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Overcoming obstacles to implementing Innovation in drug development:
Agenda

Welcomeand brief review of workgroup rationale, and plan for tonight

Innovation Feedback opportunity:
Minimal viable product a borrowed concept
Can the MVP concept be adapted to clinical drug developmeb&ehs

Why considea MVP instead of usual protocaMike Detke

Oneapproach to development based on iterativ®/Ps Sachs

Discussion
Obstacles
Strategies

Summary ofonsensus recommendations

Should this workgroup Persist or Pivot?
Adjourn
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A What is the minimal viable product for a hint of concept trial?

A What is an acceptable confidence interval for makirggpano go
decision?

A For acuteresponsecould trials be shorter and smaller?

A s it conceivable to conduct these trials in a{smmpetitive space?

A Is it possible to conduct trials in traditional clinical settings?

A Does the inclusion of a placebo arm require a special race cour:

A s blinding required?

A Who would pay for a placebo arm?

A Whatvaluepropositionis needed to attract patient® enter such a
trial?
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Thefour main elements of this model are;:

1. Accessioning well defined samples of humans with meeting criteria for CNS
disorders with high confidence,

2. A clinical development process based on a minimal viable protocol template
designed as an iterative series of small randomized three cell trials powered-for
risking the decision to resource pivotal trials rather than aiming for traditional le\
of statistical significance.

3. Creating an efficient clinical operations mechanism which optimizes use of
automated assessments and data management processes.

4 Common standardized business practices to enable efficient governance,
management and oversight of such an innovative treatment pathway .
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Add to the list?
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GOOD POINT.
I'D BETTER ADD
"EASY TO USE”
TO THE LIST.
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Iterative testing to validate MVP
mitigates the extreme uncertainty
associated with startip
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Adapted from Reis E. Lean Start-up 2011
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. ] Minimum + Viable
Begin with the S s
minimal feature set
worthy of testing

Minimum Viable

Crappy Products
nobodywants to
use

The products
you want to build

Products

|

Waste
Adapted from Reis E. Lean Start-up 2011
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Protocols
You would trust enough to persist with the program

Protocols Protocols
You woul dnot ieve\ You wish to run

A 4 A 4

Hint of Concept Objectives:

1. Providea "quick read" on efficacy and
tolerability of potential psychotropic
medications.

2. Enable potential CNS products to
better compete for resources againgt
other therapeutic areagoncology
infectious disease, ancardiology).

Protocols

that are more than you need

and/or less than you want

3. Design the minimal trial necessary
to support or reject the decision to
invest in a full clinical trial
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Minimal Viable Protocols:
Is There Room for Improvement
from the Status Quo?

Michael JDetke M.D., Ph.D.

DetkeBiopharmaConsulting LLC
Clinical Professor of Psychiatry, Indiana University School of Medi
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A A Phase 3 GAD protocol | recently wrote had (in the
first draft) 8 Inclusion and 18 exclusion criter@
Ffy2ad Fff adzo2SOUGAQSOD

TLL ASK MY LAWYERS |3
TO TURN IT INTOAN | CAN I
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NINE—PAGE DOCUMENT |2] TO YOU IN MAKING
THAT INTRODUCES THE YEAR
COMPLEXITY RISKS 20187 ME CRY!
FOR. .. NO. .. REASON.
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BULLET POINTS
LOOKS GOOD TO
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A A Phase 1 protocol | recently wrote to support a
substance abuse drug has a schedule of events with ]
columns, 26 rows and 14 footnotes. This is-avé&ek
study.

I ADDED ALL OF THE NOW OUR PRODUCT ;| I APPRECIATE YOUR

PRODUCT FEATURES 1S A LUORTHLESS E INPUT. T COULDNT HAVE
THAT EACH OF YOU HODGEPODGE OF =1 FAILED WITHOUT YOU.
DEMANDED. COMPLEXITY.

)

Dilbert.com DilbertCartoonist@gmail.com

22513 ©2013 Scott Adams, Inc. /ist.
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For aneffectsize 0f0.3,and alpha=.05power=80%,
2-tailed:

U N=90for a within-subject crossover study
U N=274 fora2-arm parallel study

A Eacharm you add makes the mathore favorable
for crossover

U What diseases can we use crossover on?
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-A 20% decrease in medication adherence may result in the
need for a greater than 50% increase in sample size in order
to maintain equivalent power

B! GNRFE S6AGK pmx: YSIFEY O2YLIX
approximately 5 times as many participants as a trial with
100% compliance

Pledger GW. Compliance in clinical trials: impact on design, analysis, and interpretation. In:
Schmidt D, Leppick IE, eds. Compliance in Epilepsy. Amsterdam: Elsevier, 1988.

Goldsmith, CH. The effect of compliance distributions on therapeutic trials. In: Haynes RB, Taylor
DW, Sackett DL, eds. Compliance in Health Care. Baltimore: John Hopkins University Press;
1979.
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A Onemethod is pK collection
I Examples from recent drug development programs in MDD

I Published Rates of neadherence in Clinical trials: 22%58% (cf 93% adherence by
pill countg).

A Alternative adherence biomarkers
I Metyrapone has effects on cortisol levels; D2 antagonists may raise prolactin levels; etc.
I Can utilize riboflavin tracing (common in studies of substance use disorders)

Not as helpful if done after randomization, in studies requiring intentreat

analyses!
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Interventions likeXhale
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10sterbergd., Blaschkel. Adherence to MedicatioN Engld Med2005; 353: 487#497.

2Gossec L, et al. Reporting of adherence to medication in recent randomized controlled trials of 6 chronic diseasasati syste
literature review. The American J of Med Sciences, 2007, 33422418
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