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MIHARI Project

MIHARI

Medical Information for Risk Assessment Indtiative
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Term: September 7 —December 3, 2010
Location: FDA white oak campus
Office: FDA/CDER/OSE

Supervisor: Dr. Gerald Dal Pan



FDA Organization

Office of the Commissioner

ORA (Office of Regulatory Affairs)
CDER (Center for Drug for Evaluation and Research)
CDRH (Center for Device & Radiological Health)

CBER (Center for Biologics Evaluation and Research)
CVM (Center for Veterinary Medicine)

CFSAN (Center for Food Safety and Applied Nutrition)
Center for Tobacco Products

National Center for Toxicological Research



CDER Organization -

201708 230 N
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:

OPS (Office of Pharmaceutical Science) OGD CW)WIW\ID“QA etc.
OSE (Office of Surveillance and Epidemiology)

OBI (Office of Business Informatics)

ORP Office of Regulatory Policy

OMP Office of Medical Policy

Office of Communications

Office of Executive Programs

OND (Office of New Drugs) --- 6 offices, 18 divisions

Office of Compliance

Office of Management

OTS (Office of Translational Sciences) ---OB(bp) & OCP (5[1)%
Office of Counter-Terrorism and Emergency
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OSE Organization & Role

Immediate Office

Gerald Dal Pan, Director
Henry “Skip” Francis, Deputy

DRISK

(Division of Risk Management)
Claudia Karwoski, Director

DEPI

(Division of Epidemiology)
Judy Staffa, Director

DMEPA

(Division of Medication Error
Prevention & Analysis)
Carol Holquist, Director

DPV 1

(Division of Pharmacovigilance 1)
Mark Avigan, Director

DPV 2

(Division of Pharmacovigilance 2)
Bob Boucher, Director

Director
Dr. Gerald Dal Pan
Since 2003

Core Areas

Pharmacovigiliance
Pharmacoepidemiilogy
Risk management
Medication Error prevention
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OSE Organization & Role 2

Immediate Office

Gerald Dal Pan, Director
Henry “Skip” Francis, Deputy

DRISK

(Division of Risk Management)
Claudia Karwoski, Director

DEPI

(Division of Epidemiology)
Judy Staffa, Director

DMEPA

(Division of Medication Error
Prevention & Analysis)
Carol Holquist, Director

DPV 1

(Division of Pharmacovigilance 1)
Mark Avigan, Director

DPV 2

(Division of Pharmacovigilance 2)
Bob Boucher, Director

-~

|O Staffs:
> Qutreach and Communication,

Regulatory Affairs and Policy,
Reqgulatory Research,

Project Management,
nformation Systems,
Contracts,

Administrative
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OSE Organization & Role 3

Immediate Office

Gerald Dal Pan, Director
Henry “Skip” Francis, Deputy

DRISK

(Division of Risk Management)
Claudia Karwoski, Director

DEPI

(Division of Epidemiology)
Judy Staffa, Director

DMEPA

(Division of Medication Error
Prevention & Analysis)
Carol Holquist, Director

DPV 1

(Division of Pharmacovigilance 1)
Mark Avigan, Director

DPV 2

(Division of Pharmacovigilance 2)
Bob Boucher, Director

J\

J\

)\

5 Review divisions

~ REMS review etc

~ Epidemiological review etc

> Medication Error review
(Package, proprietary name)

Adverse event report review
(AERS data mining, etc)
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« Memorandum of Agreement (MOA) Between the
OND and OSE, June 16, 2008

— =EFIE DR E

— Equal Voice 09/16/10

« Discipline and Organizational Component
Collaboration in Scientific and/or Regulatory
Decisions —Multi discipline

— Safety First Initiative
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* Primary reviewers
Disciplines usually included on the core review team are:

— Clinical (Medical) from OND
— Clinical Microbiology (for anti-infective products) from OND
— Pharmacology/Toxicology (P/T)  from OND

— Medication Error (for proprietary name) from OSE pmerpa

— Product Quality (formerly CMC)  from OPS-ONDQA

— Risk management (for REMS submissions) from OSE orisk
— Biometrics (Statistical) from OTS-OB
— Clinical Pharmacology from OTS-OCP

Reviewers from OSE/DPV or DEPI, if needed.

18
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« OSE staff
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OSEM i Mrecommendation~@Dresponse

Tracked Safety Issue (TSI) in DARRTS C£&
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OSE-ONDEIOMTG

Data-mining meeting (depends..)

Issue specific meetings (ad-hoc)

OSE-OND safety meetings (regularly)
Administrative rounds (regularly)

FDAAA Section 915 NME and Non-NME meetings

— ZDfth. Safety issuelZBH3 2 & EMTG
« Advisory Committee for safety issue for safety issue
« Regulatory briefing
» Drug Safety Oversight Board (DSB)
« Safety first meeting 20
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« ERIEFZMEDEREELE 21—
— OSE-IO (Regulatory Research Team)

— OSE-DEPI (Epidemiologists)
— Extramural Collaborations
— Intramural Research using GPRD

/ ’_'-’/:\bﬂ i.x@%j/_
— OSE-DEPI (Drug Utilization Team)
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 OSE-IO (Regqgulatory Research Team)
« OSE-DEPI (Epidemiologists)
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Example

* Rosiglitazone (Avandia®)
AC meeting on Sep 15t 2010
— Medicarez AL f=Cohort study

Risk of Acute Myocardial Infarction,
Stroke, Heart Failure, and Death

in Elderly Medicare Patients Treated
With Rosiglitazone or Pioglitazone

David J. Graham, MD, MPH

Rita Ouellet-Hellstrom, PhD

Thomas E. MaCurdy, PhD

Farzana Ali, BA

Christopher Sholley, BS

Christopher Worrall, BS

Jeffrey A. Kelman, MD, MMSc
OSIGLITAZONE AND PIOGLIT-
azone are the only thiazoli-

dinediones currently mar-
keted in the United States. In

Context Studies have suggested that the use of rosiglitazone may be associated with
an increased risk of serious cardiovascular events compared with other treatments for
type 2 diabetes.

Objective To determine if the risk of serious cardiovascular harm is increased by rosi-
glitazone compared with pioglitazone, the other thiazolidinedione marketed in the United
States.

Design, Setting, and Patients Nationwide, observational, retrospective, incep-
tion cohort of 227 571 Medicare beneficiaries aged 65 years or older (mean age, 74.4
years) who initiated treatment with rosiglitazone or pioglitazone through a Medicare
Part D prescription drug plan from July 2006-June 2009 and who underwent fol-
low-up for up to 3 years after thiazolidinedione initiation.

Main Outcome Measures Individual end points of acute myocardial infarction (AMI),
stroke, heart failure, and all-cause mortality (death), and composite end point of AMI,

24
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* DEPI/Drug Utilization Team
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Example

« Sibtramine (Meridia®)

AC meeting on Sep 15t 2010

— Meridia® prescription utilization in the outpatient retall
setting

— Meridia® prescription utilization by prescriber
specialty in the outpatient retail setting

— Meridia® patient counts by age and gender in the
outpatient retail setting

— Physician reports of patient BMI by age analysis
— Concurrent Diagnosis Analysis
— Sibutramine Duration of Use in a U.S.

26
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