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Advancing the Science of Medicines Regulation:
The Role of the 21st-Century Medicines Regulator

MM Lulnpkinl, H-G Eichler?, A Breckellridge3, MA Hamburgl, T Li:'unngrenz’5 and K Woods>*

THE 20TH-CENTURY MRA: THE ROAD FROM PROTECTOR

OF PUBLICHEALTHTO PROTECTOR/PROMOTER OF
PUBLICHEALTH

OPINION

The risks of risk aversion
In drug regulation

Hans-Georg Eichler, Brigitte Bloechl-Daum, Daniel Brasseur,
Alasdair Breckenridge, Hubert [ eufkens, June Raine,
Tomas Salmonson, Christian K. Schneider and Guido Rasi

aversion is less apparent. Here, we discuss the consequences of regulatory
risk-aversion for public health and suggest what might be done to best align
acceptance of risk and uncertainty by requlators with the interests of public health.
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Regulatory Decision Making

ABenefit
ARisk
AUncertainty




Regulatory Decision Making

ABenefit " How much is enough?
ARisk " How much is too much?
AUncertainty " How much can we live with?

Who decides’[’




Woodcock: oDrug devel opment can be
reduction of wuncertainty about the

Degree of certainty b b

100% ?

Perspectives

> Parent of a child with
rapidly progressing rare
disease

> Manufacturer
-R&D
. -Marketing
1
Timeb b b > Regulator
> Blue Cross Blue Shield
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Stakeholders
APatients " Need; Acceptability
ASponsors " Scientific innovation/pragmatism
ARegulators " Standards for evidence parameters
AClinical care community
AClinicians " What will they prescribe?
AProfessional societies ~ What will they recommend?
APayors " What will they reimburse?

REAL Y MARAVILLOSA

| Encuentro Internacional Regulatorio de Medicamentos y Dispositivos Médicos, Hotel Nacional de Cuba ,3 al 5 de abril de 2019



The mandate:
provide convincing evidence
(defi ne oconvincin
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How a patient feels, functions and survives

Benefit > Risk
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Convincing Evidence

How a patient feels, functions and survives

Benefit > Risk

Whose perspective?
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FDA increasingly

approves drugs without

conclusive proofthey ¢¢

work “I would say to a patient, this drug may

Healtn Jun 26, 2019 11:31 AN EST be more likely to shrink a tumor either
partially or even completely, but that

may in fact be a pyrrhic victory if it
doesn’t help you live better or longer.”

66

“Clearly, accelerated approval has
greater uncertainty.”

https://www.pbs.org/newshour/health/fdaincreasinglyapprovesdrugswithout-conclusiveproof-they-work 13



https://www.pbs.org/newshour/health/fda-increasingly-approves-drugs-without-conclusive-proof-they-work

Expediting drug development for
serious illness: Trade-offs between
patient access and certainty

Janet Woodcock

Clinical Trials
2018, Vol. 15(3) 230-234

14
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EMA: Draft Reflection Paper

A Stakeholder Consultation: Dec 32018
A Open for comments until end of August

A See LF9presentation
A Mark Ainsworth, Elmer Schabel

A https://forumresearch.org/projects/liver -forum/liver -forum -meetings
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https://forumresearch.org/projects/liver-forum/liver-forum-meetings

EMA- Reflection Paper

A Recognizes difficulty in assessing hard
clinical outcomes and dependence on
liver biopsy

A Patient populations:

A Non -cirrhotic
A Cirrhotic

é?' W | Paris
’ ’ NASH
¥ 7 | Meeting



EMA- Non-Cirrhotic Patients

A Exclude F1 (low risk of progression)
A Intermediate Co -Primary Endpoints

1. The resolution of NASH without worsening of fibrosis AND

2. The improvement of fibrosis without worsening of NASH

Are there other ways to ameliorate the impact
of uncertainty?

Co-primary evaluation proposed because
stringency is required based on the -5 | Paris
uncertainties associated with fh’NasiHnt

strategy ‘ . | Meeting




e.g. 5 yrs

e.g. 2 yrs
A
! !Interim Long-Term

F2-F3 Resolution of NASH/no wors. fibr _ _

AND Dx Cirrhosis, MELD>14

Improvement of fibrosis/no ~ wors. NASH Decompens , liver trans, death
Non-invasive BM | s=p | BIOPSY » | Clinical Outcomes

>

EMA- Non-Cirrhotic Patients



Surrogate Endpoint

Clinical Benefit

S

F2-F3 Resolution of NASH/no wors. fibr

OR/AND

Improvement of fibrosis/no

Non -invasive BM —

BIOPSY

wors. NASH

Dx Cirrhosis, MELD>14
Decompens |, liver trans, death

» | Clinical Outcomes

FDA - Non -Cirrhotic Patients

>



Cirrhotic Patients

EMA
A Long term strategy
A All cause death
A Decomp events
A Possibleinterm strategy
A F4>F3?
A Lowering MELD
A Lowering HVPG

FDA

A Traditional approval
A Time to first event

A

> > > > >

Ascites complications
Variceal hemorrhage
Hepatic encephalopathy
MELD> 15

Liver transplant

All cause mortality



Combination Treatment

EMA Benefit-Risk-Uncertainty

A Valid therapeutic principles A High risk patients

A Demonstration of individual A Expect more clin benefit,
contribution thus allow more

A Each agent ofully i HGA®ESMINSKH%at ed o

A Patients: A Expect more treatment

. High risk f : risk, thus require more
A High risk for progression clin benefit 2
A Insufficient response to

A Lower risk patients
monotherapy

A Less risk for adverse
events, thus data more
interpretable?



Liver Forum Contributions

*NASH Resolution Comp & Decomp Cirrhosis WG
*Baseline Case Definitions
*Standard. Baseline Parameters g ,rqgate Endpoint Clinical Benefit
F2-F3 Resolution of NASH/no wors. fibr _ _
OR/AND Dx Cirrhosis, M_ELD315
‘ Improvement of fibrosis/no  wors. NASH Decompens , liver trans, death
Dx Cirrhosis, MELD>15
COMP Cirrhosis Comp & Decomp Cirrhosis WG Decompens |, liver trans, death



Liver Forum Contributions

Trial Design & Analysis: Estimands in NASH WG

Management: Co -Morbidities

Management: Lifestyle

Surrogate Endpoint Clinical Benefit

S

F2-F3 Resolution of NASH/no wors. fibr _ _
Dx Cirrhosis, MELD>15

OR/AND _
‘ Improvement of fibrosis/no  wors. NASH Decompens , liver trans, death
Dx Cirrhosis, MELD>15

COMP Cirrhosis Decompens |, liver trans, death
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o Baseline Parameters in Clinical Trials for Nonalcoholic :
Data Standardization e ) ) Published
Steatohepatitis: Recommendations From the Liver Forum

Case Definitions for Inclusion and Analysis of Endpoints in
Case Definitions Clinical Trials for Nonalcoholic Steatohepatitis Through the Lens Published
of Regulatory Science

Defining Improvement in Nonalcoholic Steatohepatitis for
Case Definitions Treatment Trial Endpoints: Recommendations from the Liver Accepted/Online
Forum

Considerations for Clinical Drug Development in Pediatric

Nonalcoholic Fatty Liver Disease Revise & Resubmit

Pediatric Issues

Standard of Care Standardization of Diet and Exercise in Clinical Trials of NAFLD- Preparing Submission
NASH: Recommendations from the Liver Forum P 9

Standard of Care Management of Comorbidities in NAFLD Clinical Trials Under Development

NASH Cirrhosis NASH Cl_rrh95|_s Deflqltlons and Rec_ommendatlons for Clinical Under Development
Trial Design: Discussions from the Liver Forum
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