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• Estimated 1.3 million new cases of prostate cancer and 359,000 prostate cancer 
deaths globally each year

• Rapidly evolving clinical landscape
• Variability in guidelines and clinical practice in advanced disease
• Urgent need to identify optimal treatment patterns and strategies for men
• Include molecular subtyping and patient reported outcomes measures (PROMs)

Background



1. Describe the practice patterns of therapeutic agents for treatment of 
advanced prostate cancer internationally

2. Assess whether specific treatment patterns are associated with 
clinically significant adverse events, and evaluate potential interactions
with concomitant medications or demographic factors

3. Identify associations between treatment sequences or combinations
and overall survival

4. Define the patient experience of men with advanced prostate cancer 
and identify unmet needs in their treatment

5. Identify clinical and molecular disease subtypes that predict response 
to individual treatments, combinations, or sequences

Objectives
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Study Overview



• Males 21 years of age and above

• Histological/cytological confirmed prostate cancer (or metastatic 

disease typical of prostate cancer AND serum PSA >20 ng/mL)

• Disease State Cohorts:

• Metastatic Hormone Sensitive Prostate Cancer (mHSPC)

or

• Castration Resistant Prostate Cancer (CRPC)

• No current or prior non-prostate cancer requiring systemic 

treatment within the last 2 years

IRONMAN Patient Population



Clinical Data 
Baseline - Medical history, prior cancer treatment (systemic therapy, surgery, radiation), 
concomitant medications, labs, physician questionnaire
Follow up – changes in cancer treatment, concomitant medications, clinically significant 
adverse events, labs, physician questionnaire

Patient Reported Outcome Measures (PROMs)
Baseline – Demographic factors and quality of life assessments
Follow up – Quality of life assessments every 3 months for first 2 years and every 6 
months thereafter

Biospecimen Collection
Biomarkers (plasma, cell free DNA, buffy coat, RNA)
Drawn at baseline, at time of first change in treatment due to disease progression, at 12 
month follow up visit, and at each subsequent change in treatment due to disease 
progression

Study Design



Patient Reported Outcome Measures (PROMs) Schedule

PROM Survey BL 3 
mo

6
mo

9
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30
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Demographics X

PREMs X X X X

Epic-26 X X X X

FACT-FPSI 17 X X X X X X X

BPI Q3 and Q5 X X X X X X X X X X X

EORTC QLQ-C30 v3 X X X X X X X X X X X



• Completed by healthcare provider at 
baseline, during first change in treatment, 
at each subsequent change in treatment, 
and at treatment discontinuation

• Asks healthcare providers to specify what 
factors influenced decision for next 
treatment or treatment discontinuation 
• For example: radiographic or clinical 

progression, toxicity, patient 
preference, etc.

Physician Questionnaires



• Collecting whole blood, plasma, cell free DNA, buffy coat, and RNA
• Blood samples will be collected at enrollment, at time of first change in 

treatment due to disease progression, at 12 month follow up visit, and at 
each subsequent change in treatment due to disease progression

• Specimens will be collected and processed at the local participating site 
and shipped on mutually agreed upon basis to country specific regional 
biorepository for storage

• U.S. Biorepository managed by Harvard T. H. Chan School of Public Health

Biospecimens



Working Groups
PROMs WG

Diversity WG
Biospecimen WG

Advocacy WG
Clinical Research Coordinator WG

Physician Questionnaire WG
Statistics WG – in development
Imaging WG – in development



PROMs Working Group
• PROMS completion windows were expanded in April 2019 so that patients have 

approximately 3 months to complete their PROMs for each required timepoint 
going forward.
• Expanded windows give patients more flexibility for completing their PROMs 

and result in increased PROMs compliance
• Next steps: Determine which PROMs surveys patients will complete after 36 

Months on IRONMAN



Diversity WG 

• Strategic selection of additional U.S. sites, focusing on regions with 
racial/ethnic diversity and high prostate cancer mortality rates

• Exploring additional regions/countries:
• Africa and the Caribbean 
• Norway
• Japan
• France
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Biospecimen Working Group
• Currently focusing on quality of cfDNA samples

• DNA extracted from one 1.8mL aliquot of Streck plasma from 20 subjects (10 HSPC, 10 CRPC)
• Extracted DNA quantified using Agilent 4200 TapeStation system for automated analysis of 

size, concentration and integrity of DNA
• Results: 

• 14/20 samples had DNA concentration reads
• Most samples had peaks between 160-200 base pairs  

• Next steps for specimen analysis:
• Review cfDNA assays available to determine which to choose for first round of analysis
• Determine markers/genes of interest because not all commercial assays are testing for the 

same genes with the same sensitivity
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IRONMAN Sub-Studies



Use of PROMs to Improve Outcomes Sub-Study
This sub-study will evaluate whether the use of PROMs to trigger a follow-up contact from a clinician when a patient reports 
high levels of ill health results in improved quality of life and overall survival.

Daniel George, MD
Duke University

Lorelei Mucci, ScD, MPH
Harvard School of Public Health

Alicia Morgans, MD
Northwestern University

Aurelius Omlin, MD
Kantonsspital St. Gallen 

Karen Autio, MD
Memorial Sloan Kettering 

Cancer Center 

Bill Lober, MD
University of Washington

David Lorente, MD
Hospital Provincial de CastellónDeborah Enting, MD

Guys St. Thomas 

Andre Matthew, MD
Princess Margaret

Cancer Center

Anthony Finelli, MD
Princess Margaret 

Cancer Center

Justin McReynolds, MS
University of Washington

Phase 1: A team has been 
appointed to design the 
project

Phase 2: Implementation 
teams will be funded to 
undertake the project 

An Expression of Interest to 
participate in Phase 2 will be 
circulated in the future



Clinical Quality Indicators Sub-Study
Study Overview
This sub-study seeks to develop an agreed set of “Quality of Care Indicators” that will form the basis of 
performance benchmarking reports to be provided to participating IRONMAN sites. 

This will then enable project participants to:
• Systematically measure clinical and patient-reported outcomes and key elements of care that have the 

potential to impact outcomes
• Compare and share de-identified outcomes 
• Analyse variations to understand key drivers that deliver the best outcomes
• Mobilise the exchange of knowledge among the prostate cancer clinicians, treating facilities and men 

diagnosed with prostate cancer

Study Progress
• An expert panel has convened and selected a preliminary set of quality indicators
• Reporting Software to be developed through the TrueNTH platform to enable reporting to sites



As of August 2019

Active Sites: 28
Pending Activation: 19

Active Sites: 5
Pending Activation: 4

Active Sites: 2
Pending Activation: 4

Active Sites: 8
Pending Activation: 2

Active Sites: 4
Pending Activation: 9

Active Sites: 2
Pending Activation: 3

Active Sites: 2
Pending Activation: 3

Active Sites: 2
Pending Activation: 7

Active Sites: 0
Pending Activation: 5

Active Sites: 1
Pending Activation: 15

Active: 54
Pending: 71



Global Enrollment Summary 
(as of 08/AUG/2019)

Enrolled 870
Screen Failures 30
On Study 792
Off Study 78



FY18 Q1 FY18 Q2 FY18 Q3 FY18 Q4 FY19 Q1 FY19 Q2 FY19 Q3 FY19 Q4 FY20 Q1 FY20 Q2 FY20 Q3 FY20 Q4
Projected Total Accrual 99.86 252.52 457.97 716.23 1027.29 1391.15 1860.61 2382.86 2957.92 3585.78 4266.44 4999.90
Actual Total Accrual 143.00 238.00 358.00 470.00 638.00 823.00
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Demographic Factors

No. (%) or Median (range)
Number of Subjects Enrolled (As of 08/AUG/2019) 870
Age at Study Entry, years (N=867) 70 (39-96)
Enrollment by Country (N=870)

USA 562 (65%)
Canada 139 (16%)
Australia 64 (7%)
Switzerland 30 (3%)
United Kingdom 29 (3%)
Brazil 25 (3%)
Sweden 21 (2%)

Disease State at Study Entry (N=870)
mHSPC 504 (58%)
CRPC 345 (40%)
Unknown 21 (2%)



Demographic Factors
Race/Ethnicity as Reported by Subject - ePROMs (N=870) No. (%)

White / Caucasian 621 (71%)
African / African American / Black / Black British / Caribbean 90 (10%)
Not Reported 69 (8%)
Other 61 (7%)
Asian / Asian American / Asian British 19 (2%)
Middle Eastern 5 (<1%)
Native Hawaiian or other Pacific Islander 3 (<1%)
American Indian / Alaskan Native 2 (<1%)

Hispanic / Latino Identification as Reported by Subject - ePROMs (N=870)
Not Hispanic / Latino 705 (81%)
Not Reported 127 (15%)
Hispanic / Latino 38 (4%)



Baseline Factors at Diagnosis

No. (%) or Median (range)

mHSPC CRPC All Subjects

Age at Diagnosis, years (N=680) 66 (39-90) 64 (40-90) 65 (39-90)
PSA at Study Entry, ng/mL (N=716) 7.4 (0-6204.7) 6.4 (0-3080) 7.1 (0-6204.7)

Total Gleason Score at Diagnosis (N=665) 9 (5-10) 8 (5-10) 8 (5-10)

TNM Stage at Diagnosis

T1-4 N0/Nx M0/Mx 102 (20%) 131 (38%) 234 (27%)
T1-4 N1 M0/Mx 12 (2%) 21 (6%) 33 (4%)
T1-4 N0/Nx M1 43 (9%) 7 (2%) 50 (6%)
T1-4 N1 M1 56 (11%) 24 (7%) 82 (9%)
Not Reported 229 (45%) 115 (33%) 361 (41%)
Unknown 62 (12%) 47 (14%) 110 (13%)



TrueNTH ePROMs Compliance – All Timepoints
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Compliance issue 

identified in 

February 2019:

~ 1/3 of all 

expected PROMs 

were expired 

PROMs completion windows were 

expanded and sites were re-trained on 

PROMs schedule in April 2019:

• # of Expired PROMs has stabilized

• # of Completed PROMs has increased
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Online Paper Interview Style

Participants’ preferred method of PROMs completion across all study 
timepoints is online via the TrueNTH portal



Biospecimen Summary 

Visit Tube Type USA
(n=562)

Canada
(n=139)

Australia
(n=64)

Switzerland
(n=30)

United 
Kingdom
(n=29)

Brazil
(n=25)

Sweden
(n=21)

Spain
(n=0)

Total # Subjects 
Drawn by 

Specimen Type 

Baseline

Heparin 482 122 57 30 23 20 1 0 735
EDTA 481 122 57 30 22 20 0 0 732
Streck 481 122 57 30 23 20 0 0 733

PAXgene 475 122 57 30 23 20 1 0 728

Month 12

Heparin 79 11 4 0 0 0 0 0 94
EDTA 79 11 4 0 0 0 0 0 94
Streck 79 11 4 0 0 0 0 0 94

PAXgene 79 11 4 0 0 0 0 0 94

Change in 
Treatment

Heparin 62 4 5 1 0 0 0 0 72
EDTA 62 4 5 1 0 0 0 0 72
Streck 62 4 5 1 0 0 0 0 72

PAXgene 61 4 5 1 0 0 0 0 71
Total # Subjects Enrolled: 870

Total # Unique Subjects Drawn at Baseline: 735
% Compliance: 84%



Future Directions
Imaging
• There is interest from Investigators and Industry collaborators to collect archival 

imaging
• We are not currently collecting scan data, only collecting data on whether 

metastatic disease site assessment was performed at various timepoints 
• Amendment and consent/re-consent will be required to collect archival images
Biospecimens
• Select cfDNA assay platform (several platforms under consideration)
Protocol Updates
• Amendment 5 to be release end of 2019/early 2020


