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Disclaimer of Endorsement

This presentation and information about a specific product, process,
or service does not constitute or imply an endorsement by DoD,
TMA, the US Army or the United States Government of the product,
process, or service, or its producer or provider. The views and
opinions expressed in this presentation do not necessarily state or
reflect those of DoD, TMA, the US Army, or the United States
Government.




US ARMY PHARMACOVIGILANCE CENTER
SIGNAL DETECTION, EVALUATION & PREVENTION

Process of Pharmacovigilance
Formulary: Sdfe, Effective & Favorable Risk/Benefit Ratio

Signal Generation

“Rapid Analysis”

*Signal generated by comparing
study drug to comparator drug
with similar indications

*Federal Partners Collaboration
(FDA, DoD, VHA, CMS) A
distributed system using a
collaborative active surveillance
protocol (incident user design):
Dronedarone, Dabigatran
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Data Cleaning and Standardization

mapping transformation ® Direct-care diagnostic events
LABS and purchased care claims are
ICD9 both coded in ICD-9-CM
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Descriptive Analysis

A descriptive analysis generates a variety of counts and other statistics for specified drugs
and events occurring in a specified temporal pattern. There are four types:

* Disease Characterization Analysis: computes period prevalence for the occurrence of
events of interest across the defined study period

* Drug Utilization Analysis: computes period prevalence for exposure to drugs of interest
across the defined study period

* Risk-outcome Analysis: computes period prevalence and incidence rate for drugs or
events of interest during a risk period that one defines based on other drugs or events. For
example, you could look at the outcome of hypertension during exposure to an anti-
diabetic medication, the outcome of switching to Drug B following the last exposure to
Drug A, or the outcome of exposure to Drug C following a particular diagnosis

* Mother-child Analysis: identifies likely pregnancies and the child records associated with
them



Exploratory Analysis

* PVDAS computes an age and gender-stratified relative risk by applying an exposure-based
incident (or persistent) user cohort analysis to the drug (or drugs) of interest and a
comparator (or unexposed group). Relative risk calculation is based on person-days of
follow-up.

* As a comparator, you can use occurrence of the event during non-exposure to the drug or
occurrence of the event during exposure to a different drug (or drugs).

* PVDAS exploratory analysis algorithm uses some of the concepts presented in the article:
Brown JS et. al. Early detection of adverse drug events within population-based health
networks; application of sequential testing methods. Pharmacoepidemiology and Drug Saf.
2007 Dec;16(12):1275-84.
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SUMMARY RESULTS OF ALL COMPARISONS

N WITH "é\‘,"é';;' N
DRUG OF EVENT N | EXPOSED
INTEREST | OUTCOME COMPQ:'?ATOR SUBSET |EXPOSED ET)g’ g%‘f EXPOSED| TO C OR RR'C?K RR'BSK RRB'(?SK R';'gsé(
(DOI) TO DOI TO DOI [UNEXPOSE| — = = =
DorLN) | UNEXP ¢
(C N)
D&EE DVT/PE INPAT | unexposed 18-24 8 78 34,999 | 487,204 | 5.24 | 2.84 | 1.54 | 4.81
D&EE DVT/PE INPAT | unexposed all 18 547 81,111 1,423,020 2.61 | 2.25 | 1.49| 3.27
D&EE DVT/PE INPAT | unexposed 25-34 7 147 31,170 | 368,478 | 1.94 | 1.61 [ 0.84 | 2.80
D&EE DVT/PE INPAT | unexposed 35-44 3 315 11,130 | 386,579 | 1.73 | 1.34 | 0.53 | 2.82
D&EE DVT/PE INPAT EE&N 25-34 8 5 40,527 | 59,382 | 2.53 [ 1.94 | 1.05| 3.29
Lisinopril  [9951:Angioedema] Amlodipine F|65+ 373 62 99,188 | 49,420 248 | 246 | 2.25| 2.68
ACE 9951:Angioedema CCB F|65+ 245 77 87,894 | 62,667 | 2.30 | 2.28 | 2.05| 2.53




US ARMY PHARMACOVIGILANCE CENTER
SIGNAL DETECTION, EVALUATION & PREVENTION

Process of Pharmacovigilance
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Signal Generation Signal Strengthening
”Rapid AnaIySE 7 *Subgroup analysis
*Signal generated by comparing *Balancing patient characteristics
study drug to comparator drug * Drill into patient timelines
with similar indications

*Federal Partners Collaboration
(FDA, DoD, VHA, CMS) A
distributed system using a
collaborative active surveillance
protocol (incident user design):
Dronedarone, Dabigatran
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Process of Pharmacovigilance
Formulary: Sdfe, Effective & Favorable Risk/Benefit Ratio

Signal Generation Signal Strengthening
”Rapid AnaIySE 7 *Subgroup analysis
*Signal generated by comparing *Balancing patient characteristics
study drug to comparator drug * Drill into patient timelines

with similar indications

*Federal Partners Collaboration
(FDA, DoD, VHA, CMS) A
distributed system using a
collaborative active surveillance
protocol (incident user design):
Dronedarone, Dabigatran

Risk Management Hypothesis Testing
Formulary Decisions & Policy: Mefloquine Full observational epidemiological
study with chart review to validate
Education Campaign: Know Your Dose Campaign endpoint

Identification: of drug interactions (tamoxifen and strong CYP
enzyme inhibitors)




Number of Chantix Scripts Over Time ( Three Services )

OFFICE OF THE ASSISTANT SECRETARY OF DEFENSE
WASHINGTON, DC 20301-1200

FDA early FDA public
communicatiok advisory DOD policy

A

—4—airforce

SEP 04 2009

~f-Army

—a— Navy

ASSISTANT SECRETARY OF THE NAVY (M&RA)
ASSISTANT SECRETARY OF THE AIR FORCE (M&RA)

M DIRECTOR OF THE JOINT STAFF

N,
TN SUBJECT: Policy Memorandum on the Use of Mefloquine (Lariam") in Malaria
Prophylaxis

/I
4000 /\\_\;\\ MEMORANDUM FOR ASSISTANT SECRETARY OF THE ARMY (M&RA)

References: (a) Memorandum, MCPO-NCR, November 20, 2003, Subject: Additional
: e Patient [nformation to Accompany Each Prescription of Mefloquine
FELELL LSS LSS EEE S (Lariam®).
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Controlled Drug Management, Analysis and
Reporting Tool (CD-MART) TargetPopulation

US DEPARTMENT OF DEFENSE &

+ Focuson beneficiaries enrolled to
specific MTF, includesall
enrolimentlocations under the

DoD MEDICATION SAFETY NOTICE = MTF commander

Issue 2 — 6 March 2009
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+ Data from withinthe MTF’s 40-
Zonisamide (Zonegran) mile catchment area or all of the
Department of Defense (DOD).

On 19 Feb 2009, the Food and Drug Administration (FDA) released an FDA Alert on

zonisamide (Zonegran). One of a number of newer anticonvulsants, zonisamide has been . .
causally related to metabolic acidosis, particularly in the pediatric age group. Zonisamide * All points of service

i_s in_dicat.e_d as ac_ljul_lcti_vie therfp_y i_n the treatn_lent of pafﬁa} ‘seizures 1_n adults. _ « controlled substances




