o2y U.S. FOOD & DRUG

ADMINISTRATION

FDA and the Clinical Trial
Infrastructure

Mark Abdoo

FDA Associate Commissioner for Global Policy and
Strategy

ISCR 16 Annual Conference, February 24, 2023



Office of Global Policy and Strategy




L

FDA and Clinical Trials Ot pmi -

L

Clinical trials are conducted for many reasons:

e to determine whether a new drug or device is safe and effective
for people to use.

* to study different ways to use current, approved treatments so
that they will be more effective, easier to use, or decrease certain
side effects.

* to learn how to safely use a treatment in a population for which
the treatment was not previously tested, such as children.

FDA doesn’t conduct the trials — we oversee them.



The Challenge

The COVID-19 pandemic demonstrated that the U.S. clinical trial
infrastructure is not prepared for research needs that arise in the event
of public health emergencies.

* 5% of 2,000 registered trials were randomized/adequately powered*

* Researchers implemented their own research protocols and captured
and stored their own data.

e Resulted in relatively small, often inconclusive studies.

* This delayed the availability of vaccines, therapeutics and diagnostics
and impeded the tracking of outbreaks.

*Nature Reviews Drug Discovery, K. Bugin and J. Woodcock



UK’s Recovery Trial

 Randomized, multi-arm master protocol: six treatments
evaluated in a head-to-head comparison with standard of
care as the control arm

e 7,586 patients enrolled across 172 sites within 1 month
of protocol approval

e Within 3 months sufficient data to determine that
dexamethasone effective in reducing mortality, while

hydroxychlorquine was not. REC.:CII.VE RY

Randomised Evaluation of COVID-19 Therapy



Clinical Challenges Impacting Drug Development

* Trials have become more costly & complex to administer, which can
make drug development more risky, uncertain, and time consuming.

e Overly complex trials can also deter enroliment & delay completion
studies so long that findings aren’t relevant for patient care.

* Adding to complexity is “endpoint creep.”

* Phase Il/Phase Ill protocols had 263 procedures on average per
patient, supporting approximately 20 endpoints.*

*January/February Tufts CSDD Impact Report, 2021



Unnecessary Trial Complexity A
Impedes Evidence Generation

“You start out with a

beautiful green tree that should be
admired, and then everybody in the
family wants to put an ornament on it...
and no one will take grandma’s
ornament off the tree. So you end up
with a protocol that is impossible to do
and is very distracted from answering
the question you originally had.”

- Dr. Robert Califf, Mind the Gap seminar, “Innovative Approaches to Clinical Trials”



FDA Actions

Encouraging pioneering advances in clinical trial design
* Master Clinical Trial Protocols
* Seamless trials

 Decentralized trials
* Real World Evidence/Real World Data

Partnering with the Clinical Trials Transformation

Initiative h» CLINICAL

‘ TRIALS
<> TRANSFORMATION
INITIATIVE
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Practical Considerations

Simply advocating the “highest level” of quality has little practical meaning in itself.

The cost associated with incremental improvements in quality becomes ever higher as
perfection is approached and becomes disproportionate to any additional benefit

achieved.
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hazard prevention, etc.



Re-Framing Quality

e “Quality” is defined as the absence of errors
that matter to decision making—that is, errors
which have a meaningful impact on the safety
of trial participants or credibility of the results
(and thereby the care of future patients)

CTTI: Recommendations for Quality by Design
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Case Study Example

Cardiovascular Major Morbidity Outcomes Trials

* Critical-to-quality: strategies to ensure the survival
status of all trial participants is captured

* Not critical-to-quality: source verifying participants’
temperature readings obtained as a part of vital
sign assessments at routine study visits Qﬁ&
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QbD Concepts in ICH E8
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. Special Populations (4.3.3)....
. Postapproval Studies (4.3.4)

OBJECTIVES OF THIS DOCUMENT (1)
GENERAL PRINCIPLES (2) 2

Protection of Clinical Study Participants (2.1) 2
Scientific Approach in Clinical Study Design, Planning, Conduct, Analysis, and Reporting
2.2) 3
Participant Input Into Drug Development (2.3) 4
DESIGNING QUALITY INTO CLINICAL STUDIES (3) 4
Quality by Design of Clinical Studies (3.1) 4
Critical-to-Quality Factors (3.2) 5
Approach to Identifying the Critical-to-Quality Factors (3.3) 6
. Establishing a Culture That Supports Open Dialogue (3.3.1).........ccccooooiiiiiiiinniiiiicniicc 6
. Focusing on Activities Essential to the Study (3.3.2)........... .7
. Engaging Stakeholders in Study Design (3.3.3) ... .7
. Reviewing Critical-to-Quality Factors (3.3.4)....... .7
. Critical-to-Quality Factors in Operational Practice (3.3)) ........................................................ 8
DRUG DEVELOPMENT PLANNING (4) 8
Quality of Investigational Medicinal Product (4.1) 9
Nonclinical Studies (4.2) 9
Clinical Studies (4.3) 10
. Human Pharmacology (4.3.1)..........ccccciiiiiiiiiiiii ittt 10
. Exploratory and Confirmatory Safety and Efficacy Studies (4.3.2)..........cccoooviiiiinncnoicn, 11

https://www.fda.gov/media/157560/download

12


https://www.fda.gov/media/157560/download

ICH E8(R1) Design Considerations

Whether the objectives are clearly articulated

Whether the study is designed to meet the
research questions it poses

Whether these questions are meaningful to
patients

Whether the study hypotheses are specific and
scientifically valid

13



QbD Approach to Study Design

DRAFT STUDY
CONCEPT

DEVELOP STUDY PROTOCOL
& ASSOCIATED PLANS,
TRAINING, ETC.

CONDUCT
TRIAL

ANALYZE
DATA

DEVELOP STUDY
REPORT

o

—

Engage all stakeholders to...

- ldentify critical to quality aspects of trial design and
potential challenges

« Tailor design to avoid errors that could undermine
evaluability or safety

» Streamline trial where feasible

» Verify proposed design consistent with scientific question

* Highlight and evaluate remaining risks

U

® Operationally feasible trial design that addresses
guestions relevant to stakeholders

® Efficient, focused trial oversight plans
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FOA
Resources to Support QbD .
Implementation

e ....those interviewed by CTTI said they struggle
to translate principles to practice.

Tools are needed!
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http:.//www.ctti-
clinicaltrials.org/toolkit/QbD

TTI QbD Too

LEARN ABOUT QBD

Toolkit Learn About QbD

This section of the Toolkit provides an introduction to QbD through videos, downloadable

presentations, and peer-reviewed articles. Learn about QbD and why it matters in clinical trials.
Leverage these tools to teach others in your organization about QbD in order to secure their
interest and support.

k CTTI'S QBD RECOMMENDATIONS

' o The CTTI QbD project has produced recommendations on the use and
‘ implementation of QbD.

QBD Toolkit
Learn About QBD
» Teach Others About QBD

Adopt QBD

RESOURCES
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http://www.ctti-clinicaltrials.org/toolkit/QbD
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Individual Trial ,

® — |mplementation
Guide

New QbD
Adoption
Tools

Maturity Model s——@

Metrics Framework +——e@ ® —— Documentation Tool

...................................

CTTI's Existing QbD Tools

Components for QbD Adoption QbD Principles Document

Setting Expectations Measurement for Individual Study Teams

Perspectives for QbD Discussions & Potential Champions

QbD Workshop Tools

Team Recognition & Ownership of the Process

vV vV v Vv

}

1111 CTT!I's QbD Recommendations are foundational to all tools.
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https://www.ctti-clinicaltrials.org/files/ctti_quality_by_design_recommendations_final_1jun15_1.pdf
https://www.ctti-clinicaltrials.org/sites/www.ctti-clinicaltrials.org/files/components-of-qbd-for-toolkit.pdf
https://www.ctti-clinicaltrials.org/sites/www.ctti-clinicaltrials.org/files/setting-expectations-for-toolkit.pdf
https://www.ctti-clinicaltrials.org/sites/www.ctti-clinicaltrials.org/files/team-recognition-for-toolkit.pdf
https://www.ctti-clinicaltrials.org/toolkit/qbd/introduce-qbd/qbd-principles
https://www.ctti-clinicaltrials.org/sites/www.ctti-clinicaltrials.org/files/qbd-measurement-for-toolkit.pdf
https://www.ctti-clinicaltrials.org/sites/www.ctti-clinicaltrials.org/files/perspectives-champions-toolkit-3mar16.pdf
https://www.ctti-clinicaltrials.org/toolkit/qbd/introduce-qbd/workshop-tools

-~

FDA Guidance Documents ™ <

— T e, - T

e Conduct of Clinical Trials of Medical Products during the
COVID-19 Public Health Emergency (final)- March 2020/
August 2021

* Multiple Endpoints in Clinical Trials (final) - October 2022

e Ethical Considerations for Clinical Investigations of Medical
Products Involving Children (draft) - September 2022

* Design and conduct of externally controlled trials (draft) -
January 2023
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NATIONAL
BIODEFENSE
STRATEGY AND

IMPLEMENTATION
PLAN

FOR COUNTERING BIOLOGICAL THREATS, ENHANCING
PANDEMIC FREPAREDNESS, AND ACHIEVING GLOBAL
HEALTH SECURITY

OCTOBEE. 207

FOUA

U.S. Biodefense Strategy

* Plan called for USG to maintain and build upon the
domestic clinical trials infrastructure, inclusive of
international sites as appropriate, to ensure readiness.

* Goal: administering candidate countermeasures to
participants within 14 days of the identification of a viable
countermeasure.

* The White House Office of Science and Technology Policy
(OSTP) in partnership with the National Security Council is
leading on this effort, with HHS support.



TINICE OF FULTY 3 POGUAST WIIT EN0 POt
ogulahory Commission o 28d 2
domeestic =k pping sevices contrac in
tha list of Megotlod Sarvim
Agroomants [n tho Mall Chxifiation
Schodule's Compotitivo Produocs List.
OATES: Dade of reqesdred nodioe: Crinbar
26, 2022

FOR FUATHER INFORMATION CONTACT:
Saan Rodinson, 200 -2E-A405
‘SUPPLEMERTARY INFORMATION: Tho
Lintind States Postal Sorvices hooohy
jElvas notlon that, pursant bo A5 ULECL
3642 and 353202, om (kciodar 20,
22, It Mod with o Postal Regulatory
Commissinn a [PSPE Roquast b Add
Priorily Mall Expross, Priorily Mol
First-Lass Package Sanvoa, and Paroo
Salodd Sorvice Controcd 72 i

o pedilfve Product Lis). Documants
arw avallablo al werw.pre gov, Doc kot
Hos. M{Z23-23, (F2023-22.

Sarsh Sullivan,
Adtcoreusy, Ethicy # Ligal Con pliazen
FE laz B2 b Flbed 13-25-22 B4 am|

BILLMG, DO0E THE-£3-7

TSNEITT LD UNOSrSarvad DomITm i,
and Incrazsa diversity amang both trial
participamis and clinkzal frial
Irrrastigaiors. Bulld.lnﬁ LE:N ciga ity in
carry out omargancy clinlical trials will
onlarpe and strengthan tho U5, dinlcal
Irfals Infrastruciurs overall.
DATEE; Intorestad parsons and
organizations ane Invited bo submB
COTTmENLS on o hefore 5 p.m. ET on
Ducmmibar 27, 20032,
ADDRESSES: Infnresind Indhviduals and
organizations should Ribmit commants
nIu'thII:ﬂJII. =]

I'Ig;annr.llntalj rizlsias) IP ]F_:'

nezlude “Emargency Clindel Trials

iEI'III In tho subjoct lino of the omall
Dun &0 Simo constraints, malled paper
submizzions will mod b accopisd, and
wloctrom i submilssions rocelved afor
e d mad lne canmot e enswd 1o be
Incorported or taken Into
ool el on.

Instructions

Rasponsa bo this RFT Is wolunl
Each responding antity [Individml or
B o] 1s requestod bo submit

OFFICE OF SCIENCE AND
TECHROLDGEY POLICY

Haquntlnhﬂ-ﬂm I::Ilricﬂ
Ressaroh Infrastruct

Emergancy I::Ihhﬂ'l'lhln

KCENCY- (fm of Sdence and

Technalagy Follcy (DSTFL

ACTION: Mot of Rogoost for

Information [RFT] on clinlcl resaarch

Infrastruciure and emegmcy clinlcal

Irials.

SIMMEARY- In aomrdanon with tho 22
Hatinnal Biodofon:n Siral Tor
Couniering Elological Threa

Enhancing Fandamic Frapasdnoess, and
Achloving Global Hoalth Security
[Matioral Blodafonss Stratogy] and the
Amarizn Pandomlc Proparsdness Plan
[AF3], the Whitn House CiTlop of
Sclnce and Technology Pollcy (OSTF),
In parinorship wilh the Katlonal
Socurity Councl N.V.TJ 1= lading
affurs io ansum that coondinad and
lrpo-=calae clinlcal .I1.J.'h'...|1 1)

CHomily Garred oul acroes 2 range of
In=titutions and sl 1o addmss
outhroaks of dlsss and other

argencias. Efforts In this ama could
Includa tho astahllshmant of 3 LS. Jovel
FovEmanoe siructure and cutreach io 2

only ona mEspons. Flezss el mme
rispond 0 Ona Of 25 many promps as
FOU Choosn

Flaasa be mncism with your
submizshons, which must not mocesd B
pagxes In 12-point or LEger font, with a
PeEn number on ch pagm 'Empnnsm-
shculd Include the nama of th
parsanis] or organlzation|s) I'III 1y the
Doammant.

DETE Lnviins Input from all
stakehnidars, Including mumbers of tha
puiiic, ropemmanting all backgrounds

and vas. In partlcole, DOSTF s
Inforestor In Inpat from meseerh
Iretitutions, clindcal frialists, hoalth e
providors Inteevestod In dinlcal resaarch,
pomitract mesrth arganteations (s
and othor clinlcal trial servim
providrs, pharmarsuticl and
blotschnclogy companlos, and
oomnmunity health e orgzniztions.
Pigase b dicats which of B
sakeholder ypes, or wial olfser
dascrigtion, best fits yow o5 o
rerpol deat. 11 3 comiment 15 submitod
on hetall of an arganistion, the
Indlviduml respomdont's roin in e
rganization may also be provided on a
woluntary basls.

Coammiants containing raferances,
stodlis, messEch, and othar empirical
data that are not widaly pubilshod

TSP [0 LO1S WK1 M2y [ POSton an
CIETPs wntelin or otherwlsn mimsesd
puhblicly.

In accordance with FAR 15.2012(31],
rosporsos bo this notlcs am not offors
and cannot bo amepied by tho Fodoral
Covemnmant b form 2 binding contract.
AddiSonally, those submiting
PREPOTSES T solay b fior all
axponzes axsoclated with mspanss
pruparadon.

FOR FURTHER INFORMATION CONTACT: For
additional information, plassn i
quastions ko Grall 5ipes at 202456
4444 or omergencyelnicaftriries

[ e o

SUPPLEMENTARY MFORMATION:

Baciground: Curmntly, the U5
clindcl trials Infastrocdure 15 not well
Puparm B0 CATY ouf oMETinatod, [arge-
scale cinical messarch in e evant of 2n
outtemak of Infectious dizszmn or othar
puhbllc haalih omergancy. Az Was 5o
In tha Inltal stagas of e DOVID-19
outtemak, difkrond Instutions: and
natworks bend bo bmploment thedr pwn
resaarch probocols and capture and sion
Eholr own data. The lack of 2
cooedinatod appreach o clindl trials
rosaarch in om ncy sotfings has
shoumnd tho dewnl npmm iof artionabie
Information, which has In turn delayed
i sallabilizy of vaocinos,
thorapautics, and diagnostics; and may
als Impedn the brcking of the
outtemaks thomsedves. Wilhout soma
machanizm to coordinabe and organize
rosgarch om 3 lager scale knan

ncy satting, resmarcers and

I.$ nnmakers ane lofl with a saries of
r:-l.l.lwl} small, aftan Incondusive
studins, and assemibling data for lagar-
scale analysts Is challonging, In
addition, and very sgniflcntly, our
Curmnt approach i clinil resEch n
tho nmargancy sating excludes many
patlants and hnalth e providors in
o wereed angs, and has conbrisuied
b lack of diversity among clinical trizl

ticipants and among tho Investigors
'\.p:l:; IrI':I‘.I clinkzl Irl;IsR.

Tha Matioral Blodnfonse Stetogy
calls for tha U5 grvernman 1o
malntain and bulld upon B domestic
clinizl trials Infactrodure, with tha
addithon of Intornational shins ax
approprizie, 1o e madines b
“mupadite tha evaluation of s and
nffactive vancines, tharapoutics, and
dizgmastics for all sngmants of b

rememl=tinn Auring = naienalle o

OSTP: RFl in late 2022

* Governance (including best
practices for designing trials i.e.,
quality by design)

» Identifying/incentivizing
institutional participants

* Building diversity/equity
* Developing master agreement
e Addresses international trials

Data capture to be subject of
separate RFI




International Coordination and Capacity

* G7 Health Ministers “Therapeutics and Vaccines
Clinical Trials Charter” —June 2021

* World Health Assembly resolution — May 2022

* Quad Leaders Summit “Commitment to
Pandemic Preparedness” — May 2022
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‘Perfection is achieved, not when there
is nothing more to add, but when
there is nothing left to take away.”

—Antione de Saint-Exupéry
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