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Real-World Data

New Indication for Tacrolimus (Prograf®)
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FDA approves new use of transplant drug based
on real-world evidence
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CDER'’s first acceptance of an “observational study” as an adequate and well-controlled study providing the
primary support for a finding of substantial evidence of effectiveness

Source: Concato, John, and Jacqueline Corrigan-Curay. "Real-World Evidence-Where Are We Now?." The New England journal of medicine 386.18 (2022): 1680-1682
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End-to-End Open-source Collaboration
Guidance

PHUSE Working Group

This whitepaper provides guidance on the use of Open-Source Software (0SS), as well as
collaboration on and creation of open-source projects used by data scientists in clinical reporting

workflows

Guidance scope and purpose

The primary aim of this collaboration is to provide guidance within the context of how open source
is relevant to PHUSE members, and link out to more information to avoid duplication on more
generalisable topics. In this guidance, R packages are referenced as an example OSS project that is a
focal point today in clinical reporting, but the principles extend to other libraries in python, julia,
javascript, and more. The following topics are covered in this white paper:

Using open source

¢ Relevance of different licence types
e Watchouts on governance models and assessing risk
¢ Landscape of tools available for vulnerability detection, validation, qualification, risk and

enforcing licence policies, with particular reference to R-specific tools
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Read/Upload Data
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Introduction

Several discrepancies have been discovered in statistical analysis results between
different programming languages, even in fully qualified statistical computing
environments. Subtle differences exist between the fundamental approaches
implemented by each language, yielding differences in results which are each correct in
their own right. The fact that these differences exist causes unease on the behalf of
sponsor companies when submitting to a regulatory agency, as it is uncertain if the
agency will view these differences as problematic. In its Statistical Software Clarifying
Statement, the US Food and Drug Administration (FDA) states that it “FDA does not require
use of any specific software for statistical analyses” and that “the computer software used
for data management and statistical analysis should be reliable.” Observing differences
across languages can reduce the analyst’s confidence in reliability and, by understanding
the source of any discrepancies, one can reinstate confidence in reliability.
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pharmaverse

pharmaverse:

Breaking boundaries through
open source collaboration

R/Pharma 2022
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Improve eff|C|ency in the way we work
Analyzing clinicaltrial data requires multiple ways of presenting andinteracting w

Per-SAP static output
on OS

Ad-hoc analysis
on PFS

Ad-hoc analysis on PFS
in subpopulation

cO o
Example App with teal. modules.clinical modules

Building scalable exploratory
R-shiny web-apps
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CDISC - CORE

Why is CDISC doing CORE?

« Ensure each standard has a set of unambiguous,
executable Conformance Rules

« Ensure consistency across Conformance Rule
implementations

https://www.cdisc.org/core

« Expedite the availability of executable Conformance
Rules for new Foundational Standards

 Create executable Conformance Rules vetted by the
CDISC standards development teams

+ Develop an open-source engine that serves as a
Reference Implementation

« Publish the Rules in the CDISC Library and the engine
under the CDISC Open Source Alliance (COSA)

®) CORE Initiative = Rules + Engine
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CDISC - ARS

Shifting the Paradigm
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