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https://www.fda.gov/drugs/development-approval-process-drugs/cder-small-business-industry-assistance-sbia?utm_medium=email&utm_source=govdelivery

ClinicalTrials.gov Learning
Objectives

Recognize the roles of NLM, FDA, and study
sponsors

Understand the requirements for clinical trial
registration and reporting

» Describe the potential consequences of
noncompliance
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What is ClinicalTrials. gov’? oA

m National Library :|H'|:<:I cin

Resources v About v

CIinicaITriaIs.gO\‘Fn

ClinicalTrials.gov is a place to learn about clinical studies from around the world.

Search ®

Condition or disease @

Other terms @

Location

(@ Within | 50 miles

O In country, state, of city

Location terms @
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Applicable Clinical Trials
(ACTs):

Subset of clinical studies required by regulation to register and
report clinical trial information

Controlled” clinical investigation

Not all trials are applicable clinical trials (e.g., Observational
studies)

BN i 4
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Responsibilities
for ClinicalTrials.gov

 NIH/NLM: Implementation responsibilities

* Responsible Party: submit (and update)
study registration and clinical trial information

« FDA: Compliance and enforcement activities
for ACTs
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Role of NLM

* Maintain and update the website

trial information

* Review submitted study
information (quality check)
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ClinicalTrials.gov Registration and Reporting of Clinical Trial Information

Role of the Responsible Party
VN

FDA
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Who is the
Responsible Party (RP)?

The sponsor will be considered the RP unless and until a
principal investigator has been designated

— Responsible for registration and reporting of ACTs on
ClinicalTrials.gov

— Each ACT must have one (and only one) responsible party

So who is the sponsor???

See 42 CFR 11 Subpart A
fda.gov/cdersbia
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Who is the Sponsor?

 ACT conducted under IND or IDE: the IND/IDE
holder will be considered the sponsor

« ACT not conducted under an IND or IDE: the
single person or entity who initiates the trial, by
preparing and/or planning the trial, and who has
authority and control over the trial, will be
considered the sponsor.

See 42 CFR 11 Subpart A
fda.gov/cdersbia
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Designating the RP oA

Principal investigator (Pl) may be designated if:
— responsible for conducting the trial
— access to and control over the data
— right to publish the results of the trial
— ability to meet all of the requirements
* Pl serving as RP:

— submits clinical trial information via the sponsor's PRS account
— acknowledgement reflected by having Pl list their name as the RP

See 42 CFR Part 11 Subpart A
fda.gov/cdersbia 12




Am | the RP?

| recently took over sponsorship of an IND which includes
several ACTs both ongoing a omplete

* We recently acquired any that conducted
clinical trials in an i34 ati are no longer going to k
pursue

It is critical that you know the portfolio of studies under an A
IND/within a company's scope before assuming
sponsorship/ownership — THIS INCLUDES knowing whether

. ACTs are in compliance! ‘
fda.gov/cdersbia A 13




* Registration data elements

« Subject to NLM quality control - correct or address issues within 15 days

fda.gov/cdersbia

Registration Requirements

« Required to register within 21 days of first human subject enrolled

Descriptive information
S REGISTRATION A
Recruitment information
&
Outcomes ;
14

Location and contact information

Administrative data

See 42 CFR 11 Subpart B ‘



Reporting
Requirements
* Required to report clinical trial information

no later than 1 year after primary
completion date

« EXxceptions to deadline:

— Certification for delayed submission

— Extension requests for “good cause’

— Waiver of the requirements for submission of results information

See 42 CFR 11 Subpart C
fda.gov/cdersbia A
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Reporting
Requirements

 Submission of data in tabular format:
— Participant flow

— Demographics and baseline characteristics
— Primary and secondary outcomes

* Full protocol

« Statistical analysis plan

« Subject to NLM quality control
— correct or address issues within 30 days

See 42 CFR 11 Subpart C
fda.gov/cdersbia A

N U 4

16



Information Update
Requirements

At least every 12 months

 (Certain data elements within 30 days

— Expanded access information

— Overall recruitment status

— Study start date
— Individual site status
— Human Subjects Protection Review Board Status "
— Primary completion date — & WG
. _UPDATE
See 42 CFR 11 Subpart D
fda.gov/cdersbia 17
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Do | need to submit results?

* We published our study results last year,
so they are already publicly available.

* We terminated o @ after only 6 k
patients enroll

* Our product was approved based on the A
study, so the information is in the label ,

fda.gov/cdersbia A




l FDA Compliance & Enforcement

. Activities




BIMO Inspection Program

ClinicalTrials.gov requirements addressed | = ™
in BIMO compliance programs (CPs): SO

— Institutional Review Boards

— Sponsors and Contract Research
Organizations

— Clinical Investigators and Sponsor-
Investigators

CPs provide standard instructions for field
investigators

Bioresearch Monitoring Program
fda.gov/cdersbia (BIMO) Compliance Programs | FDA
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https://www.fda.gov/inspections-compliance-enforcement-and-criminal-investigations/compliance-program-manual/bioresearch-monitoring-program-bimo-compliance-programs

Complaint Evaluation

 Assessed on a case-by-case basis

 Information that may be evaluated to identify
potential noncompliance includes: k

— ClinicalTrials.gov NCT records
— Information collected as part of an FDA inspection
— Related publications and media articles (e.g., .

fda.gov/cdersbia k 21

journal articles, conference materials, trade press
stories)




Surveillance Efforts FOA

FDA prioritizes the following areas:

« ACTs of products that may pose a higher risk to human
subjects or where violations are likely to have a high impact
on public health

« Responsible parties/submitters with a pattern of previous
noncompliance with the ClinicalTrials.gov requirements

« ACTs for which there is also noncompliance with other
statutory and/or regulatory requirements pertaining to the
conduct of the trial

fda.gov/cdersbia A 22
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Consequences of
Noncompliance

* Notice of Noncompliance Letter
* Civil Money Penalties

. * Injunction and/or criminal prosecution

* Grant funding actions

fda.gov/cdersbia
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P re I i m i n a ry N ot i ce Of Pre-Notices for Potential Noncompliance

Noncompliance Letter

|dentifies potential violation

Provides opportunity to
address potential violation

Further assessment within
30 calendar days after
receipt

 Posted on FDA’s website

fda.gov/cdersbia



Notice of Noncompliance
Letter

* Notification of the Center’s determination

* Opportunity to remedy no later than 30
calendar days after notification

 Included with record on ClinicalTrials.gov

« Posted on FDA's website

fda.gov/cdersbia



ClinicalTrials.gov - Notices of Noncompliance
and Civil Money Penalty Actions FOA

Fren | F T | i ekade | Bl | S e

Fedaral law requires responsible partiss to submit regiztration and summary results
infarmation to the ClinicalTrials gov data bank for certzin applicable clinicz] trials. The
1zw also requites a snbmitter of certain applications'submizzions te FOua certify that all

the zbove-referenced requirements have besn met for zpplicabla clinical trizls referenced O .

iarae . eidin, .
in such applications 'submissions. FDA has the anthority to issus a Metice of v o
Moncompliance ta a responsible party for failurs to comply with certzin raguirements, et Sebesboten o Clnird T Teveeatis Pressarton g2 P st
. . P Returveoce umises: CICR anan e
including:

= Failing to submit required clinical trial information
= Submitting falze or misleading clinical trizl infermation

A

FD: also has the antherity to issue a Motice of Hencompliance to a submitter who has

]
N ot I c e s Of failed to submit or knowingly submitted a fzl== certification to FDua.

FDA has authority to aszess civil money penalties for these violaticns. If a responsitle
party doas not take adequate corrective action within 5o days after recaiving a Motice of

n
N O n c o m p I I a n ce Moncompliance regarding failurs to submit required information, that rasponsible party

may ba subject to additionzl civil money penalties.

L SR

FDA will take into consideration any corrective acticn that is taken by a respensible party
affer receiving a Matice of Moncompliance when considering civil money penaltiss. See
Civil Money Penalties Relating to the ClinicalTrials gov Data Bank and 21 CFR part 17 for
mere information.

Notices of Noncompliance

Ths table below lists the Motices of Woncomplianes sent by FDA and tha amonnt of civil
meoney penaltiss asseszed, if any, for 2ach responsible party or submitter listed.

Raespanss Lelfer Chll My Fenaffy Amount
Resparsibile Farty, Bubmitter HCT Marsber Hosice af Norssmpllance o ay} M amy)

Dzugen HCTIZTESZ4D 4

Patriioiens, andrzy MO RCTIZIS2E%S
ACCUTS INC. RCTIZI5443E
ACCRignan Prarma, Ine RCTH 727338

26




 Civil money penalties
— Up to $10,000*

— If a failure to register or failure to
submit results information violation
is not corrected within 30-day period
following receipt of Notice of
Noncompliance, up to $10,000 per
day until violation corrected

fda.gov/cdersbia amounts adjusted annually; see 45 CFR 102.3 ‘

Civil Money Penalties

Civil Money Penalties Relating to the
ClinicalTrials.gov Data Bank

Guidance for Responsible Parties,
Submitters of Certain Applications and
Submissions to FDA, and FDA Staff

Auguse 2020

N U 4
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Challenge Question #1

When are results required to be submitted for
ACTs?

A. There is no requirement to submit results
information for ACTs

B. As soon as the last patient completes the study
C. Within 6 months of the primary completion date

D. No later than 1 year after the primary completion
date unless qualifying for an exception

fda.gov/cdersbia A

FDA
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Challenge Question #2

Which of the following statements is NOT true?

A. ACTs are the subset of clinical studies required by regulation to
register and report certain clinical trial information I

B. The responsible party is required to register and report results
information for ACTs.

every 12 months

C. All updates to the record in ClinicalTrials.gov must be made I

D. The IND holder is the responsible party for studies conducted
under IND

fda.gov/cdersbia A
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Summary

Clinical trial transparency is important

NIH/NLM, FDA, and industry each have
l responsibilities related to ClinicalTrials.gov

The sponsor or designee (responsible
party) must ensure applicable trials are in

y
. compliance ,
fda.gov/cdersbia A 30
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Questions?

Laurie Muldowney, MD

Deputy Director, Office of Scientific Investigations
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