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Orphan Drug Development Update: Issues and Measures for

Global Cooperation

Food and Drug Administration (FDA)
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Orphan Drug Development Update: Issues and Measures for
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[P-02] Completion rate and time analysis of electronic quality
of life measures
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Quality of life (QOL) measures are critical to assess patients’ health in clinical
trials. With regulatory attention on reducing burden, we analyzed the
impact of QOL type on completion rate and time.

FHik:

Patients completed assessments electronically on Clario Tablet devices
at clinical trial sites. Operational data for completion status (Done or Not
Done) and duration of time to complete (in seconds) was extracted for 4
commonly used patient-reported QOL measures: EQ-5D-5L (5 levels or

severity), EQ-5D-3L (3 levels of severity), SF-36v2 Standard and SF-36v2
Acute.

R

The sample included 119 studies across different phases, with 120,565
instances of completion status analyzed for the 4 QOL measures. The mean
completion rates were 95.4% (EQ-5D-5L), 96.5% (EQ-5D-3L), 96.1% (SF-36v2
Standard) and 99.0% (SF-36v2 Acute). The study specific median time for
form completion was 80s for EQ-5D-5L (range 43-157s), 65s for EQ-5D-3L

BR

(range 17-114s), 354s for SF-36v2 Standard (range 129-455s) and 384s for
SF-36v2 Acute (range 256-7840s). Completion rate was not associated with
the form completion time. The analysis of instances where the assessments
were completed at home was not feasible due to the limited sample size.
Additional analysis of home-based assessments will determine whether the
compliance is location dependent.

e -

Completion compliance was high for all tablet QOL measures regardless
of completion time or number of questions. This suggests that longer QOL
measures may not negatively impact compliance at site, and that electronic
measures have benefits of yielding high compliance and enhanced data
quality.
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[P-04] Overcoming Challenges in Disposition Data Collection-
Flexibility/Design thinking
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Disposition data collection in clinical trials presents challenges such as the
need to meet the variable submission requirements, pandemic-related
disruptions, and adherence to protocol requirements. To address these
challenges, the design of the electronic case report form (eCRF) and the
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data collector must be carefully considered to ensure maximum flexibility
and compatibility.

HiE:

This discussion explores the importance of flexibility and design thinking in
CDASH and SDTM for overcoming challenges in disposition data collection.
The DS domain and related models will be introduced, including categories
and their applications. Several cases will show how to inject flexibility into
data collection design. Robust design thinking enables to explore the ways
in which CDASH and SDTM can be customized to fit the specific needs of
each trial.

CDASH provides a set of common data elements for disposition data, and
SDTM also provides a standard format for the submission of clinical trial
data, but both can be adapted to fit the needs of each study.

R

Design thinking is essential for ensuring that the eCRF and data collector

are user-friendly and adaptable to changes in the trial design. By using

CDASH and SDTM with design thinking principles, clinical trial sponsors can

ensure the quality and integrity of their data and increase the likelihood of

regulatory approval. Below cases will be shared in the poster

1. Clinical trials for oncology drug involve complex design and gathering
comprehensive disposition data from trial participants which is crucial
for accurate analysis and decision-making. We will present a case
demonstrating how design thinking can be employed to collect different
disposition data by specifying disposition in different phase or different
analytical objectives to make a clear identification of endpoint and
sorting out target data accurately in a tumor-specific clinical trial.

2. The COVID-19 pandemic has posed significant challenges to the
conduction of clinical trials. In response to the pandemic, regulatory
agencies have provided guidance and requirements for conducting
clinical trials amidst the COVID-19 pandemic. For instance, the FDA has
mandated sponsors to provide explanations for missing data and subject
discontinuations due to COVID-19, which can explain bias into the trial
results. we will present a specific example illustrating how increasing
flexibility in data collection systems can help meet the evolving
requirements of trial organizations in both the long term and short term.

3. The collection of associated person-related data has become increasingly
important in some clinical research. we aim to provide a detailed
discussion on how to effectively collect data related to the associated
person status in clinical trials.

fitiam -

In conclusion, flexibility and design thinking are crucial for overcoming
challenges in disposition data collection. By customizing CDASH and
SDTM to fit the unique needs of each trial and designing user-friendly and
adaptable eCRFs and data collectors, clinical trial sponsors can optimize the
collection and submission of disposition data.

[P-05] Enhancing drug development by collating clinical trial
data with real-world patient data.
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Generate insights to inform future clinical trials designs about patient risks
by combining adverse events (AE) data from clinical trials with post-market
AE public reporting data.

FHiEk:

Combining clinical trials data with real-world AE data will help in risk
assessment, leading to more informed trial designs, where patient safety
is prime concern. Given known disparities and challenges, their potential
is mostly unexplored, while AEs from EMR/Claims are not readily evident.

We analyzed the overlap and the lack thereof of two publicly available data
sources with sample protocols.

R

We used publicly available data sources - AACT, a relational database

providing information about protocols and results from clinicaltrials.gov
and FAERS post market AE reporting data. To validate the value-add, we
analyzed protocols that involved certain drug interventions and compared
the AEs reported in past clinical trials with the AEs reported in FAERS
involving similar drugs, such as Keytruda-Lenvima, Krystexxa-Methotrexate
etc. As we expected, we found some AEs common across both sources
confirming pattern of AEs in trials with those in real-world. However, we also
found differences between both data sources; thus, confirming that several
types of S/AEs manifest in the real-world versus in clinical trials. In addition,
AEs that occurred in trials aren’t always or haven't yet been reported in the
real-world. We identified various combinations of concomitant drugs used
in real-world that provide insights into potential serious AEs likely to occur
in future trials or care settings.

i

The findings validate our hypothesis. By leveraging available data, researchers
can anticipate AEs and improve study designs to minimize patient risks.
Further work is needed to apply ML/NLP to refine FAERs data in reactions;
reason(s) for use; and patient characteristics to meld with trials data.
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