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Key IOM Recommendations

. Expand scope of mandatory registration
. Add results

. Scientific Review

. Monitoring and Enforcement




Recommendation #1: Expand
Scope of Registry

* Industry, phase 2-4 drug studies

e “note with interest” other policy Initiatives




“Clinical Trials”
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Scope of FDAMA
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Scope of IOM, Enzi-Kennedy
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Scope of FACT Act

/

/,

BINDIBGLY
BNy

—

= Aoy ;éﬁég




Resource Implications:
Expanded Registry

e Currently > $3 million

e Dependent on rest of NLM (>$300 million)
— E.qg., search engine, hardware, personnel, etc.

e Can handle large increases in # of trials
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Key Functions that are affected by
policy decisions

* Are the mandated trials registered?
— ODbjective criteria are best

* |Is the information meaningful?

— Provide NIH flexibility to define “acceptable”
entries

« Can users find the trials they want?

— 20% industry drug records use serial numbers
that are not tracked by any external agency




Drug Serial Numbers:
“*hidden” trials

Clin fCﬂlTFfﬂ!S.gﬂv @szed July 1 2008

A service of the U, 5. Mational Institutes of Health

Home _ Deatch . Listings

Search Clinical Trials

Ezample: heart attack, Loz Angeles .
gardasi || Search |

; gardasil was not found. ielect an alternative below or change wour quety.




Pubmed Gardasil Search — one month
after approval (and promotion)

A service of the National Lib

% i and the National In

wWww.pubmed,.gov
All Dratabases Fubhded

Search | PubMed v : for |_1 ardasil

About Entrez The following tertn was not found: gardasil
oee Detals. Mo ttemns found.

Did you mean: gandais (59 iterns)

Text Version




Cl fﬂ fCﬂ[ Tr ia IS . g oy Linking patients to medical research

A service of the U, 5, National Institutes of Health Developed by the Mational Library of Medicine

Home ' aeatch ' it ' Resoutces | ! What's Hew ' About

Vesified by Merck deptember 2006

sponsored by:  Merck
Information provided by: Merck
ClmicalTrials. gov Identifier: NCTO037E560

Purpose
& study to evaluate the efficacy, mmunogenicity, safety and tolerability of Gardasd (V301) n adult women

(Condition Intervention Phase

Papillotnawins I Vacome: VOO, Gardasi, human papllomavinus (types 6,11,16,18) recombinant vaccme [ Duration I:Phasa
Infections of Treatment: 7 Months i
WVarccme: Placebo (unspectfied) / Duration of Treatment: 7 Months




Potential Impact of a Policy (Maine)

ClinicalTrials.gov {(c ‘e EDA

Protocol Registration System

Edit Product Information

Other Names: All aliases, including serial numbers, code names and chemical descriptions.
One per line paroxetine HC1 -
{ e ) BERL-29060 I
FG-7051
seroxat
aropax [*]
Description: PAXIL (paroxetine hydrochloride) is an orally administered psychotropic drug. It

is the hydrochloride salt of a phenylpiperidine compound identified chemically as
(=)-trans—4R-(4'—Ffluorophenyl )-35-[(3"' ,4'-methylenedioxyphenoxy) methyl]
piperidine hydrochloride hemihydrate.




Recommendation #2: Add a
Results Database

We already link to published results

We could link to drugs@fda Iif trial
identifiers were used

For de novo results reporting, QA Is
complex

Resource needs will be dependent on #
trials

Validation will be “challenging”




Trials received by ClinicalTrials.gov in 2006

W

All Studies ™ Open Drug M Open Industry Drug M Open Industry IND

16




Validation of Data for Registry

System of automated and manual checks

“Due diligence” but errors may occur

Errors are corrected when found

Archive site tracks changes




Possible Error in Registry that
would be difficult to detect

Primary Outcomes] Change in depressed mood scores immediately following the 3
month intervention and at 3 and 6 months post-treatment,; as measured by the Edinburgh
Postnatal Depression Scale and the Hamilton Rating Scale for Depression.

Secondary Outcomes| Changes in fatigue levels (measured by the multidimensional
fatigue inventory), sleep patterns, anxiety and health status.




Validation of Data in Results
Database

 Data are more complex, and stakes are
higher

 No proposals provide access to protocol or
source data




Possible Error iIn Results Database
that would be difficult to detect

v ot [is) po]
Baseline — Mean (SE) n=97
163 (0.04) | 1.57 (0.04) | 1.65 (0.04

p-value versus placebo 0.998 0.348 B

Change from Baseline at Endpoint | n=98 n=97 n=96
— Mean (SE) 0.20(0.02) | 0.25(0.03) | 0.09 (0.03)

p-value versus placebo 0.004 <0001 |- |




|IOM recommendation

e |n addition to structured data:

o 3 S
(s), (4) planned and actual sample size per tr

number and type of serious AEs, (6) over




Recommendation #3: Scientific
Review

« FDA: ensure accuracy and completeness
of “structured field summary”

— Between 40 and 200+ trials/week

 NIH: develop “editorial process” for “other
data”




GSK results entry: COPERNICUS

COREG (Carvedilol) in
preventing death of patients
with severe heart failure

Primary outcome was all-
cause mortality

Stopped early by DMC for
benefit at the 4th interim
analysis

Results are published on GSK
website

— 1 page of protocol and
analysis methods

— 1.5 pages of results in tabular
format
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Recommendation #4: Monitoring
and Enforcement

 FDA vs. NIH role

 Proposals to keep it simple
— ODbjective definitions of scope

— Use NCT #s and incorporate into “business
processes”

— Minimize “delay” provisions, and limit to public
iInformation

* e.g., problems with “under review” by journal or
FDA




Summary of Resource Implications

Expand # trials In registry
— Probably no significant increase in cost

Add Structured Results database
— ($10-20 million/year ??)
Scientific Review (?7?)

Monitoring and Enforcement (??)




Policies that would support registry
efforts
Incorporation of NCT # into all procedures

— Facilitate use of FDA reviews
— Aid In monitoring compliance

Objective definition of scope
NIH flexibility in definitions of data fields

Avoid use of conclusions or narrative
summaries for results




Thank You

dzarin@mail.nih.gov




