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Who uses RWE in the past?

and Efficiency in Health Care
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s it a “Sea-change” coming for Regulatory?

- US: FDA has mandates for exploring the use of RWE within the
regulatory framework

Prescription Drug User Fee Act VI 21% Century Cures Act
* Requires FDA to enhance use of RWE for * Requires FDA to establish a program to
use in regulatory decision-making evaluate the potential use of RWE to:
* FDA must: | | * Help support the approval of new
* Hold a public workshop with key indications for an approved drug

stakeholders (e.g., patients, industry,
academia) by the end of 2018

* |Initiate (or fund) activities (e.g., pilot

* Help support or satisfy post approval
study requirements

studies or methodology development * FDA must issue:

projects) aimed at addressing key » A draft framework for this program by
concerns and considerations in the use the end of 2018

of RWE by the end of 2019

* Issue draft guidance by the end of 2021 * Draft guidance by the end of 2021
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Utilizing real-world historical control to accelerate approval:
Bavencio (Avelumab) case in US

* |[ndication

— Treatment of metastatic Merkel cell carcinoma (MMCC) in adults and pediatric patients
12 years or older

* Timeline of Avelumab Approval

Janmary 2015 Janvary 2016 Janwary 2017
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(314/2014) Orphan drug Fast track  Breakthiough BLA Priority Accelerated
designation  designation therapy applicaiion  review approval
(925/15)  (10/715)  designation (0/9/16) (1120116)  (3123/17)
(11/18/15)
. J
i

Full timeline to approval for Avelumab: 3 years

o Median approval time without any en[ped:ited program: 8 years'
»  Median approval time with breakthrough therapy and fast track designation: 4.8 years*

*Hwang et al. Jama, 2017
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s it a “Sea-change” coming for Regulatory?

- UK: MHRA said yes to a pharmaceutical company to use Real-World
Data (RWD) to demonstrate the efficacy of a drug for a new indication,
Instead of carrying out a previously-agreed randomized control trial

UK MHRA Spells Out Do's And Don'ts Of

Real-World Evidence For Showing > Label expansion
Efficacy > Comparative

efficacy/effectiveness vs SOC

14Aug 2018  NEWS

» Pre-specified adjustment for

by Vibha Sharma Confounders
@ScripRegVibha vibha.sharma@informa.com > Multlple RWD sources
» Early conversation with
Executive Summary regulatory

A senior UK regulator explains why the MHRA agreed to a complex real-world evidence study
instead of an RCT to demonstrate a drug's efficacy, despite the challenges posed by potential for
bias.
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Regulatory Applications of RWE Evolving
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Summary

Historical use as supplementary information

Expanding utilization for regulatory and payers
US FDA has mandates for exploring the use of RWE within the regulatory
framework
UK MHRA commits precedence for potential use RWE to replace RCT
Active engagement between manufactures and regulatory agencies to use
RWE in label expansion and accelerated approval, especially in rare disease
conditions
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