be applied when summarizing AEs in tables, and missing data will be 
displayed directly as they are from raw data in listings.  For categorical endpoints, the 
percentage will be calculated based on total number of patients in relevant analysis sets, 
regardless of whether missing values are present or not. However, if more than 10% of data 
is missing for one or more key variables, i.e., the safety data, the impact of missing data on 
the analysis will be discussed, and the pattern of missing data will be explored. If there is 
evidence of bias in the missing data, and variables that are considered good predictors of the 
missing data are available, the multiple imputation method at the study level may be used to 
replace missing values as secondary exploratory analyses.  If the multiple imputation method 
is used, a sensitivity analysis will be carried out comparing results from the complete case 
analysis (where records with missing data will be dropped) and the full set analysis (with 
imputed data). 

8.11.2 Outliers 

All values will be included in the analyses. 

8.11.3 Visit Windows 

The study protocol gives the overall study schedule and the permissible intervals for these 
visits as ± 14 days. Subject’s failure to comply with the visit schedule will be regarded as 
protocol deviation. 

8.11.4 Multicenter  

This study will be conducted by multiple investigators at 20 centers in 8 countries (Hong 
Kong, Indonesia, Malaysia, Philippines, Singapore, Taiwan, Thailand and Vietnam). 

Data from all centers will be pooled prior to analysis. The analyses will be presented with 
both pooled data and by region. Hong Kong and Taiwan are considered as greater China 
region, Indonesia, Malaysia, and Philippines are considered as Asia-Pacific island region, 
and Singapore, Thailand and Vietnam are considered Indochina Peninsula region. The rule 
applies to tables, figures and listings.  

 

8.11.5 Retests, Unscheduled Visits and Early Termination Data 

In general, for by-visit summaries, data recorded at the scheduled (nominal) visit will be 
presented. Unscheduled measurements will not be included in by-visit summaries.  

In the case of a retest (same visit number assigned), the latest available safety measurement, 
nearest available efficacy measurement, and lab results closest to that visit will be used for 
by-visit summaries.  

Early termination data will be mapped to the next available visit number for by-visit 
summaries. 

Listings will include scheduled, unscheduled, retest and early discontinuation data. 
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9 DOCUMENT REVISION HISTORY  
Version Date Changes Comment/rationale for change 
0.1 24-NOV-2017 NA Not applicable – 1st version 
0.2 02-APR-2018 1.Updated to 

Astellas’ template; 
2.Added deterioration 
of HRQoL scores; 
3.Added PSA 
reduction analysis; 
4. Updated analyses 
performed for 
HRQoL; 
5. Revised interim 
analysis time point  to 
50 patients followed 
1 year; 
6. Modified sample 
size calculation. 

1, 2, 3, 4 Updated per request from 
Astellas’ team; 
5,6 Updated to incorporate protocol 
amendment 2.0; 
 

10 REFERENCES 
7015-MA-3072 ELIGANT Protocol Amendment Version 2.0 Dated 16Jan2018. 

7015-MA-3072 ELIGANT Protocol Version 1.0 Dated 30May2016. 

Case Report Forms Version 2.0 Dated 29May2017. 

EORTC QLQ-PR25 Scoring Manual 2.0 
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11 APPENDICES 

11.1 Appendix 1: Key Contributors and Approvers 

List of Key Contributors and Approvers 

 

Key Contributors 

The following contributed to or reviewed this Statistical Analysis Plan as relevant to their 
indicated discipline or role. 

 

Primary author (s)  

 IQVIA 

Contributors and Reviewers  

 IQVIA 

 IQVIA 

 Astellas 

 Astellas 

 Astellas 

 Astellas 

 

 
Astellas 
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Author and Approver Signatories  

 

 IQVIA, was the study statistician for this study. 
 

  

 

, IQVIA was the biostatistics reviewer of this 
Statistical Analysis Plan. 
 

  

  

 

This Statistical Analysis Plan was approved by: 
 

, Astellas Pharma Global Development Inc.  
 
 
 

 

 

This Statistical Analysis Plan was approved by: 
 

 , Astellas Pharma Singapore Pte Ltd.  
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11.2 Appendix 2: Programming Conventions for Outputs 

Dates & Times 

Depending on data available, dates and times will take the form yyyy-mm-ddThh:mm:ss. 

Spelling Format 

English US. 

Presentation of Regions 

For outputs, regions will be represented as follows and in that order: 

Region For Tables and Graphs For Listings (include if 
different to tables) 

Region A: Greater China  Region = Greater China Same as tables 

Region B: Asia-Pacific 
Islands 

Region = Asia-Pacific 
Islands 

Same as tables 

Region C: Indochina 
Peninsula 

Region  =  Indochina 
Peninsula 

Same as tables 

Total   

Presentation of Visits 

For outputs, visits will be represented as follows and in that order: 

Long Name (default) Short Name  

Screening (Visit 0) Scr (V0) 

Baseline (Visit 1) BL (V1) 

3 Month (Visit 2) M3 (V2) 

… … 

18 Month (Visit X) M18 (Vx) 

Early Withdrawal WD 

Listings 

A listings will be ordered by the following (unless otherwise indicated in the template): 

• center-subject ID, 

• date (where applicable) 
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11.6 Appendix 6: Lab Reference Ranges 

For some lab parameters, operational site ( ) confirmed that lab ranges 
are missing. Hence corresponding text book ranges will be used in database. Details of those 
ranges are as follows:  

FormName AnalyteName LabLow LabHigh LabUnits Reference 

Urinalysis 
Urine 
Specific 

Gravity 

1.005 1.030   

Laboratory  and 
Diagnostic Tests, 8 th 
ED. Frances Talaska 
Fishbach,  Marshall 
Barnett  Dunning, 
Lippincott Williams & 
Wilkins - Wolter 
Kluwer, Inc. Page 201 

Urinalysis Urine pH 4.6 8.0   

Laboratory and 
Diagnostic Tests, 8 th 
ED. Frances Talaska 
Fishbach, Marshall 
Barnett Dunning, 
Lippincott Williams 
& Wilkins - Wolter 
Kluwer, 

 Inc. Page 202 

Coagulation 
- Liver 
Abnormality 
Assessment 

Prothrombin 
Time Intl. 
Normalized 
Ratio 

0.93 1.13  

Hematology clinical 
principles and 
applications. 3rd ED.  
Bernadette F Rodak; 
George A Fritsma; 
Kathryn Doig. St. 
Louis,  

Mo Saunders Elsevier 

2007 
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