Registries do have
potential to be used
In clinical trials

Vincent Gulmans, PhD
Head of Research,
Dutch CF Foundation NCFS
Executive Committee, European CF Patient Registry

Asterix Symposium, Zaandam NL, September 18 2017



Cystic Fibrosis

Hereditary rare disease

Intensive treatment

High impact on QOL

Decreased life expectancy

85.000 people worldwide registered
> 2000 mutations, including ultrarare



ECFS Patient Registry

31 Countries
>42,000 pts

17 National
Registries

81 centers using

ECFS Registry
Software




Variables Collected by ECFSPR




Registry Uses:




Need for Novel Approaches to Clinical
Trials: The ECFS Clinical Trial Network

Increase in Protocols reviewed by CTN CTN Increase in Active Studies
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Registries and Clinical Trials

The NEW ENGLAND
JOURNAL ofs MEDICINE

OCTORER 24, 2013

A Registry-Based Randomized Trial

Thrombus Aspiration during ST-Segment Elevation Comparing Radial and Femoral
Myocardial Infarction Approaches in Women Undergoing
ST TET mmo mmemmen e nE R S e o Percutaneous Coronary Intervention

The SAFE-PCI for Women (Study of Access Site for
Enhancement of PCI for Women) Trial
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Effectiveness of Fluticasone Furoate— Thrombus Aspiration in ST-Elevation myocardial
Vilanterol for COPD in Clinical Practice infarction in Scandinavia (TASTE trial). A multicenter,
prospective, randomized, controlled clinical registry
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The Randomized Registry Trial — The Next Disruptive

Technology in Clinical Research?
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Related article, p. 1587
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Interaction

EMA

Pharma

Clinicians

Epidemiologists / Statisticians
Patients



The Multicenter, Prospective, Randomised,
Controlled Clinical Registry Trial

Clinical registry with Patient Follow-up of Patient
measures of patient Subgroup Outcomes using
baseline Selection & Patient Registry
characteristics Randomization

N=30,000
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The Multicenter, Prospective, Randomised,
Controlled Clinical Registry Trial

Advantages

Considerable savings
— TASTE $50 per patient

Increases ability to study
more medications

Supports & Promotes use
and value of Registries

Real-world assessments
of baseline characteristics

Opportunity to study
populations difficult to
recruit into RCT

Disadvantages

Missing data fields
Quality of data

Choice of population to
study

Blinding?
Standardization of
measures and outcomes



Requirements for Using Registries for
Clinical Trials

> CLINICAL

TRIALS

» TRANSFORMATION
INITIATIVE

TRANSFORMING
CLINICAL TRIALS

THROUGH 3 KEY
STRENGTHS

Public-Private Partnership

Co-founded by Duke University & FDA
Involves all stakeholders

80+ members

MISSION: To develop and drive adoption of
practices that will increase the quality and
efficiency of clinical trials

https://www.ctti-clinicaltrials.org/



Requirements for Using Registries for
Clinical Trials
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Requirements for Using
Registries for Clinical Trials

1. RELEVANCE

2. ROBUSTNESS

3. RELIABILITY

4. PATIENT PRIVACY



Post-approval Phase IV
Studies and CF Registries

. Extension studies to RCT - “Open label
study”

. New Drug Safety/Efficacy Phase IV
Product Specific Registry developed and
maintained by Industry

. Use of Existing Clinical Registries



The "Hybrid” Phase IV/Reqistry
ral

Registry Software can be adapted to include modules
suitable for monitoring new drug safety and efficacy

— Need early discussion between Industry/Registries regarding
feasibility

— Contains PRO, specific ADRs (ECG/LFTs etc.)

— Can be used within the structures of a monitored post-approval trial

ZE?ESTYECke' CB Centre1l > Patient Encounters > [100] 100 > Encounter History > Jan 6, 2014

Mutation 1: p.Ser912X Mutation 2: unkr




Real World Registry Studies
How well do they work?

e Open-Label - 144 weeks 7’ o
* Lung Function Sustained
over 144 weeks
 ~9% increase

« Exacerbation frequency
remained lower than
placebo

« ~0.5-0.7 peryearv 1.3
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McKone et al. Lancet Resp Med. 2014



Real World Registry Studies
How well do they work?

STRIVE i PERSIST

* Open-Label - 144 weeks

* Lung Function Sustained
over 144 weeks

 ~9% increase
« Exacerbation frequency

8 16 24 32 40 48 56 64 72 80 88 96 104112 120 128 136 144

remained lower than o
placebo :

« ~0.5-0.7 peryearv 1.3
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McKone et al. Lancet Resp Med. 2014



Conclusions

CF registries have great potential and value for:
— post-approval studies of newly approved CF therapies
— phase lll clinical trials

— n=1 trial designs

Early interaction with all stakeholders is essential
to maximise effective use of registries for phase
Il and post-approval pharmacovigilance studies



