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Australian Idiopathic Pulmonary Fibrosis Registry
Protocol

1. Introduction

Idiopathic pulmonary fibrosis (IPF) is a progressive lung disorder characterized by irreversible
scarring of the lungs. Its median survival is only 2-5 years. Up until now there has been TGA-
approved treatment available in Australia. Historically, research into IPF in Australia has proven
difficult, due to the large geographical distances, and relatively rare and sporadic nature of the
condition.

There is clearly an urgent need to understand this patient population better
in order to influence policy and offer better support and treatment.

To address this need the Australian IPF Registry, an initiative of Lung Foundation Australia, was
established in 2012 across all states and territories of Australia. It is the first national IPF registry
established in the world. By drawing IPF patients from across Australia, its principal aim is to
provide a broad understanding of factors associated with disease progression in the hope of better
tailoring therapy while raising both physician and consumer awareness of IPF. The Registry has
been prepared in conjunction with international centres with similar registries, facilitating global
research and collaboration.

Early organizational and recruitment milestones have been consistently achieved and the registry
now has more than 600 patients recruited. A number of research projects have been based upon
the Registry’s well-phenotyped patient population, with several publications in peer reviewed
journals. An important milestone has been grant success in securing NMHRC funding for a project
begun 2014 in which investigators are using a linked blood bio-bank collect serum from Registry
participants to investigate genetic biomarkers of disease progression. The Registry has led to
significant impetus in the development of collaborative research in IPF in Australia. Its success is
demonstrated in the grant of a five-year Pulmonary Fibrosis (PF) Centre of Research Excellence
(CRE) involving expert centres and institutions in many disciplines across Australia.

Effective treatment for IPF patients now available. How will this impact the
disease course, healthcare demands and outcomes for those with IPF in
Australia?

From May 2017 antifibrotic medications will be available on the Pharmaceutical Benefits Scheme for
the group of IPF patients that meet the criteria for the prescription of these therapies. Not all IPF
patients will meet these criteria or antifibrotic medication may not be suitable for them. As a result
it is important to maintain current Registry operations to be able to compare the disease history for
these two groups of patients.

In addition, Registry operations will monitor an expanded data collection that will allow the accurate
analysis of the impact of medication on disease course, healthcare demands and outcomes for those
patients who received treatment and those who do not. Participants recruited after May 2017 will be
referred to as Stage 2 and 3 of the Registry.

This protocol outlines the operations, governance and structure of the Australian IPF Registry
including Stage 1 of operations from 2012 that will continue to be maintained; and Stages 2 and 3
that will chart IPF patients recruited from May 2017.
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3. Project aims
The Australian IPF Registry in Stage 1 aims to facilitate a collaborative national IPF project to:

e Create a unique platform for epidemiological and clinical research, including improved the
knowledge on the incidence and prevalence of IPF in Australia

e Improve recruitment into IPF clinical trials

e Increase disease awareness and improved tertiary referral

e Improve patient understanding and support networks

¢ Improve Australian and international IPF research collaboration.

The Registry operates on a national level, facilitating collaboration across institutions, States and
disciplines to further research into IPF. It operates in tandem with a linked biobank that provides
researchers with plasma, serum and genetic material on a uniquely large and well phenotyped
population of IPF patients.

During Stage 1 a valuable cohort of more than 670 IPF patients has been established including
blood samples for 201 of these patients. This important phenotypic information will continued to be
maintained and the built upon to facilitate ongoing and new research projects in particular to
investigate and monitor the impact of antifibrotic medication that will become available in Australia
in May 2017.

Stage 2 and 3 of the Australian IPF Registry (commencing from May 2017) aims to:
e Expand the current Registry cohort

e To facilitate research into the disease history of those IPF patients who take antifibrotic
medication and those who don’t

e To facilitate research impacts of antifibrotic medication on disease course, healthcare
demands and health outcomes and the diagnostic process from its introduction onto the PBS

e To be able to facilitate research into the potential difference in biomarkers between these
two groups and the variation in their expression over time by ensuring the collection of
phenotypic data to compliment the blood serial samples collected by the linked IPF biobank.

Stage 2 and 3 will be achieved by extended the Registry cohort by recruiting another 200-400 IPF
patients some who will be linked with the IPF Biobank. These patients will those able to attend for
serial blood sample collection. The two groups, Stage 2 and 3, are defined for epidemiological
reasons the data and sample collection for both groups remains the same.

No Registry Non-screening log
consent*
IPF Phenotype data from 2012 Antifibrotic treatment data May 2017
Questionnaires Treatment Treatment Est. #
Questionnaires Physician Forms Blood
Initial | Follow-up Physician Form Initial Follow-up Initial Follow-up sample
Stage 1 X X X 201
Consent before
May 2017
Stage 2 X X X X X X 140
NEW MDT
diagnosis IPF*
Stage 3 X X X X X X
IPF patient not
yet on Registry

Table 1: Australian IPF Registry Stage 1-3 questionnaires and physician form summary
*Consecutive IPF patients with a NEW MDT diagnosis of IPF, either on or off antifibrotic medication.
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4. Governance

The Lung Foundation Australia is a national not for profit organisation that advocates for respiratory
diseases across several areas including patient care, research, education and training. The Lung
Foundation established the Australian IPF Registry in 2011 utilising philanthropic and
pharmaceutical funding in the form of unrestricted educational grants. Data collection started in
February 2012.

The Registry was established following a pilot feasibility study in Tasmania funded by the Royal
Hobart hospital research foundation (RHHRF). A multidisciplinary Steering Committee was formed
comprising of respiratory physicians, histopathologists, radiologist, and a Lung Foundation
representative (Appendix I). The Steering Committee provides direction and advice on Registry
operations by meeting at least four times a year (two face-to-face meetings, and two by
teleconference). The Steering Committee Co-Chairs meets regularly with the Registry Project
Manager to provide further direction and advice. The Respiratory physicians on the Committee are
also Registry Principal Investigators.

Responsibility for administration and intellectual property of the Australian IPF Registry resides with
the Lung Foundation Australia. The Lung Foundation governance of the Registry is overseen by the
Lung Foundation’s Pulmonary Interstitial Vascular Organisational Taskforce (PIVOT), which oversees
Interstitial Lung Disease projects (Figure 1).

Lung Foundation
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Organisation Taskforce )

!
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Figure 1: Australian IPF Registry organisational structure

This governance structure will be maintained and cover all stages of the ongoing Australian IPF
Registry project, Stages 1-3.

Ethics approval has been attained at a national level (NSW Health, Sydney Local Health District
Ethics Review Committee (RPAH Zone)), and local ethics approval at institutions where the Registry
Coordinators and principal investigators are located. Additional ethics applications were required for
the Territories and one state where a substantial proportion of IPF diagnosis and management is
undertaken in private hospitals, and another which does not recognise the national ethics system.
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As a rare disease registry, the Australian IPF Registry complies with all 10 key principles for Rare
Disease Patient Registries Jointly Declared by EURORDIS-NORD-CORD.

5. Project design

Patients are identified by respiratory and general physicians throughout the country. An IPF interest
group, AUS IPF-net, keeps clinicians and health care professionals informed about Registry progress
and IPF research and also reminds them about patient recruitment. Part-time Registry Coordinators
work in each State of Australia together with the Principal Investigators to establish relationships
with physicians and members of their health care teams to facilitate the recruitment of participants
and the collection of data.

All Respiratory and general physicians are asked to identify eligible participants, patients with a
clinical diagnosis of Idiopathic Pulmonary Fibrosis (IPF) who are over 18 years of age and able to
complete a 40-minute questionnaire.

A clinical diagnosis of IPF includes those patients who the treating respiratory physician believes
has:

o Definite IPF

e Probable IPF or

e Possible IPF.

This will remain the case for all project Stages 1 -3.

In stages 2 and 3 the physician or member of their clinical team will also identify if the participant is
able to visit the biobank blood collection site 4 times over the next 12 months.

Once identified, a member of the patient’s clinical team informs the patient about the Registry. If
interested in participating they provide the Registry Coordinator with the patient contact details or
ask the patient to contact the Coordinator directly. This is then documented in the patients chart
that consent to contact has been given. The Registry Coordinator then attains written informed
consent as per national guidelines.

Should the participant have a primary language other than English (LOTE)/ non English speaking
background (NESB) interpreter services are accessed to provide assistance.

6. Data collection methodology

The Registry data fields were determined by the Steering Committee following international
collaboration with established IPF research centres to ensure common data field. Data items are
listed in Table 1 (Section 6 below). Apart from a detailed history and clinical examination, a number
of validated tools are included to ensure that Registry data fields are comparable to other
internationals datasets (e.g. St. George’s Respiratory Questionnaire (SGRQ), University of California
San Diego Shortness of Breath Questionnaire (UCSD SOBQ) and Hospital Anxiety and Depression
scale (HADS)).

For Stages 2-3 of the project these data fields will be collected every 3-months in the first year
after consent. In addition for these patients, who are recruited from May 2017, the patients and
physicians will be asked to report on the process of and their response to antifibrotic treatment.

The Steering Committee’s plans, directions and advice are enacted by a full-time Project Manager
who oversees Registry operations, governance and reporting on a national level. Each State has a
part-time Registry Coordinator who undertakes the day-to-day tasks including patient consent, data
collection and data-base entry for each State (Figure 1). The Registry Coordinator fosters
relationships with both participants and physicians to ensure that high quality data is collected.
Registry processes including data collection are guided by version controlled Standard Operating
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Procedures. The part time Registry Data Manager interrogates the Registry database and works
with the Registry team to improve data quality and validity.

This process will remain the same across all Stages 1-3 of the Australian IPF Registry.

The Registry is a longitudinal cohort that seeks to identify as many IPF individuals in the Australian
population.

7. Data storage

Remote-access technology facilitates data collection, while ensuring high-level security. The
Registry server is securely hosted by a commercial organisation (NicheIT), which meets Standards
Australia e-health requirements, provides optimal back-up and the capacity to expand as required.
The server is secured, byphysical access limitation, surveillance, electronic encryption and password
protection.

Filemaker Pro software is used for its ability to provide a web-based interface allowing the Registry
Coordinators from each State to enter and access data remotely and simultaneously. This was
considered a cost effective and flexible platform option allowing database changes to be made in
the live environment. Data can be exported from the Filemaker Pro system in a number of formats
to suit many statistical packages, for example Microsoft Excel spreadsheets or tab delimited
formats.

Participants are identified by a unique number. Identifiable information is entered into the database
which is protected and only accessible by the Registry Coordinator (i.e. the staff responsible for
interactions with the patient), as well as the database administrator, Project Manager and Data
Manager.

The Registry Data Manager and Project Manager review the data on an ongoing basis. Routine data
validation processes are used to improve data quality.

The data storage elements remain unchanged in the extended Australian IPF Registry project. The
data base fields will be extended to collect the additional questionnaire and physician survey fields.

8. Data collection

As a longitudinal cohort, for each participant, data is collected on an ongoing basis from four
distinct sources. The data sources, data items and frequency of collection are outlined in Table 1.
The Coordinators are responsible for collecting this data and for its data entry.

If a potential participant is identified but then chooses not to participate the de-identified details of
that patient are recorded in a log of non-screening patients.

All data is collected from both participants and their treating physician using paper questionnaires
sent by post or provided in person where this is possible. While Coordinators seek to remind
participants and physicians about completing and returning their questionnaires they are not able to
insist on this response. As a chronic disease over time many participants become unable to
complete questionnaires and may request that questionnaires are no longer sent.

When completing the Registry questionnaire physicians are asked to identify any relevant
investigations (see Table 2 iii) and to provide a copy of the report. Where investigations are
identified but no report is provided Coordinators will seek to obtain a copy of the investigation

In Stage 1 where a High Resolution Computed Tomography (HRCT) and/or a surgical biopsy are
identified a copy of the scan and/or histology slides are also collected. The HRCT and/or surgical
biopsy may be identifiable when sent for review. All HRCT scans and surgical biopsy slides are
independently reviewed and reported by an expert review committee. The HRCT scans are uploaded
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onto a secure online database. The HRCT discs are stored securely at the Royal Prince Alfred
Hospital. The biopsy slides are sent to the Royal Prince Alfred, The Prince Charles Hospital and the
Flinders Medical Centre (SA) for central review. In some cases the hospital or pathology service will
be able to provide the IPF Registry with extra slides of biopsy tissue (a copy). In this case, these
slides will be kept securely at The Royal Prince Alfred. The slides will be labelled with a code number
and will be locked in a draw. In other cases, the slides of biopsy tissue will be returned to the
hospital or pathology service that collected the material.

The Registry has three expert review panels that review IPF diagnosis according to ATS/ERS
guidelines.

1. Radiology: HRCT scans are reviewed independently by 3 reviewers and then a consensus
result is decided.

2. Histopathology: Surgical biopsy slides are independently reported by 3 sites (2 reviewers
per site), the third site then agrees a consensus result.

3. Multidisciplinary team (MDT) clinical review: Three MDT reviewers independently use the
radiology and histopathology review results and other Registry data to decide a MDT
“diagnosis”. A third reviewer confers the final consensus MDT “Registry diagnosis”.

The Project Manager and/or supervises other Registry team member to organise these reviews and
the data entry of the results. Treating physicians are informed of the Registry diagnosis by letter
from the Registry Steering Committee Chair once the Registry MDT is complete.

These data collection elements remain unchanged for Stage 1 of the extended Australian IPF
Registry project.

Data source Frequency Summary of data content collected
i Participant Current information collection ¢ Demographic information
questionnaire Repeated every 6-months ¢ Smoking history
e Family history
Stages 1-3 ﬁ?ct)not’hi/’ grn}ig;?'zfgin 6 +  Environmental exposures
e Occupational exposures
e Medication and treatment exposures
e Medical history
Current information on:
e Smoking
e Medications
e Shortness of breath (USCD SOB)
e Cough and Wheeze
e Gastro-oesphageal reflux
e St George's respiratory questionnaire
e Anxiety and depression (HADS)
e Sleepiness and tiredness
e Additional symptoms.
ii. Physician Repeated every 6-months but e Reason for visit
questionnaire collecting distinct information e Oxygen saturation
Stage 1 ONLY for every patient visit during e Chest indications
E/r_'\'tsot,m;? 6-months, then 6 . Cardiov.a'scullar indica.tions .
monthly for Stage 2-3) e Extremities/joints/skin/lymphatics
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Data source

Frequency

Summary of data content collected

Clinical
investigations

Stage 1

Stage 2-3 ONLY
specified
investigations
collected

Ongoing although new
investigations are identified
every 6-months

(At 0, 3, 6-months, then 6
monthly for Stage 2-3)

e Pulmonary function tests (Stage 2-3)

e HRCT scan / CT chest (Stage 2-3)

¢ CXR

e O6MWT

¢ Haematology / Biochemistry/
Immunology/ Endocrinology

e Echocardiography

e Bronchoscopy/BAL

e Overnight oximetry/sleep study

e Biopsy specimens

e Right heart catheter

e Bone density scan

e Cardiopulmonary exercise tests

iv. Expert panel When a HRCT scan and/or e Radiology panel review of HRCT scans
review surgical biopsy are identified « Histopathology surgical biopsy review
Stage 1 ONLY for a participant e Multidisciplinary team review

v. Treatment At 0, 3, 6-months, then 6 ¢ Symptoms
Questionnaire monthly e Management process
Stage 2-3 ONLY Current information on:

e Antifibrotic medication and side effects
e Other therapy
e Exacerbation history

vi. Treatment At 0, 3, 6-months, then 6 e Diagnostic process

Physician form
Stage 2-3 ONLY

monthly

e Management process

e Co-mordidities

Current information on:

e Antifibrotic medication and side effects
e Other therapy

e Exacerbation history

e Physical findings

Table 2: Australian IPF Registry data collection Stages 1-3

The Australian IPF Registry review results will be comparable to those of other recognised
international ILD databases. The first 50 Registry participants with a HRCT have also be
independently reviewed by an international radiology expert in IPF. The plan is to do the same with
Registry surgical biopsy and MDT reviews.

In Stage 2-3 for participants recruited from May 2017 data collection will include additional
participant and physician data fields related to the diagnostic process including symptoms which
relates to the access and eligibility of antifibrotic medication; medications that may be related to
side-effects; disease course including any changes in therapy; healthcare demands and health
outcomes (see Table 2 v and iv).

All data collection is centralised in the Registry data base. As the Registry database is internet
based the Coordinators can access it remotely via the internet from their State centre.

Regular communications are sent to AUS IPF-net members, the IPF special interest group, to keep
clinicians informed about Registry and IPF research and also to remind them about Registry
recruitment and data collection.
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9. Data access policy

Ethics approval for the Registry, as described above in Section 5, is for the collection of data. All
extraction and analysis of data from the Registry including for reporting to sponsors and
stakeholders requires further ethics approval.

Research proposals to use Registry data are considered for approval by a research sub-committee,
which provides a summary and recommendations to the Steering Committee. The Committee then
votes anonymously on whether to support each research proposal. This approval provides “in
principle” for the researchers to further develop their project and seek ethics approval. The
Committee then reviews these more detailed documents. The same process is required for requests
for Registry data or sub-studies.

A strict set of operating principles are applied to data access requests and approval is only granted
to those projects that have obtained relevant ethics committee approval. Data provided to
researchers is a subset of non-identifiable Registry Data. It remains potential identifiable as it
contains a Study Identifier that allows researchers to link different elements, for example, a
pulmonary function test result to a participant medication.

The Committee encourages use of Registry data, in reviewing research projects it seeks to ensure
that the Registry is protected from unethical use of the data and that projects are not repetitious.

Researchers with project or grant funding or data requests from corporate organisations are
invoiced for data provided. Fees are charged to compensate the Registry for the cost of data export,
preparation and checking processes and to contribute towards the Registry operating costs to
collect data to ensure that it remains sustainable. The decision to charge a fee is the responsibility
of the Australian IPF Registry Steering Committee and the Lung Foundation.

Researchers using Registry data are asked to acknowledge the Registry as the source of the data
and the use of data may be limited to the purpose outlined in the approved project. Registry
Committee members may request to be included as authors if advice or involvement warrants this
acknowledgement.

10.Reporting structure and frequency

The Australian IPF Registry reports each six-months to sponsors and stakeholders. Stakeholders
include the Rare Lung Disease National Advisory Committee (previously known as PIVOT), the
committee providing over arching Registry governance and the Thoracic Society of Australia and
New Zealand.

The report content includes updates on Registry governance, ethics, staffing, and data collection
including the database and review process. Activities involving communications, improving the
awareness or consumers and health care professionals and research are during the reporting period
are outlined. The Registry financial position is reported in terms of providing a Statement of income
and expenditure.

Electronic newsletters are sent regularly to members of AUS IPF-net, the Registry special interest
group. Registry participants are encouraged to join the Lung Foundation LungNet News quarterly
publication. Members are informed not only about the Registry but also about IPF research, findings
and clinical trials.

11.Blood sub-study

An independent (NHMRC funded) but linked blood biobank for patients participating in the
Australian IPF Registry commenced recruitment in 2014. The Lung Foundation Australia provides in-
kind support for the blood sub-study by:
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- Supporting the collection of blood samples from the Australian IPF Registry participants
- Recording consent details and samples that are collected for the blood sub-study.

All other governance, funding, intellectual property, operation and storage related to the sub-study
specimens are held by sub-group of the Registry Principal Investigators in their own right. See sub-
group identified in Appendix 1.

The Registry related blood sub-study activities are outlined below as part of the Registry protocol.
For details on all other blood sub-study activity please refer to the biobank Principal investigators
and their separate biobank protocol.

At the time of undertaking informed consent for the Registry, Coordinators also seek informed
consent for the blood sub-study. A separate Information for participants and consent form are
provided to the potential participant. The details of the Blood sub-study consent are recorded in the
Registry database. Participants can choose to consent to participate in the Registry and not the
blood sub-study.

If a participant consents to participate in the blood sub-study the Coordinator will contact the
participant and offer them the opportunity to have their blood collection at their routine hospital
visit. At this visit, 40-50ml of blood will be taken.

The results of this research may be presented at a conference or in a scientific publication, but
individual patients will not be identifiable in such a presentation.

The elements of this blood sub-study remain the same for Stage 3 of the Australian IPF Registry

although for each consenting participant the blood collection will be repeated and undertaken at
four different time points. The blood sample collection has been completed for Stage I.
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Appendix I: Australian IPF Registry Steering Committee members

Member name

Position

Institution, State

A/Prof.Tamera Corte* (Co-Chair)

Respiratory Physician

Royal Prince Alfred Hospital, NSW

A/Prof. Ian Glaspole* (Co-Chair)

Respiratory Physician

The Alfred Hospital, VIC

Ms Heather Allan*

CEO

Lung Foundation Australia, QLD

Dr Sally Chapman

Respiratory Physician

Royal Adelaide Hospital, SA

A/Prof.Wendy Cooper

Consultant Pathologist
Histopathologist

Royal Prince Alfred Hospital, NSW

Dr Samantha Ellis

Radiologist

The Alfred Hospital, VIC

Dr Nicole Goh#*

Respiratory Physician

The Alfred Hospital, VIC

A/Prof. Chris Grainge

Respiratory Physician

The John Hunter Hospital, NSW

A/Prof. Peter Hopkins*

Respiratory Physician

Prince Charles Hospital, QLD

Dr Greg Kier

Respiratory Physician

Princess Alexandra Hospital, QLD

Dr Annabelle Mahar

Consultant Pathologist
Histopathologist

Royal Prince Alfred Hospital, NSW

A/Prof. Yuben Moodley#*

Respiratory Physician

Royal Perth Hospital, WA

Professor Paul Reynolds*

Respiratory Physician

Royal Adelaide Hospital, SA

Professor Haydn Walters*

Professor of Respiratory
Medicine

Menzies Research Institute,
University of Tasmania, TAS

Dr Christopher Zappala*

Respiratory Physician

Royal Brisbane & Women's
Hospital, QLD

Ms Sacha Macansh*

Secretariat

Lung Foundation Australia, NSW

These Steering Committee members are also Registry Principal Investigators with the exception of

the Lung Foundation staff*.

In addition there are a number of Principal Investigators at local level who oversea Registry
operations in their Territory who are kept up to date on over arching Registry procedures by the

Steering Committee.

Dr Mark Hurwitz, Canberra Hospital, Australian Capital Territory.
Dr Subash Heraganahally, Northern Territory, Darwin.
Dr Graeme Maguire, Mr Erik Tikoft, Ms Karen McPherson, Dr Ral Antic and Dr Hubertus Jersmann

Northern Territory, Alice Springs.

Professor Wood-Baker, Menzies Research Institute, University of Tasmania

# These members are also biobank Principal investigators
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