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V 4
¢ “Real-world data/Real-world evidence”

HICHP

FDA

Evaluating RWE in the context of regulatory decision-making depends not
only on the evaluation of the methodologies used to generate the evidence
but also on the reliability and relevance of the underlying RWD.

« Real-world data are the data relating to patient health status and/or
the delivery of health care routinely collected from a variety of sources.

- Real-world evidence is the clinical evidence regarding the usage and
potential benefits or risks of a medical product derived from analysis of
RWD.

Framework for FDA's Real-World Evidence Program

EMA

« Real-world data are defined as “routinely collected data relating to a
patient’s health status or the delivery of health care from a variety of
sources other than traditional clinical trials.”

- Real-world evidence is then defined as the information derived from
analysis of RWD, and it is the acceptability of this evidence for
regulatory decision making in different use cases across the product life
that has become the subject of intense debate.

Clin Pharmacol Ther. 2019 Jul:
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Administrative
claims records Electronic medicall
Linked data health records
(secondary use) &
1 Primary data collection

observational stuay

Patient/disease state
fegistries

Hybrid data
(secondary use '
& primary data { Redl
collection) World

Public health
SUrveys

Patient generated
health data
Patient & provider

Sy

Social media
Pragmatic trials

Emerging the impact of Real World Evidence on Medical
Product Development Proceedings of a Workshop Series(2019)

FDA

Electronic health records (EHRS)
Claims and billing activities
Product and disease registries

Patient-generated data including in home-use
settings

Data gathered from other sources that can
inform on health status, such as mobile
devices

Framework for FDA’s Real-World Evidence
Program

EMA

Electronic health records
Claims data

Prescription data

patient registries

Clin Pharmacol Ther. 2019; 106(1): 36-39.
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fapproval
Primary

Secondary
approval

2nd indication

Initial approva-fl Full approval

[ = ]

Conditional
approval

Modified from, Franklin JM, Glynn RJ, Martin D, Schneeweiss S. Evaluating the Use of Nonrandomized Real-World Data Analyses for
Regulatory Decision Making. Clin Pharmacol Ther. 2019 Apr;105(4):867-877.
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ELEMENTS REGULATORY CATEGORIES
IMDRF Initial Approval Broadening Indication Postmarketing study Others

To provide evidence in support of
effectiveness or safety for a new
product approval

To provide evidence in of support labeling changes for an approved drug
To be used as part of a
postmarketing requirement to

FDA RWE DFT Guidance T
support a regulatory decision

Add or modify an indication
Change in dose, dose regimen, or
route of administration

Use in a new population

Add comparative effectiveness information

Data Governance  _ |Governancestructureand process XX e e 22 T RTRNN o SRR
uality Management System Legal requirements for data
? Y ¢ Y colgllectio?\/handling XX XX XX X
Information on Patient Data
Protection (e.g. if Exempt from XX XX XX XX
consent, Opt-out, Opt-in)
Policy on access to data XX XX XX XX
Essential information available for
verification by relevant authority
(e.g. competent authority, notified XX XX XX XX
body)
Data Gathering | Relevant Variables . XX T XX R XX T
Linkability (Registry with other
data source):
Deterministic XX XX
Probabilistic
Use of Controlled VVocabularies XX XX
Use of nationally/internationally
harmonized minimum data model KX xX
Data Storage Security Protection against T e
hacking, altering, deleting or XX XX . || LR | ] | S
stealing data i = [ % = 2 =
Methodologies Leading to Conduct of analyses across — e — N w N N
Actionable Data different types of analysis XX XX XX = | = . = = =
frameworks o = P = X 5
T Data Interpretation XX TN XX I I I I I
Transparency/ Display/ Report; Key elements and XX x X
Distribution frequency of reports — - - —
Website and web-reporting X X X = = : : : :

XX Highly Recommended, X; Recomeded Tools for Assessing the Usability of Registries in Support of Regulatory

| Decision-Making(IMDRF/Registry WG/N46 FINAL:2018)
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Topics: Toward introduction of CDISC to clinical research and public health !

< Review > Y

() I
L}
Clinical data standards and the new world of research science, % Pt
N}
technology, and data sources Bk .
David R. Bobbitt", Bess LeRoy ”, Amy Palmer , Mike Hamidi*, Rhonda Facile *, i L Rotnd 1 Round ?
Satoshi Ueno?, Sam Hume”, Peter Van Reusel”, Jon Neville ” i

" Clinical Data Interchange Standards Consortium (CDISC) ol Cﬂmp|e[3d '-]- | | :I:: |
% Center for Public Health Informatics, National Institute of Public Health (NIPH) [ i

e :20- 1 i s 0 comgtet ey e omped sine

More than 20 years ago, data scientists, statisticians, and researchers met to develop the data standards T 1 CG E enA %Or B,«a[d LDeVelop lools aﬂd educatlona] y fmm BE Pamsipams, || | "' Ikl i it ”":

to facilitate the submission of clinical research results to the regulatory authorities; it is the beginning of the ) '
Clinical Data Interchange Standards Consortium (CDISC). The data to prove the safety of medicines and 2 ma, e De‘ ’]’ SU" ,e maleﬂals bl
medical devices has wide-ranged requirements concerning the origin of data, methods of data collection, e v y 1

data tabulation method, consistency of contents. So CDISC has various standards such as SEND, CDASH, i 2.TeSt and valdale ools and !
SDTM, ADaM, and ODM to support clinical research protocol. As a result of collaborating with other re-

3 Develop Use cases

searcher groups and maintaining the standard, it has been endorsed by regulators around the world and y { D[aﬁ u He p a ma[enals

. 1 3 Creae joumal Supplementon
obligation to the submission of clinical trial data with CDISC standards. Furthermore, in recent years, the vl 5 CGHed Recw{emems {Olr 10013& CD|SC]Staﬂdadepgnd RWD

has become the global standard for clinical research. The Pharmaceuticals and Medical Devices Integration
Agency (PMDA) in Japan, and the U.S. Food and Drug Administration (FDA) in the United States make the

Round3
Congl FiRepot

CDISC Library in machine-readable format has been released so that the developers can automatically gen- ' ec'u “m
erate programs and data conforming to the CDISC standard, and implementation trials with CDISC Library :
are being conducted by volunteers of the CDISC 360 project. The scope of CDISC is extended to general
clinical research now. Therapeutic Area User Guides (TAUGs) covers clinical research on tumors, vascular
diseases, neurological di infections etc. The National Cancer Institute (NCI), the world’s largest

(15 mplvlv e | £ (Ane2td]
funding agency, built the Cancer Data Research Commons (CDRC), the platform for sharing data submitted : , : . [mm F [

Real Word Data (RWD) also tends to have low B te

quality, but it is expected that quality will be |

improved by incorporating CDISC standards into cdisc 4 CdlSC !

management of these data. CDISC is taking into

consideration the use of observational research.

Rhonda Facile, Satoshi Ueno, Sam Hume, Peter Van Reusel, Jon 20}9$':;M$hf:DEIPhI;f':J:éﬁEAG)%”u
Neville. Clinical data standards and the new world of research %ﬁ@%ﬁ '::Els %E#é%i

science, technology, and data sources. J. Natl. Inst. Public
Health, 68 (3) p.194-201, 2019.
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¢ OMOP/OHDSI

« Observational Health Data Sciences and Informatics (OHDSI)
- CDISCEZ#(L. MAZHDEREFCTEH

- HEMARMITOEEELUT

— Observational Medical Outcomes Partnership (OMOP) Common

Data Model: OMOP CDM

OHDSI is a multi-stakeholder, interdisciplinary
collaborative to bring out the value of health
data through large-scale analytics. All our

solutions are open-source.

OHDSI has established an international
network of researchers and observational
health databases with a central coordinating

center housed at Columbia University.

OMOP CDM v6
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ICH E6(R3) : Concept Paper./Business Plan

The proposed rewrite will include more specific discussions and refinement to E6 principles in
the context of different trial types and data sources in the annexes as described below:

e Annex | - Interventional clinical trials ﬁ BITORZESTRZADID

This will include the use of unapproved or approved drugs in a controlled setting with
prospective allocation of treatment to participants and collection of trial data. This
Annex will be developed simultaneously with the principles and objectives document
to ensure consistency and to provide stakeholders with a complete package that can

replace E6(R2); and 2 ENDEENNEL S

o Annex 2 - Additional considerations for non-traditional interventional clinical trials

This will include designs such as pragmatic clinical trials and decentralized clinical
trials, as well as those trials that incorporate real world data sources. Before the drafting
of Annex 2, its scope will be further clarified, to define the nature of trials involved, in
an update to this concept paper.

(FDA websitel https://www.ich.org/page/efficacy-guidelines J&Y & > O—K)
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m&’ ICH E6(R3) : Concept Paper./Business Plan

Type of Expert Working Group and Resources

The EWG will include experts from various disciplines including clinical, statistical, data
science, clinical outcomes assessment, regulatory compliance, and potentially others. The
group should have overlap of expertise with the experts of the E§(R1) EWG and work in close

collaboration with them. The work of the group will involve engagements with a variety of
stakeholders including academia and patient advocacy groups throughout the development

" stakeholder Engagement

4
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l Methodology ‘
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