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Introduction Ingelheim

= FDA Amendment Act (FDAAA) 2007

— A “responsible party” has to register and report results of
“applicable clinical trials”

= (ClinicalTrials.gov “basic results” database launched in September 2008
— Four sections
« Participant flow
 Baseline characteristics
e Qutcome measures
« Statistical analyses

ClinicalTrials.gov

service of the U.5. National Institutes of Health
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ClinicalTrials.gov - starting screen Ingelheim

LI . ClinicalTrials.gov is a registry and results database of publicly and privately supported
Clln IcalTrlals'gov clinical studies of human participants conducted around the world. Learn more about
A service of the U.S. National Institutes of Health clinical studies and about this site, including relevant history, policies, and laws.

Find Studies About Clinical Studies Submit Studies Resources About This Site

ClinicalTrials.gov currently lists 165,339 studies with locations in all 50 states and in 186 countries. Text Size v

Locations of Recruiting Studies
Search for Studies Search Help
Example: "Heart aftack” AND "Los Angeles” < Hoiv tosaarch

» How to find results of studies

[l Non-U.S. Only (51%)
B us. only (43%)
Both U.S. & Non-U 3. (5%)

Advanced Search | See Studies by Topic = How to read a study record
See Studies on a Map Total N = 32,862 studies
Data as of Aprl 26, 2014
= See more trends, charts, and maps
For Patients & Families For Researchers For Study Record Managers
Learn More
» How to find studies How to submit studies » Why register? . . . -
7 3 ) g « ClinicalTrials.gov Online Training
« See studies by topic Download content for analysis » How to register study records b
20 i Glossary of common site terms
» Learn about clinical About the results database « FDAAA 801 Reguirements
studies Learn more... Learn more..
B4 For the Press
Learn mare. ..
Using our RSS Feeds
HOME RSS FEEDS SITE MAP TERMS AND CONDITIONS DISCLAIMER CONTACT NLM HELP DESK
Copyright Privacy Acceszibility Viewers & Players Freedom of Information Act USA gov

U.S. Mational Library of Medicine U.S. Mational Institutes of Health | U.S. Depariment of Health & Human Ser
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. - . Example: "Heart attack™ AND "Los Angeles”
ClinicalTrials.gov TP—
A service of the U.S. National Institutes of Health

Advanced Search | Help | Studies by Topic = Glossary
Find Studies About Clinical Studies Submit Studies Resources About This Site
Home > Find Studies > Advanced Search

Text Size v

Advanced Search

Fill in any or all of the fields below.

Click on a label to the left for further explanation or read the Help.

Search Terms: Help

Recruitment: | All Studies [=] [JExclude Unknown Status
Study Results: |All Studies [=]
Study Type: |All Studies [~]
Targeted Search:
Conditions:

Title Acronym/Titles:

OQutcome Measures:

Sponsor/Collaborators: [ Exact Match

[ Exact Match

Locations
State 1: | Optional [=]
Country 1. [— Optional — [~]
State 2: | — Optional — =]
Couniry 2: [ Optional — [~]
State 3: |— Optional — =]

—- Optional — IZ‘
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Number of Registered Studies on CT.gov
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Number of Registered Studies Over Time
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Source: http://www.clinicaltrials.gov/ct2/resources/trends (as of April 28, 2014)

International Committee of Medical Journal Editors began requiring trial
registration as a condition of publication (Sep 2005)

expanded registration requirements of FDAAA began and were implemented
(Dec 2007)
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Number of Studies with Results on CT.gov Ingelheim

Number of Registered Studies with Posted Results Over Time
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Source: http://www.clinicaltrials.gov/ct2/resources/trends (as of April 28, 2014)
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Sections of “basic results” part Ingelheim

1. Participant flow
= Patients dropped out the trial
=  Number of completed and not completed for every milestone
2. Baseline measures
= Demographic and other baseline data overall and for each arm
= Age, gender, and user-specified measures Columns reprosent

“arms” or “groups’

3. Outcome measures and statistical analyses _Am 1 |
. ‘I‘?ows reprfsenl Cell
=  Primary and secondary outcome measures e { A JICE
=  Statistical analysis description and results N
L. Serious and frequent adverse events o 8 maaaursfor an rm or gup
. Tse T et al. Chest 2009;136:295-303
= Serious adverse events grouped by organ system

=  Adverse events above a 5 % threshold by organ system

Measure 3
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= Manual data entry via a web-based Protocol Registration System (PRS)

ClinicalTrials.gov
Protocol Registration System

PRS Information

Registration of Clinical Trials

Clinical trials are registered with ClinicalTrials. gov via a web based data entrv svstem called the Protocol Registration Svstem (PRS)
ClinicalTrials.gov allows the reporting of trials that:

* Are in conformance with any applicable human subject or ethics review regulations (or equivalent) and

® Are in conformance with any applicable regulations of the national (or regional) health authority (or equivalent)

Clinical Trinls mar: fanilitntas vomicbention ~ftrials in accordance with the International Committee of Medical Journal Editors (ICMJE) initiative requiring prior entry of clinical trials in a public registry as a

= Upload part of/complete results as XML file

Contents by data element definition
XML schema available

ClinicalTrials.gov ""Basic Results' Data Element Definitions (DRAFT)

Fatrzary 2010

The "basic results" data element definitions and requirements cun’erlr_h. included in C.].irncal_rial gov represent the National Institutes of Health's (INIH current thinking on this topic, and were developed in response to the
provision contained within FDAAA that required the Agency to des
the Departmens =<7

lup a "basic results databanl within one wear of enactment. They do not

ate or confer any rights for or on any person and deo not operate to bind NIH
sor=mret these "basic results” reportng requirsments in regulations or guidance to be issued at a later date. Prior to the issuance of draft regulations or

=finitions and requirsments are welcome and will be considered by the Azency in drafting a Notice of Proposed Rulemaking
+iits Requirements' in the subject line

= Upload of Adverse Events frequencies as text file

Template text file with mandatory header information available for download

Changes of contents and layout possible
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Challenges for ClinicalTrials.gov Reporting v mgelheim

= Consistency of CTR results and CT.gov disclosure

= Non-standard outputs required for CT.gov disclosure
(e.g., non-serious Adverse Events)

= Adherence to Timelines (1 year after LPO, 30 days after first submission)
= Consider interim analyses
= Complex (non-standard) study design or endpoint collection

= [nvolvement of very different functions in review and approval
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Example Process Flow Ingelheim

|dentification of needed items for
result collection during SAP writing

Program/save results into pre-
defined datasets automatically

Convert datasets into xml format
eligible for ClinicalTrials.gov

Final review xml file

Uploading to ClinicalTrials.gov
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Involvement of Programming - pros and cons Ingelheim

Specification and creation of CT.gov items for disclosure done during SAP writing and
table programming for CTR

+ Process fully embedded in established processes

+ CT.gov results available when CTR is finalized

+ Consistency between CT.gov and CTR results

+ Easy expandable to other results disclosure requirements in future
+ Highly standardized process

- Additional workload (specs and programming)

- Different outcome formats &
- Updates to required contents and formats

- Separate review circle for CT.gov
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Conclusions Ingelheim

= Developing a standardized process to handle the legal requirements

= No manual data entry - very error-prone, additional validation are needed

= New process fully integrated in existing workflow for CTR creating
= Main responsibilities by Statisticians and Programmers (and ?)

= Final disclosure information prepared at same time as CTR tables are finalized

Involvement of Programming:
Minor additional workload - meet legal requirements - standardized process



