C':'-‘ BIFAPIVI

Bundesinstitut fiir Arzneimittel
und Medizinprodukte

What Is Considered Clinically Meaningful?
EU Reqgulatory Perspective

Karl Broich and Norbert Benda

Federal Institute for Drugs and Medical Devices (BfArm)
Kurt-Georg-Kiesinger-Allee 38, D-53175 Bonn

Germany
(2 {'7/ \ (2 [\ [ EUROPEAN MEDICINES AGENCY
[) [C7 l. ,/ SCIENCE MEDICINES HEALTH

* X x

* *
* *
* *

ISCTM 8th Annual Meeting, Feb 2012, Washington, DC



e

- (D \ " [
/ )

maY (3 TARIVI

Bundesinstitut fiir Arzneimittel

und Medizinprodukte

Reqgulatory Dilemma ...

ISCTM 8th Annual Meeting, Feb 2012, Washington, DC



C':'-‘ BIFAPIVI

Bundesinstitut fiir Arzneimittel
und Medizinprodukte

Reqgulatory Dilemma...

from: Eichler HG et al., NRDD 2008

Industry Payers/prescribers/HTA organizations
 — Require favourable conditions for Request comparative efficacy/  ——
innovation effectiveness data

Patient groups Media/scientific community
+——— | Demand early access to potentially life- Demand stricter safety assessment after | ————
saving drugs (for exarnple, Abigail Alliance] series of market withdrawals
Unmet medical need Excess medicalization
— For example, epidemioclogy of obesity, For example, obesity, metabolic —

diabetes syndrome, mood disorders

—‘

Time to marketing authorization

Shorter timelines More studies/patients
< Higher level of uncertainty Delayed market access —
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Note for Guidance / Scientific Advice

e Short-term Studies

— Placebo control
— Three-arm-studies with active control and placebo
— Duration

 Maintenance/Long-term Studies
— Randomized withdrawal design (relapse prevention)

 Endpoints
— Rating-scales
— Means vs. Responders/Remitters
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Short-term Studies Iin Schizophrenia

« Parallel, double blind, randomized and
controlled trials necessary
— In general 6 week duration

 Choice of control
— Placebo
— Active comparator
— Choices must be justified by the applicant

e Three-arm or multi-arm studies In at least
one trial
— Assay sensitivity
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Study Designs in Schizophrenia

 Three adequate and well controlled designs

possible:
— Placebo control Superiority
— Active control Superiorityor

Non-Inferiority

* Non-Inferiority Design tested in most cases

— New drug is not inferior by more than some
predefined amount >

— Non-Inferiority Margin
« ?? Tobeinformed by historical dataon a stable
difference between verum and placebo

« ?? Clinicallyhow much differencefrom placebo is
needed
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Assessment of Efficacy iIn Short-term
Studies of Schizophrenia

« Statistical Significance and Clinical
Relevance needed

 Endpoints:
— Primary: e.g. differences in PANSS
— Secondary: CGlI

 Difference between Baseline and Post-
Treatment-Score

30 % individual Improvement on Standard
Ratings is Considered Clinical Relevant
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Responder Analysis:
30% improvement in PANSS-Scores

In the responder analyses sigmficantly more responders were observed m all paliperidone groups
(56%, 51% and 61% 1 the 6 mg, 9 mg and 12 mg groups, respectively, p<0.001 for all doses)
compared to the placebo group (30%).

In the responder analyses significantly more responders were observed i both paliperidone groups
(50%, p=0.025 and 51.4%, p=0.012 i the 6 mg and 12 mg groups, respectively) compared to the
placebo group (34.3%)

In the responder analyses significantly more responders were observed m all paliperidone groups
(40%, 46% and 53% m the 3 mg, 9 mg and 15 mg groups, respectvely, p<=0.001 for all doses)
compared to the placebo group (18%).
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Kirsch etal.: PLoS Medicine | www.plosmedicine.org 2008
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Overall differencein percentage of responders between
activedrug and placebo (Melander H. et al.)
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Randomized Withdrawal Study

—— Risperidone
At risk, N=197 101 75 60 50 39 33 25 25 25 20 16
With relapse, N= 0 55 66 70 72 76 78 80 80 80 82 82
—— Haloperidol
At risk, N=203 100 66 49 33 26 23 16 14 12 10 7
With relapse, N= 0 68 87 96 105 108 108 110 111 111 111 111
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Schizophrenia: Negative or Cognitive Symptmoms
as Target for a Drug Treatment Claim

e Both are considered as domains

— with an unmet medical need

— which are not ,,pseudospecific®, but phenomenologically
distinct from other symptoms

e Overlap between these domains

— More data needed
— Overlap would weaken possibility of separate claims

e Do negative or cognitive results respond
differently to standard antipsychotics

— In both domains results are disappointing
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Schizophrenia: Cognitive Symptoms as Tarmgcéizu
for a Drug Treatment Claim

e Population:

— Distinct ,,Cognitive Impairment® in patients with
schizophreniashould be further established

— Generalizable to community

e Phase of the illness:
— In stable residuum

e Domain:

— Spectrum of cognitive symptoms as a single target clearly
preferred (MATRICS; CNTRICS; CANTAB; BACS a.0.)

— Not enough datato focus on specific subtypes/targets

e Co-Primary Endpoint:

— Functional outcome mandatory
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from: Eichler HG et al., NRDD 2010

Possible Challenges ...
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Current paradigm

MA
| Regulators | ‘ Payers | | Regulators

= Quality, safety,
efficacy
(first 3 hurdles)

= Benefit—risk profile

= Relative efficacy/
effectiveness

= Cost versus health
benefit,

» Budget impact
[4th hurdle)

Future paradigm?

MA

-

-

FPayers |

___________ . S

| Dedicated relative efficacy/ |
I effectiveness assessment? |

= Quality, safety,
efficacy
= Benefit—risk profile

» Cost versus
health b=nefit,
= Budget impact

= Relative efficacy/effectiveness

= Emphasis on RCT,
most often
placebo-controlled

« Active-controlled RCT

= Observational studies

= Cost-effectiveness/
utility analyses

+ Budget impact analysis

= Emphasis on RCT,
most often
active- and
placebo-controlled

s Cost-effectiveneass/
utility analyses,

= Budget impact
analysis

Bl Assessors [ Assessment focus [ studies/data

= Active-controlled RCT

« Observational studies
= hMeta-analysis

= Adaptive Phase lIHIV trials
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Summary: Clinical Relevance

— Statistical significance and clinical relevance
needed

— Estimation of relevance considers

« Effectsize of verum vs placeboin mean change from
baseline

« Differencein response and remission rates
« Number needed to treat vs number needed to harm
« Maintenance of effect
— Relapse prevention (randomized withdrawal design)

— Key discussion point for benefit risk assessment in
European Public Assessment Report
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