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Reasons to Register Clinical Trials
and Report Results

« Human Subject Protections

— Allows potential participants to find studies

— Assists ethical review boards and others to determine

appropriateness of studies being reviewed (e.g., harms, benefits,
redundancy)

— Promote fulfillment of ethical responsibility to human volunteers —
research contributes to medical knowledge

 Research Integrity

— Facilitates tracking of protocol changes

— Increases transparency of research enterprise
 Evidence Based Medicine

— Facilitates tracking of studies and outcome measures

— Allows for more complete identification of relevant studies
* Allocation of Resources

— Promotes more efficient allocation of resources



The good news:
We have a lot of iInformation

100,151 registered trials from 9,963 Sponsors
— 45% US sites only

2,677 Results entries from 472 Sponsors
Access to data about individual clinical trials
— Powerful search tools

— Users can identify and track trials and
outcome measures

Unique source of information about CRE


Presenter
Presentation Notes
Data as of 10-27-2010


Content of ClinicalTrials.gov
Records

 One record per trial

« Registration record

— Submitted at trial initiation

— Summarizes information from trial protocol
— Condition
— Interventions
— Design, etc
— Includes recruitment information (e.g., eligibility, locations)

e Results record

— Submitted after trial completion

— Summarizes trial results
» Participant flow
» Baseline characteristics
* QOutcome measures (including statistical analyses)
» Adverse events
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The bad news:

Somebody has to enter the
data!
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Legal and Other
Reguirements



S DYAVIVAY
Sec. 801 Expanded Clinical Trial Registry

Enacted on September 27, 2007

Requires Trial Registration (Dec 2007)
— Phase II-1V drug and device trials for all diseases
— Data elements: ClinicalTrials.gov + ~ WHO/ICMJE

Requires Results Reporting (Sept 2008)

— Trials of FDA-approved or cleared drugs and devices

— “Basic” Results: Baseline Characteristics, Primary &
Secondary Outcomes, Statistical Analyses

— Adverse Events (Sept 2009)
— “Expansion” of results by rulemaking (Sept 2010)

Added enforcement provisions



Potential Enforcement
Provisions

* Notices of non-compliance

e Civil monetary penalties (up to
$10,000/day)

« Withholding of NIH grant funds
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Key Terms

 Responsible Party
— Sponsor, grantee
— PI, if designated
* Applicable Clinical Trials

— Interventional trials
— Phase 2-4 drug, biologic, device

— IND/IDE trial or 2one site in U.S.

— Ongoing as of 12/26/07, or later
 Primary Completion Date
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Establishing the

“Responsible Party”

 Who Is the sponsor?
— IND/IDE holder
— NIH grantee
— “Initiator of trial”

e Sponsor may designate the Pl (under
some conditions)

 RP has legal responsibllities for FDAAA
— Others may help
— Only one per trial!
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Pitfalls

In determining If your

trial 1Is an ACT

 Is It an interventional study?

— Are the “interventions” a consequence of the
research protocol, or vice versa?

— Would the participants have received the
Interventions whether or not they were in the

study?
e Does it Inc
— FDA regu

ude a device?
atory definitions apply

— Includes o

lagnostic devices
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{Eﬁ‘ﬁ[wm National Cancer Institute

U.S. National Institutes of Health | www.cancer.gov
|

Send to Printer

News »

|

Contact the NCI Office of Media Relations | EJ RSS Feed

Posted: 11/04/2010

Lung cancer trial results show mortality benefit with low-dose CT:
Twenty percent fewer lung cancer deaths seen among those who were screened with low-dose spival CT than with chest X-

ray

The National Cancer Institute (NCI) is today releasing initial results from a large-scale test of screening
methods to reduce deaths from lung cancer by detecting cancers at relatively early stages.

The National Lung Screening Trial (NLST), a randomized national trial involving more than 53,000 current
and former heavy smokers ages 55 to 74, compared the effects of two screening procedures for lung cancer
— low-dose helical computed tomography (CT) and standard chest X-ray -- on lung cancer mortality and
found 20 percent fewer lung cancer deaths among trial participants screened with low-dose helical CT. The
NLST was sponsored by NCI, a part of the National Institutes of Health, and conducted by the American
College of Radiology Imaging Network (ACRIN) and the Lung Screening Study group. A paper describing
the design and protocol of the NLST, “The National Lung Screening Trial: Overview and Study Design” by
the NLST research team, was published yesterday by the journal Radiology and is openly available at

http://radiologv.rsna.org/cgi/content/abstract/radiol. 10091808 l.




Full Text View Tabular View No Study Results Posted Related Studies

National Lung Screening Trial (NLST)

This study is ongoing, but not recruiting participants.

First Received: October 3, 2002 Last Updated: June 15, 2010 History of Changes

Sponsor: | National Cancer Institute (NCI)

Collaborator:  American College of Radiclogy Imaging Network
Information provided by: | National Cancer Institute (NCI)

ClinicalTrials.gov Identifier: NCT00047385

P Purpose
RATIOMALE: Screening tests may help doctors detect cancer cells early and plan more effective treatment for lung cancer. It is not yet
known whether helical CT scan is mare effective than chest x-ray in reducing death from lung cancer.

PURPOSE: Randomized clinical trial to compare the effectiveness of helical CT scan with that of chest x-ray in screening individuals who
are at high risk for developing lung cancer.

(Device) (Device)
Condition Intervention
Lung Cancer Procedure:jbronchoscopic and lung imaging studies
Procedure:jcomparison of screening methods

Study Type: Interventional

Study Design:  Allocation: Randomized
Control: Active Control
Frimary Purpose: Screening

Official Title: Mational Lung Screening Trial




Basic Results Database
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Basic Results Reporting
Requirements

* Results of FDA-approved/cleared products

e Generally, submission within 12 months of
the earlier of estimated/actual primary
completion date

* Delayed Submission of Results
— Seeking Initial approval
— Seeking approval of a new use
— Extensions for “good cause”
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Basic Results Modules

Participant Flow

Baseline and Demographic Characteristics
Outcome Measures

Adverse Events (summary data)

Other Information

— “Certain Agreements” Restricting Results
Disclosure

— Overall Limitations and Caveats
— Results Point of Contact

18



Full Text View Tabular View Study Results Related Studies

Docetaxel in Breast Cancer

This study is ongoing, but not recruiting participants.

Study NCT00312208 Information provided by Sanofi-Aventis

Study First Received: April 5, 2006 Last Updated: February 15, 2010 History of Changes

Study Type:

Study Design:

Condition:

Interventions:

Results First Received: October 29, 2009

Interventional

Allocation: Randomized; Control: Active Control;

Endpoint Classification: Safety/Efficacy Study;

Intervention Model: Parallel Assignment; Masking: Open Label;
Primary Purpose: Treatment

Breast Cancer

Drug: docetaxel, doxorubicin, cyclophosphamide
Drug: Docetaxel doxorubicin, cyclophosphamide
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Participant Flow: Overall Study

Doxorubicin + Cyclophosphamide
Followed by Docetaxel (AC -> T)

Docetaxel + Doxorubicin and
Cyclophosphamide (TAC)

STARTED 1649 [ 1649 4
COMPLETED 1477 1526
NOT COMPLETED 172 123
Adverse Event 97 61
Protocol
Violation S 3
Death 2 1
Lack of Efficac
y } Reasons Not Completed 4
Lost to Follow- 3 5
up
Withdrawal by
Subject 2% e
Not specified 5 7

[1] 1649 patients randomized, 1634 patients treated
[2] 1649 patients randomized 1635 patients treated
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@seline Measures

Doxorubicin + Docetaxel +
Cyclophosphamide Doxorubicin and Total
Followed by Docetaxel Cyclophosphamide
(AC ->T) (TAC)
Sl el s 1649 1649 3208
[units: participants]
Age, Customized
[units: Participants]
> =65 years 85 83 168
Between 65 and 50 years 784 783 1567
Between 49 and 35 years 689 710 1399
< =35 years 91 73 164
50
ﬁ:ﬂﬁa years] | L =l
Median ( Full Range ) (22to 74) (24t072) (22to 74)
- “Default” Required Measures
Gender
[units: participants]
Female / 1649 1649 3298
Male 0 0 0
Region of Enrollment
[units: participants]
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@tz;';ﬁ%";;:%;;sg;” s User-Specified Baseline Measures
Positive 1348 1346 2694
Negative 301 o03 604
Karnofsky Performance Status at Baseline
[units: Participants]
3?5;221:\:@ with effort; some signs of 26 33 89
80 - Normal activity; minor signs of disease 315 323 828
12!.;;;:221&13I no complaints; ne evidence 1298 1293 2591
Menopausal status
[units: Participants]
Pre-Menopausal or Other age < 50 Years 266 863 1729
Post-Mencpausal or Other age > 50 Years 783 788 1569
Number of Positive Lymph Nodes
[units: Participants]
[0] 0 1 1
[1to 3] 1010 1005 2015
[4 to 10] 482 456 818
> 10 177 187 364
Patients with at least one surgery
[units: Participants]
Mastectomy 955 873 1928
Lumpectomy 283 276 559
Quadrantectomy/Segmental 411 400 11
Primary Tumor
[units: Participants]
pT1: Tumor <= 2cm 632 668 1360
pT2: Tumorin[2-5] 824 844 1668
pT3: Tumor > 5cm 131 135 2e6

iT4: Tumor with extension to chest | I i
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Primary Outcome Measure: Local, Regional or Metastatic Relapse, or Second
Primary Cancer, or Death From Any Cause (Disease-Free Survival)

[ Time Frame: Median follow-up 65 months ]

Measured Values

Doxorubicin + Cyclophosphamide
Followed by Docetaxel (AC > T)

Docetaxel + Doxorubicin and
Cyclophosphamide (TAC)

Number of Participants Analyzed

Free Survival)
[units: Participants]

[units: participants] Joi Joi
Local, Regional or Metastatic Relapse, or Second
Primary Cancer, or Death From Any Cause (Disease- 356 359

Statistical Analysis 1 for Local, Regional or Metastatic Relapse, or Second Primary Cancer, or Death From Any Cause (Disease-Free

Survival)
Groups [ All groups
Method ™ Log Rank
P Value ¥ 0.978
Hazard Ratio (HR) ! 1.00

95% Confidence Interval (086to1.16)
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Secondary Outcome Measure:

[ Time Frame: Median follow-up of 65 months ]

Death From Any Cause (Overall Survival)

Measured Values

Doxorubicin + Cyclophosphamide Followed by
Docetaxel (AC -> T)

Docetaxel + Doxorubicin and
Cyclophosphamide (TAC)

Number of Participants

[units: Participants]

Analyzed 1649 1649
[units: participants]

Death From Any Cause (Overall

Survival) 187 202

Statistical Analysis 1 for Death From Any Cause (Overall Survival)

Groups ["
Method &
P Value &!

Hazard Ratio (HR) !

95% Confidence Interval

All groups
Log Rank
0.371

0.91

(0.75t01.11)
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Serious Adverse Events

Doxeorubicin + Cyclophosphamide Followed by Docetaxel + Doxorubicin and
Docetaxel (AC -> T) Cyclophosphamide (TAC)

Total, serious adverse events

# participants affected / at risk 31/1654 (20.26%) 520/1635 (31.80%)

Blood and lymphatic system disorders
Anemia T
# participants affected / at risk

Coagulation disorders T’
# participants affected / at risk

Hemerrhage Vaginal 7'
# participants affected / at risk

Leukopenia '’

# participants affected / at risk
Lymphadenopathy T

# participants affected [ at risk
Lymphedema '

# participants affected [ at risk
Pancytopenia T’

# participants affected [ at risk
Thrombocytopenia T’

# participants affected / at risk

3/1634 (0.18%)

1/1634 (0.06%)

1/1634 (0.08%)

1811634 (1.10%)

0/1634 (0.00%)

0/1634 (0.00%)

0/1634 (0.00%)

0/1634 (0.00%)

5/1635 (0.31%)

0/1635 (0.00%)

0/1635 (0.00%)

S6/M1635 (3.43%)

1/1635 (0.06%)

2/1635 (0.12%)

1/1635 (0.06%)

1/1635 (0.06%)

Cardiac disorders

Arrhythmia 7’
# participants affected [ at risk

Arrhythmia Ventricular 7'

1 Term from vocabulary, COSTART

+ Events were collected by systematic assessment

3/1634 (0.18%)

3/1635 (0.18%)
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Certain Agreements

“Whether there exists an agreement (other than an
agreement solely to comply with applicable
provisions of law protecting the privacy of
participants) between the sponsor or its agent and
the principal investigator (unless the sponsor is an
employer of the principal investigator) that restricts
In any manner the ability of the principal
Investigator, after the completion date of the trial,
to discuss the results of the trial at a scientific
meeting or any other public or private forum, or to
publish in a scientific or academic journal
Information concerning the results of the trial.”

[Sec. 282()(3)(C)(i)]
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Certain Agreements:

Principal Investigators are NOT employed by the organization sponsoring the study.

There IS an agreement between Principal Investigators and the Sponsor (or its agents) that restricts the Pl's rights to discuss or
publish trial results after the trial is completed.

The agreement is:

L

L

o

The only disclosure restriction on the Pl is that the sponsor can review results communications prior to public release and
can embargo communications regarding trial results for a period that is less than or equal to 60 days. The sponsor
cannot require changes to the communication and cannot extend the embargo.

The only disclosure restriction on the Pl is that the sponsor can review results communications prior to public release and
can embargo communications regarding trial results for a period that is more than 60 days but less than or equal to 180
days. The sponsor cannot require changes to the communication and cannot extend the embargo.

Other disclosure agreement that restricts the right of the Pl to discuss or publish trial results after the trial is completed.

Restriction Description: If no publication has occurred within 12 months of the completion of the study, the Investigator
shall have the right to publish/present independently the results of the study. The Investigator shall provide the Sponsor
with a copy of any such presentation/publication for comment at least 30 days before any presentation/submission for
publication. If requested by the Sponsor, any presentation/submission shall be delayed up to 90 days, to allow the Sponsor
to preserve its proprietary rights.
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Public Archive for Records

 Changes can and should be made to
records

— Estimated dates become “actual” dates
— Estimated enrolilment becomes “actual”
— Other protocol changes

— Overall recruitment status changes

— Results may be added or changed

* All changes are publicly “tracked”
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How Are Results Reported?

e Tables are “constructed” by the data
provider

— Columns are pre-set as study arms, but can
be changed by the data provider

— Rows are measures—some are pre-set,
others are customized for each study

— Type of measure determines specific design
of “cells”

o Attempt to balance fixed structure with
flexibility

AS



Results:Outcome Overview: Edit Outcome Measure
Title: Crossover Study Example: Drug A vs. Placebo

ID: 1122

Outcome Measure Type* Primary N

Outcome Measure Reporting Indicate whether posting results data for this outcome measure. At least one outcome mn each record must be

Status*®

"Posted".

Anticipated Posting Date

Outcome Measure Title*

Outcome Measure Time
Frame*

Outcome Measure
Description*

Safety Issue FP44%

Measure Type*

‘Posted V|

If the Reporting Status is "Not Posted", please enter a month and 4 digit vear for the anticipated posting date.

Month: ‘ Please Select --

v Year: I:l

change in diastolic blood pressure

‘3 months

Number

Median

-- Please Select -- inus value at baseline.

Least Squares Mean
Geometric Mean
Log Mean

Mean v

Measure of Dispersion”

Unit of Measure*

Please select "Not Applicable" if the Measure Type 1s "Number". Please do NOT select "Not Applicable" tor

other measure types.

95% Confidence Interval +

-- Please Select --
Not Applicable
Standard Deviation
Inter-Quartile Range
Full Range
Standard Error

95% Confidence Interval

jmber", the Unit of Measure 1s typically "participants”.

]




P-Value: (e.g <
It
and

Statistical
Test of

Hypothesis: r.i04: If other, please specify:  Paired ttest

-- Please Select --

ANCOVA nt information, such as adjustments or degrees of freedom.
ANOVA

Chi-squared

Chi-squared, Corrected
Cochran-Mantel-Haenszel

Fisher Exact
Kruskal-Wallis

Log Rank

Mantel Haenszel
McNemar

Mixed Models Analysis
Regression, Cox
Regression, Linear
Regression, Logistic
Sign test

t-test, 1 sided

t-test, 2 sided
Wilcoxon (Mann-Whitne

31



Statistics on Registration and Results Reporting*
by Data Provider Class

(as of 12/2010)
FDAAA Registration Analysis FDAAA Results Analysis All Studies

Data Registered | “Responsible “Primary Registered ACTs ACTs with Total
Provider Applicable | Party” Listed Completion that Appear to Posted Results

Clinical Date” Listed Need Results, Results, Submitted4

Trials Certifications, or Certifications,

(ACTs)? Extensions? or Extensions
Industry 14,609 12,057 (83%) 11,387 (78%) 5,236 1,689 (32%) 2,613
NIH 5,450 1,894 (35%) 2,605 (48%) 905 36 (4%) 82
Other 18,179 15,677 (86%) 15,506 (85%) 5,239 199 (4%) 816
NCI 3,681 838 (23%) 1,553 (42%) 604 0 (0%) 0

L All data as of November 3, 2010

2Includes registered interventional studies of drugs, biologics, and devices that are “not phase 0/1” with either a Primary
Completion Date 21/2008 or Study Completion Date > 1/2008 or both completion dates missing.

3Based on estimated registered Applicable Clinical Trials with a Primary Completion Date prior to December 2009

4Submitted includes all “posted” and “not yet posted” records that may not be subject to FDAAA. Results are reviewed by NLM prior
to posting and most records require one or more revisions. 32



Issues In Reporting Results
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ICIJME

“...will not consider results posted in the
same primary clinical trials register in which
the initial registration resides as previous
publication if the results are presented in the
form of a brief, structured (<500 words)
abstract or table.”

INOTE: About 53% of results records have
associated publications in PubMed (11/2010)]

34


Presenter
Presentation Notes
PubMed data from NEJM ms (submitted on 12-08-2010)


Quality Standards

 Tables should convey study design,
conduct and analysis

e Data must make sense
— Measure name, units, and data must match
— No Invalid entries
— No Iillogical tables
— No missing parameters or data
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NEED FOR RIGOR AND PRECISION

T USED 0 THINK, THEN I TOOK A | | SOUNDS LIKE THE

Source: http://xkcd.com/552/
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Problems with Entries

Unclear/imprecise entries (% reduction: - 40%)
lllogical entries (time to survival)

Internal inconsistencies (enrollment does not match
participant flow)

Invalid entries (823 hours/day sleep)

Data mismatch (time to response: 12 participants)
Structure does not make sense

e arms (and participants) come and go
Inconsistent with other information about study

« Randomized studies cannot have only one arm
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Ambiguity of Language

Term

“Frequency”
“‘Rate”

“Incidence”
(for # participants)

“Percentage”

_ Entered Value

PY H33”
— People?
— Weekly events?
— Percent?

. “0.75"
— — 75%7
— 0.75%7?
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Outcome Measure Statistics
ClinicalTrials.goV s of sr27110)

o 2,178 Clinical trial results records posted
e 2,178 Records with 4,376 Primary OMs

— Mean: 2.0
— Median: 1
— Range: 1-71
e 1,639 Records w/ 12,509 Secondary OMs

— Mean: 5.7
— Median: 3
— Range: 0-122

“Other Pre-specified”: 119 Records, 424 OMs, Range: 0-31 39

“Post-Hoc”: 43 Records, 84 OMs, Range: 0-6
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Level 1
Domain:

Anxiety Depression Schizophrenia Etc.
- OO
g Level 2 ‘ |
— Specific Measurement: Beck Anxiety Inventory Hamilton Anxiety Rating Scale Fear Questionnaire
=
1]
'« 1 5
=
E Level 3 | ‘
@ Specific Metric: End Value Change from Baseline Timeto Event
5
£
E _____________________________
ke
E Level 4 ‘
i=  Method of Aggregation: Continuous Categorical

I | I l

Mean Median Proportion with Decrease 2 50% Proportion with Decrease = 8 points
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Structural Changes to Studies

Arms come and go
Participants come and go

Participant Flow and Baseline
Characteristics Tables describe different
population than the Outcomes Tables

Data providers cannot explain the
“denominators”
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Table 1. Baseline Characteristics of the Patients.*

Abacavir-Lamivudine  Tenofovir DF-Emtricitabine Total
Variable (N=398) (N=399) (N=797)

Sex —no. (%6)
Male 331 (83) 345 (86) 676 (85)
Female 67 (17) 54 (14) 121 (15)
Age —yr
Median 40 39
Interquartile range 32-46 32-45

Age group — no. (%)
16-19yr 2 (1) 5 (1)
20-29yr 63 (17) 145 (18)
30-39yr 121 (30) 264 (33)
40-49yr 142 (36) 263 (33)
50-59 yr 54 (14)
=59 yr 12 (3)

95 (
25 (

Race or ethnic group — no. (%6) 11
White 202 (51)
Black 94 (24)
Hispanic 93 (23)
Asian or Pacific Islander 5(1)
Native American or Alaskan Native

Mixed race




Arms

1: Experimental

Paricipants will receive EFV, FTC/TDF, and placebo for ABC/3TC for 96
weeks

2 Experimental

Participants will receive EFV, placebo for FTC/TDF, and ABC/3TC for 96
weeks

3. Experimental

Participants will receive RTV-boosted ATV, FTC/TDF, and placebo for
ABC/3TC for 95 weeks

4: Experimental

Participants will receive RTV-boosted ATV, placebo for FTC/TDF, and
ABC/3TC for 95 weeks

Assigned Interventions

Drug: Efavirenz
600 mg tablet taken orally daily
Drug: Emtricitabine/Tenofovir disoproxil fumarate

200 mg emftricitabine/300 mg tenofovir disoproxil fumarate tablet
taken orally daily

Drug: Abacavir/Lamivudine placebo
Placebo tablet taken orally daily

Drug: Abacavir/Lamivuding
600 mg abacavir/300 mg lamivudine tablet taken orally daily
Drug: Efavirenz
600 mg tablet taken orally daily
Drug: Emtricitabine/Tenofovir disoproxil fumarate placebo
Placebo tablet taken orally daily

Drug: Atazanavir
300 mg tablet taken orally daily
Drug: Emtricitabine/Tenofovir disoproxil fumarate

200 mg emtricitabine/300 mg tenofovir disoproxil fumarate tablet
taken orally daily

Drug: Ritonavir
100 mg tablet taken orally daily
Drug: Abacavir/lLamivudine placebo
Placebo tablet taken orally daily

Drug: Abacavir/Lamivuding
600 mg abacavir/300 mg lamivudine tablet taken orally daily
Drug: Atazanavir
300 mg tablet taken orally daily
Drug: Ritonavir
100 mg tablet taken orally daily
Drug: Emtricitabine/Tenofovir disoproxil fumarate placebo
Placebo tablet taken orally daily



Stratification at
Initial Screening

PLANNED v ¥
<100,000 >100,000
HIV RNA HIV RNA
v v | v v v v | v v
ArmA ArmB ArmC ArmD ArmA ArmB ArmC ArmD
(+ABC) (+ABC) (+ABC) (+ABC)

AMENDED by DSMB

Vv Vv Vv Vv

ArmA ArmB AmC ArmD
(+ABC) (+ABC)

Ongoing Follow-up

\ 4

\

y

tenofovir DF— Abacavir (ABC)—
emtricitabine lamivudine

Reported
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Interventional or Observational?

o Key features of “interventional”
— Investigator assigns participants to
Interventions

— Interventions occur as the result of
participation in a study with a protocol, and
would not occur In the same manner If not In

the study
 Example: Evaluation of PillCam™ Colon
Capsule Endoscopy (PCCE) in the
Visualization of the Colon .



Alzheimer’s Study: Is this

Interventional?
 Longitudinal study of a cohort of adults at
high risk of AD

 All participants receive several diagnostic
tests at varying intervals, including:
— Regular, periodic PET scan for the PIB marker

— Comparison with MRI markers of small vessel
disease
— Assessment of cognitive decline in patients
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Device or Procedure?

 What Is the Intervention Type?
— Device vs. Procedure/Surgery (e.g., imaging)
— Drug vs. Procedure (e.g., Cell Therapy)

 Example: The Stress Incontinence
Surgical Treatment Efficacy Trial

— Burch Colposuspension versus Fascial Sling
to Reduce Urinary Stress Incontinence

— Albo ME et al. NEJM (2007)
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Studies Involving Genetic Tests

o Study Title: “Genotype Based
Personalized Prescription of Nevirapine
(G ENPAR )" [NCT00986063]

— Primary Outcome Measure: “...incidences of
nevirapine-associated rashes” between

o Genetic Test Group: “nevirapine, guided by
genetic tests”

« Control Group: “standard of care approach”
— Study of a Drug or Device (i.e., genetic test)?
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ClinicalTrials.gov Home Search Study Topics Glossary

A service of the U.5. National Institutes of Health | ’ Search

Full Text View Tabular View No Study Results Posted Related Studies

Genetic Counseling in Women at Risk for BRCA1 or BRCA2 Mutations

This study is ongoing, but not recruiting participants.

First Received: December 27, 2006 Last Updated: March 7, 2009 History of Changes

Sponsor: | _Lombardi Cancer Research Center

Collaborator: | National Cancer Institute (NCI)

Information provided by: = National Cancer Institute (NCI)

ClinicalTrials.gov Identifier: NCT00416754

P Purpose

RATIOMALE: Genetic counseling and using an interactive computer program may help women at risk for breast cancer make medical
decisions about treatment.

PURPQOSE: This randomized clinical trial is studying standard genetic counseling to see how well it works when given together with or without
a medical decision-making computer program in women at risk for ERCA1 or BRCAZ mutations.
Condition Intervention

Breast Cancer Other: counseling intervention

Study Type: Interventional
Study Design:  Allocation: Randomized
Primary Purpose: Screening

Official Title: Improving the Long-Term Outcomes of BRCAT/BRCAZ Mutation Testing



Preliminary Findings:
Fidelity to Protocol

o Structure of trial
— Arms come and go
— Participants come and go
— Definition of “trial” is fluid
e Qutcome measures
— Primary vs. secondary vs. ???
— Content of outcome measure
« Analysis Population
— Up to 25 different “denominators” for a single study arm in a trial

— 24% trials reported results involving < 90% of all
participants
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Presentation Notes
Data from NEJM ms (Submitted on 10-22-2010)


Examples of Discrepant Primary
Outcome Measures

e Specific Measure

— “Time to progression” [unit of time] vs.
“progression-free survival” [# participants]

— “Time to the first [event]” vs. number of events
— “[unprotected and protected] Sexual activities with
main male partner” vs. unprotected only
 Time Frame
— “fortnightly” [q 2 weeks] vs. “4 weeks”
— “1 and 3 month post-injection” vs. “at one month”
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The Effect of Testosterone on Mood and Quality of Life

This study has been completed.

Study NCT00202462 Information provided by Seattle Institute for Biomedical and Clinical Research
First Received: September 12, 2005 Last Updated: September 30, 2008 History of Changes

Tracking Information

First Received Date September 12, 2005
ICMJE

Last Updated Date September 30, 2003

Start Date '“MVE November 2002

Current Primary Hamilton Depression Rating Scale [ Time Frame: 12 and 24 weeks ]

Outcome Measures [ Designated as safety issue: No ]
ICMJE

{submitted: September 30, 2008)

POMs registered

on 9/ 12/ 05 A Randomized, Double-Blind, Placebo-Controlled Study
e SCL-20 of Testosterone Treatment in Hypogdonadal Older Men With
« Endicott Quality of Life Scale Subthreshold Depression (Dysthymia or Minor Depression)

Original Primary

Outcome Measure
ICMJE

{submitted: September 12, 2005)

Molly M. Shores, M.D.; Daniel R. Kivlahan, Ph.D.;
Tatiana 1. Sadak, Ph.C.; Ellen J. Li, M.D.; and Alvin M. Matsumoto, M.D.

Change History Complete list of historical versions of study NCT0020246]

Received June 17, 2008; accepted August 22, 2008. From the Geriatric
Research, Education, and Clinical Center (Drs. Shores and Matsumofo)
Objective: Hypogonadism and subthreshold and the Center of Excellence in Substance Abuse Treatment and Education
depression are common conditions in elderly men (Dr. Kiviahan), Veterans Affairs (VA) Puget Sound Health Care System,
- Seattle, Wash.; and the Department of Psychiatry and Behavioral Sciences
(Drs. Shores, Kivlahan, and Li), the School of Nursing (Ms. Sadak), and

0o - - the Division of Gerontology and Geriatric Medicine, Depariment of
Medicine (Dr. Matsumoto), University of Washington, Seatle.
e p rl I I l ary 0 u CO I I l e I I l eas u re Was e C an g e I n e Supported by the VA Geriatric Research, Education, and Clinical
Center; the American Federation on Aging Research; and Solvay
. . . Pharmaceuticals, nc. Solvay provided testosterane and placebo gels for
the study and funding to support a research assistant. The funding agencies
am | to n atl n C a e O r e re SS I O n - SCO re had o role ir the design or analysis o the study resuls
Presented at the 6th World Congress on The Aging Male, February
21-24, 2008, Tampa, Fla., and the anmual meeling of the American

. - ” Association of Geriatric Psychiatry, March 14, 2007, New Orleans, La.
fr m I I n h n f h I - | I n h The authors thank Margaret Moroz, A.A., and Brett T. Marck, B.S.,
N who provided technical assistance. Ms. Moroz and Mr. Marck have no

pertinent financial disclosures

Dr. Matsumaoto has been a consultant for Solvay, GlaxoSmithKline,
TZWeeKs, Tortowed by 4 12- ET-Tabel ex- %, Merck, Tokai, and Amgen and has received grant/research support
tension phase during which all subjects received from GlaxoSmithKiine, Solvay, Ardana, Ascend, and Auxilium. Drs.
7.5 g of Lestosterone gel. The primary outcome Shares, Kiviahan, and 1 and Ms. Sadak report no additional financial
measure was the change in the Hamilton Rating affiliations or other relationships relevant fo the subject of this article.

= Corresponding author and reprints: Molly M. Shores, M.D., VA Puget
:ﬂf;m&w dnlz?;ﬂgﬁ?n‘éﬁm Sound Health Care System, 1660 5. Columbian Way, S-182GRECC,
blin . Sec y

. oulcome measures were remission of subthresh- Seattle, WA 98108 (e-mail: mxs@u.washington.edu).

Study Completion Date: November 2006 old depression (dofined  prirt a5 3 FAM-D

score <7) and changes in the Hopkins Symptom

Checklist depression scale, the Medical Outcomes
1 1 . . Study 36-Item Short-Form Health Survey, and the

J Clln PSyChIatry 2009 JU',?O(?) 1009'16 shorz—fonn 16-item Quality of Life Enjo:,?mcmand A

ndrogen deficiency, as defined by a low serum tes-
Satisfaction Questionnaire.

tosterone level. is a common condition in elderly



Preliminary Findings: Oversight
(Clinical Trial Results Records Posted on 9/27/10)

o 24% (359/1,509) reporting having a DMC
— By Phase
o 23% (125/535) — up to Phase 2
o 27% (142/520) — Phase 2/3 or 3
e 15% ( 45/298) — Phase 4

— By Lead Sponsor Class
e 17% (195/1,164) — Industry
o 48% (164/345) — Non-Industry
e Of 1,730 reporting having “Certain Agreements”
— 8% (132/1,730) impose embargoes <60 days
— 16% (280/1,730) impose embargoes >60 and <180 days
— 76% (1,318/1,730) describe “other” restrictions
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Presenter
Presentation Notes
DMC data from NEJM ms (submitted on 12-08-2010); Certain Agreements data (from results posted on 9-27-2010).


Issues to Consider in Determining
Reporting Burden

 What's the starting point?

— Which data points are not routinely calculated or
determined at the end of a study?

e Heterogeneity of trials
— Complexity of trial design/structure
— # arms (1-16)
— # outcome measures (1-124)
— # statistical analyses (0-50)

e Status of existing data management system
— Many sponsors upload registry data
— Others upload AEs
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Minimal Results Data Set
(all results reported by arm)

e Participant Flow
— Number Started
— Number Completed

e Baseline
Characteristics
— Number of Participants
— Age and Gender

e Outcome Measures

— Summary results for
Primary and
Secondary OMs

— Statistical analyses, as
appropriate

e Adverse Events

— “Serious” and “Other”
by Organ System
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Three Components of
Successful Results Data Entry

o Familiarity with the system
— Initial (steep) learning curve

 Clinical trial expertise
— Including knowledge of specific trial

e Relevant data from the trial
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Efforts to Improve Compliance

 Ongoing outreach and educational efforts
e Better resource materials
* Informational Messages
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Sample Message
(FDAAA Registration Data Element Missing)

ClinicalTrials.gov Records and FDAAA Requirements

Message generated by ClinicalTrials.gov Protocol Registration System

NOTE: Each ClinicalTrials.gov record below either lists a date for
the final data collection of the primary outcome measure (currently,
the "Primary Completion Date" field in ClinicalTrials.gov) that is
more than 12 months in the past or 1s missing an entry for this
field. Please be aware that, under FDAAR, results of certain
"applicable clinical trials"™ involving FDA-regulated drugs,
biclogical products, or devices must be reported to
ClinicalTrials.gov within 12 months of this date. The Responsible
Party 1s encouraged to take the following steps, as appropriate, if
this trial is an "applicable clinical trial™:

a. check that the "Primary Completion Date" and other items in
the registry record are accurate and update if necessary; and, if

appropriate,

. enter results in the PRS if required; OR

c. consider the "delayed reporting™ options at
http://prsinfo.clinicaltrials.gov/DelayedSubmission.html.




EMA Requirements

* Publically Accessible Results Database

— Required no later than 6 months after trial
completion (i.e., last patient, last visit)

— Applies to EU-regulated clinical trials of
medicines, regardless of authorization status

— Applies to trials of pediatric and adult drugs

e |nteraction to harmonize EudraCT and
ClinicalTrials.gov databases & policies
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Issues for Academic Medical
Centers

Legal/regulatory issues related to RP and
compliance

Support for Pls who must report data
— Help with system training
— Provide appropriate biostatistical support

Are trials becoming too complex?
Are roles clear? (Who Is responsible?)

Emphasize clinical epidemiology principles in
student and researcher training programs
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Bottom Line

Determine who Is the Responsible Party

Register prior to enrollment (or within 21d):

— Phase 2-4 interventional trials that include a drug,
device or biologic

— Regardless of whether or not the trial is being used to
support an FDA application

Report results:

— Any trial described above once the drug, device or
biologic has been approved; OR

— Within one year of “primary completion date”
Keep all information up to date!
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In Sum

« National (international) experiment

o System before FDAAA was not working
(with regard to dissemination of trial
Information)

e Structured database complements journal
publications

 Requires and reinforces knowledge of
basic principles of clinical epidemiology

 We are here to help
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Resources
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Help for Users

ClinicalTrials.gov

A service of the U.5. National Institutes of Health

Home Search Study Topics Glossary

| |[ Search

ClinicalTrials.gov Background Information

Understanding Clinical Trials

About ClinicalTrials.gov

ClinicalTrials.gov Results

What's New

Howe clinical trials work; potential benefits and risks
Baclkground information, history and current status
Owerview and availability

Recently published trials; trials in the news

Online Training

Erief animated tutorials with audio on using ClinicalTrials goy

Help
Glossary

More Resources

FDA Resources

Linking to Us

How-to information for finding trials in ClinicalTrials . gov

Terms related to clinical trials

Links to other sources of information on Clinical Trials

Drug and Device information from the US Food and Drug Administration

How to create links that search ClinicalTrials goy

http://clinicaltrials.gov/ct2/info




% | United States Search NLM Web Site

" | National Library of Medicine I

171 ) . !
NLM| National Institutes of Health NLM Home | Contact NLM | Site Map | FAQs

Home > Training & Cutreach > Distance Education Resources

ClinicalTrials.gov Online Training Four B €

Feturn to ClinicalTrials. goy

The following are brief animated tutorials with audio for using the ClinicalTrials.gov. Running times are
rounded to the nearest minute, Click on the link to launch the tour.

Basic Search (3 min., March 2010)

Clinical Study Details (2 min., March 2010}
Customize Your Display (2 min., March 20107
Advanced Search (3 min., March 20100

Refine a Search {2 min., March 2010)
Downloading Search Results (4 min., March 2010}
RSS Feed Setup for a Search (2 min., March 20100

The above demos require the Adobe Flash™ Plaver, They were created using @0Qarbon Viewlet Builder™,

Last updated: 26 March 2010
First published: 25 March 2010
Metadata| Permanence level: Permanence Mot Guaranteed
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| ClinicalTrials.gov: Advanced Search | 3 |

g ia . Home Search Study Topics Glossary
ClinicalTrials.goy | _search |

Basic Search Advanced Search Studies by Topic Studies on Map

Enter a word or phrase, such as the name of a medical condition or intervention.

Example: Heart Attack AND Los Angeles

| Search

Next, click on the
"Advanced Search" terms. For example
link below the search
! box orthe tab at the
top of the page. Sy —

Jr Hill Mational Center for Biomedical Communications, U.S Mational Library of Medicine,

J

U.5. Nstionsl Institutes of Health, U.S5 Depsrtment of Heslth & Human Services.

N USA.gov, Copyright, Privacy, Accessibility. Freedom of Information Act
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Help for Trial
Sponsors & Investigators

ClinicalTrials.gov {@ ‘e EDA

[
&
Fergas”

Protocol Registration System

| PRS Infermation

Registration of Clinical Trials

Clinical trials are registered with ChnicalTrals gov wia a web based data entry system called the Protocol Eegistration System (PES)

ChnicalTrials.gov allows the reporting of tiials that:
¢ Are in conformance with any applicable human subject or ethics review regulations (or equvalent) and
¢ Are m conformnance with any applicable regulations of the national (or regional) health authority (or equivalent)

ClinicalTnals gov factitates registration of trials i accordance with the International Committee of Medical JTournal Editors (TCWIE) mitiatire
requiting prict entty of clindcal trials in a public registry as a condition for publication.

Ilulti-site trials and multi-sponser tnals are susceptible to duplicate registration, thus care must be taken in how the tnals are registered. For multi-
sponsor thals it 13 the lead sponsor who should talre responsibdity for registration. It 12 critical that investigators and sponsors wotl together to
ensure that a trial 1z registered once and only once.

http://prsinfo.clinicaltrials.gov




ClinicalTrials.gov
Protocol Registration System

ICMJE Initiative

The International Committee of Medical Tournal Editors (TCTIWE) has established a recuirernent that all clinical trials be entered in a public registry
kefore the onset of patient enrollment, as a condiion of consideration for publication.

ClhnicalTrials gov prowides a wehicle which allows organizations and mdinduals to prowide the data requested by ICHIE, which has adopted the
Wortld Health Orgaruzation (WHO) rmimal registration data set.

=ee the following ICHTE resources for more information:

IZRATE Web aite

IZWITE FAD on Tnal Eemstration

statement on Chnical Tral Eegistration (Septemnber 2004

http://prsinfo.clinicaltrials.gov/icmje.html




ClinicalTrials.gov {@ ‘e EDA

Protocol Registration System Pt

| PRS and U.S. Public Law 110-85

General Requirements

1.5 Public Law 110-85 (Food and Drug Administration Amendments Act of 2007 or FDA A &), Title VIIT, Section 201 mandates that a
"responsible party” (1e., the sponsor or designated principal mvestigator) register and repott results of certan "applicable clhmical tnals":

Trials of Drugs and Biologics: Controlled, clinical inwestigations, other than Phase I investigations, of a product subject to FDA
regulation;

Trials of Devices: Controlled trialz with health outcomes of a product subject to FDA regulation {other than small feasibility studies) and
pediatnc postmarket surveillance studies.

"Applicable clinical trials" generally include interventional studies (with one o more arms) of drugs, biological products, of devices that are subject
to FDA regulation, meaning that the trial has one or more sites i the T3, involves a drug, biclogic, or device that is manufactured in the T3 {or
itz territories), of i conducted under an investigational new drug application (IND) or investigational dewice exemption (IDE). For the complete
statutory defintions and more detalled mformation on the agency's current thinking about thetr meaning, see this pdf document.

http://prsinfo.clinicaltrials.gov/fdaaa.html




Additional Background

Tse T, Willilams RJ, Zarin DA. Update on
registration of clinical trials In
ClinicalTrials.gov. Chest 2009;136:304-5.

Tse T, Willilams RJ, Zarin DA. Reporting

basic results in ClinicalTrials.gov. Chest
2009;136:295-303.

Zarin DA, Tse T. Moving toward transparency
of clinical trials. Science 2008;319:1340-2.

Wood AJ. Progress and deficiencies in the
registration of clinical trials. N Engl J Med
2009;360:824-30.
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Additional Information

e Emalil LISTSERYV and other FDAAA
Information:

— http://prsinfo.clinicaltrials.gov/fdaaa.html
e Other general information:

— http://prsinfo.clinicaltrials.gov
e Questions?

— register@clinicaltrials.gov
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http://prsinfo.clinicaltrials.gov/fdaaa.html

""Basic Results'' Database

e Pre-Submission Checklist (pdf) (DRAFT) - a short reminder checklist to assist in results data entry

e Common errors (pdf) (DRAFT) - overview of common types of errors identified in submitted records
with "basic results"

o Helpful hints (pdf) - tips on entering results data, including three examples of common study models
(parallel design, crossover design, and diagnostic accuracy studies), reporting measure types, including
information on reporting outcomes measured with a scale.

e "Basic Results" Data Element Definitions (DRAFT) - details on the information that is entered about
results via the PRS.

¢ Detailed Review Items (pdf) (DRAFT) - describes items evaluated by the Quality Assurance/Quality
Control staff at ClinicalTrials.gov after results have completed high-level review.

e Basic Results Provisions - extracted from FDAAA 801,

¢ Delayed Submission of Results - information on submitting certifications or requests for extension

e Recorded Presentation (Adobe Flash: 37 minutes) and accompanying slides (pdf)

o Module 1: ClinicalTrials.gov Overview and PL 110-85 Requirements
o Module 2: "Basic Results" Data Entry
o Module 3: Posted Results at ClinicalTrials.gov
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