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(Integrated healthcare databases) (Primary care-based databases) (Hospital-based databases) (Administrative claims databases)
e.g. Danish databases e.g. UK CPRD e.g. Some HMO databases e.g. US Medicare and commercial
e.g. Canadian provincial databases e.g. SIDIAP database e.g. Some disease (e.g. diabetes) registries databases
e.g. US Veterans Affairs e.g. Dutch primary care data e.g. MIDNET® in Japan e.g. Taiwan NHI database
e.g. Kaiser Permanente databases e.g. Korean NHI databases
e.g. Thailand electronic health records e.g. NDB in Japan
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ORIGINAL ARTICLE

A Multicenter Observational Study
of Incretin-based Drugs and Heart Failure

History of heart failure

Alberta - 0.21 (0.03-1.41)

Manitoba 51 & O HIE R —a— 0.61 (0.22-1.66)

Ontario MET — X=X — 0.85 (0.69-1.04)

Saskatchewan - 0.30 (0.08-1.10)

United Kingdom (CPRD) 0.91 (0.44-1.90)

United States (Market Scan) 1.20 (1.03-1.39)

Random-effects model 0.86 (0.62—-1.19)

Heterogeneity: 12=66%, Tau?=0.0688,

P=0.01 | | |
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Pharmacoepidemiol Drug Saf. 2012 February ; 21(2): 214-225. doi:10.1002/pds.2266.
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Risk of cancer in patients exposed to gabapentin in two

electronic medical record systems

Michael C. Irizarry’, David J. Webb?, Nada Boudiaf?, John Logie?, Laurel A. Habel®, Natalia

Udaltsova®, and Gary D. Friedman?
'"WW Epidemiology, GlaxoSmithKline, Research Triangle Park, NC

2Stockley Park, UK

3Division of Research, Kaiser Permanente Medical Care Program, Oakland, CA

Deputy Office Director Decisional/Approval Memo

Date 4/6/11
From Ellis F. Unger, M.D.

Deputy Director, Office of Drug Evaluation-I
Subject Office Director Decisional Memo
NDA/BLA # 22-399
Supplement # 0000/0045

Applicant Name

GlaxoSmithKline

Date of Submission

9/16/08; resubmission 1/9/09; response to CR
10/6/11

PDUFA Goal Date

4/6/11

Proprietary Name /
Established (USAN) Name

Horizant
gabapentin enacarbil

“Epidemiological data do not
support a carcinogenic effect
of gabapentin in humans”

https://www.accessdata.fda.go

Dosag

e Forms / Strength

600-mg extended-release tablets

v/drugsatfda docs/nda/2011/0

223990rig1s000SumR.pdf &
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Search n

Home w News Public « Data = Our services General Practitioner Research

Clinical Practice Research Datalink

Clinical Practice Research Datalink (CPRD) is a real-world research service supporting retrospective and prospective public health and clinical studies.
CPRD is jointly sponsored by the Medicines and Healthcare products Regulatory Agency and the National Institute for Health Research (NIHR), as part
of the Department of Health and Social Care.

CPRD collects anonymised patient data from a network of GP practices across the UK. Primary care data are linked to a range of other health related
data to provide a longitudinal, representative UK population health dataset. The data encompass 60 million patients, including 16 million currently
registered patients.

GP practices - Join today

7~ -~

For more than 30 years, research using CPRD data and services has informed clinical guidance and best practice, resulting in over 2,900 peer-reviewed
publications investigating drug safety, use of medicines, effectiveness of health policy, health care delivery and disease risk factors.

https://www.cprd.com/
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Systematic Review

Validity of diagnostic coding within the General Practice Research Database: a

systematic review

Nada F Khan, Sian E Harrison and Peter W Rose
British Journal of General Practice 2010; 60 (572): €128-2136. DOI: https://doi.org/10.3399/bjgp10X483562

Author and subject

Positive predictive value (95% CI)

Hammad - Acute Ml R 92.60 (88.30 to 95.70)

Varas- Lorenzo — Acute MI B 81.60 (79.30 to 83.70)

van Staa — Acute Mi » 85.30 (68.90 to 95.00)

de Abajo — Acute liver injury ES 16.50 (13.90 to 19.20)

Garcia Rodriguez — Acute liver injury . 24.20 (14.50 to 36.40)

Huerta — Acute liver injury » 17.20 (11.60 to 24.00)

Eland — Acute pancreatitis » 41.90 (31.30 to 53.00)

Huerta — Acute renal failure » 36.90 (31.20 to 42.90)

Dunn - Alzheimer’s » 83.20 (74.10 to 90.10)

Turnbull — Anorexia - ® 96.00 (79.60 to 99.90)

Fombonne — Autism » 92.50 (89.00 to 95.10)

Black — Autism » 79.50 (69.20 to 87.60)

Turnbull — Bulimia . 92.00 (74.00 to 99.00)

Soriano - COPD I 70.30 (63.30 to 76.70)

Huerta — Cardiac arrhythmia S 66.70 (63.80 to 69.60

Derby — Cataract = 96.90 (93.70 to 98.70

van Staa — Cerebrovascular disease D 92.70 (80.10 to 98.50)

Ruigomez — Chronic atrial fibrillation S 64.40 (62.00 to 66.80)

Waurst — TOF . 90.00 (80.50 to 95.90)

Waurst - VSD » 94.70 (88.10 to 98.30)
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pulmonary disease recording in the
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CPRDAT

ZET B A
n=71,780
n=76,325
n=747271
n=79759
n=10,417
n=13951
n=172,285
n = 620,905

Wi

4
5
6

7
8

Table 2 The positive predictive value (PPV) and proportion of patients diagnosed with chronic obstructive pulmonary
disease (COPD) within each algorithm

Number of questionnaires

Number evaluable

Number with

Algorithm sent out (n=951) returned (n=696) (%) confirmed COPD PPV and 95% CI
COPD Code+spirometry 119 85 (71.4) 76 89.4, 80.7t0 94 .5
+COPD medication

COPD Code+spirometry 119 79 (66.4) 67 83.8, 73.710 90.4
COPD Code+COPD 119 88 (73.9) 77 87.5, 78.6 to 93.0
medication

COPD Code only 119 89 (74.8) 77 86.5, 77.5t0 92.3
Bronchitis+COPD 119 98 (82.4) 44 44.4,34.8t054.5
medication

Bronchitis only 119 84 (70.6) 26 29.5, 20.8 to 40.1
Symptoms+spirometry 119 83 (69.7) < ¥ 43.5, 33.2t0 54 .4
Symptoms only 118 90 (75.6) 11 12.2, 6.8 10 20.9

Conclusions: Patients with COPD can be accurately identified from UK primary care records using specific
diagnostic codes. Requiring spirometry or COPD medications only marginally improved accuracy. 10
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About About the Food and Drug Administration
Who s Involved (FDA) Sentinel Initiative

Sentinel Structure >
Navigate to the following sections on this page

Engaging Sentinel's

>
Stakehold
axenotdaers FDA Sentinel Initiative Infrastructure History of the Sentinel Initiative
How Sentinel Gets Its Data
Key Database Statistics The U.S. Food and Drug Administration (FDA) leads the Sentinel Initiative. FDA created the Sentinel
Initiative to meet a mandate by Congress in the FDA Amendments Act of 2007. Through the Sentinel
How Sentinel Protects Privacy Initiative, FDA aims to develop new ways to assess the safety of approved medical products including
& Security drugs, vaccines, and medical devices.
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Original Report

B Free Access

Design for validation of acute myocardial infarction cases in
Mini-Sentinel

Sarah L. Cutrona %, Sengwee Toh, Aarthi lyer, Sarah Foy, Elizabeth Cavagnaro, Susan Forrow,
Judith A. Racoosin, Robert Goldberg, Jerry H. Gurwitz

First pub

shed: 19 January 2012 | https://doi.org/10.1002/pds.2314 | Cited by: 14
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Original Report

Validation of acute myocardial infarction in the Food and Drug
Administration's Mini-Sentinel program

Sarah L. Cutronasxx, Sengwee Toh, Aarthi lyer, Sarah Foy, Gregory W. Daniel, Vinit P. Nair, Daniel Ng,

Melissa G. Butler, Denise Boudreau, Susan Forrow, Robert Goldberg, Joel Gore, ... See all authors v

First published: 29 June 2012 | https://doi.org/10.1002/pds.3310 | Cited by: 25

Prospective Postmarketing Surveillance of Acute Myocardial
Infarction in New Users of Saxagliptin: A Population-Based

Study

Sengwee Toh'n, Marsha E. ReichmanZ, David ). Graham?, Christian Hampp?, Rongmei Zhang, Melissa
G. Butler?, Aarthi lyer', Malcolm Rucker!, Madelyn Pimentel’, Jack Hamilton®, Samuel Lendle® and

Bruce H. Fireman?, for the Mini-Sentinel Saxagliptin-AMI Surveillance Writing Group*
Corresponding author: Sengwee Toh, darren_toh@harvardpilgrim.org.

Author Affiliations

Diabetes Care 2018 Jan; 41(1): 39-48.
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Original Report

3. K

Official Journal of the
International Society for
Pharmacoepidemiology

Pharmacoepidemiology
& Drug Safety

Acute Myocardial
Infarction(AMI)
Abstraction Form

https://www.ncbi.nlm.nih.go
v/pmc/articles/PMC360183
1/ (F=TvT7otX)

Validation of acute myocardial infarction in the Food and Drug
Administration's Mini-Sentinel program

Case ID: Case ID: Case ID:
Section 1: General information Section 3: Biomarkers ] ; :
Biomarkers Laboratory Standards: Section 4: Electrocardiogram(s) (Attach copies of all available electrocardiograms)
1. Date of admission: ! ! X 2 5 i
ki e ra Instructions: if only one value given, such as <0.03, include this in Upper reference limit column (with a 17. Were any 12 lead ECGs taken during this admission?
2. Date of discharge: / / < or ==sign.) Units: 1= ng/mL; 2=Units/L; 3=ng/1; 4=Other . - 5
B e e Biomarker Upper reference Indeterminant Abnormal Units | 99" YES_ NO_> fgotoitem 21) UNKNOWN_> (go toitem 21)
3. Was this patient transferred from another hospital? YES NO limit (URL) rangs (consistent with percentile of 18. First ECG taken after arrival at the surveillance hospital:
- - (if given) TIECTosis) the URL*
4. Race/Ethnicity (check all that apply): 9. Total CK (CPK) aDae: [ | b.time: _:
WHITE 10. CK-MB
BLACK 11. Troponin | 19. Were there other ECGs available?
NATIVE AMERICAN 12, Troponin T
ASIAN 13. Troponin YES_  NO__
e her):
HISPANIC o 20. Last ECG on this admission:
VAN 14, Troponin . Last on this admission:
NON-HISPANIC
OTHER— . (ul?lF]?t;cl chart provides a 99 percentile of the URL for Troponin [ or T, please enter. aDate: [/ [ _ b.time: _:
UNAVATLABLE/UNKNOWN . Biomarkers Measurements:
3. ﬁgc;UN_M"AILABLE 15. Initial levels 16.01. Subsequent levels
Section 5: Echocardiogram(s) (Attach copies of all available echocardiogram reports)
6. Gender: Total CK e e o gram(s) (: pies of all ogi ports)
MALE FEMALE UNAVAILABLE 21. Was an echocardiogram performed during this admission?
YES  NO_  UNKNOWN__
Section 2: Medical history CK-MB e — _lr):;ee R [ Dt f: 22. Is an echocardiogram report or intery ilable?
o Time, YES NO_
7. Was there a d d acute episode of symp with cardiac ischemia? (Symptoms -
include: chest pain/p igh /bumning, left arm pain, jaw or neck pain, SOB/dyspnea, Troponin | ]'?_97-&1 WA Date:  /
swealing/diaphoresis, nausea/vomiting.) S B e Time__:__
YES__ NO__ UNKNOWN__ Troponin T P ?ﬂw I ) Date: [ 7 Section 6: Procedures or Interventions Performed During Hospitalization
o me_ _:__ R e T
Time__:__ 23. Was a thrombolytic agent admini d?
8, Is there evidence in the patient records of a prior myocardial infarction? Troponin Date: /[ Date.  / / YES  NO_ UNKNOWN
(other): O Time_ - _ B Time__:__
YES NO__ s
- 24. Cardiac catheterization with or without percutancous coronary intervention (PCI)?
8a. If YES, was the patient discharged within the past 10 days? Troponin Date: | _{_ _{__ Date: __f__f__
(other): L Time__:__ L Time_ _:__ YES__ (attach copy of report) NO__ UNKNOWN__ 1 3
YES__ NO__ UNAVAILABLE a Date [ [
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Prospective Postmarketing Surveillance of Acute Myocardial
Infarction in New Users of Saxagliptin: A Population-Based

Study

Sengwee Toh'f, Marsha E. Reichman?, David . Graham?, Christian Hampp?, Rongmei Zhang?, Melissa _ . )

G. Butler®, Aarthi lyer', Malcolm Rucker', Madelyn Pimentel’, Jack Hamilton>, Samuel Lendle” and httDS.//d 13 beteslou rnals.org/
Bruce H. Fireman?®, for the Mini-Sentinel Saxagliptin-AMI Surveillance Writing Group* Ca re/a rticle/4 1/1/39/36705/
Corresponding author: Sengwee Toh, darren_toh@harvardpilgrim.org. Pros pective -Postmarketi ng-
Author Affiiations Surveillance-of-Acute (F—
Diabetes Care 2018 Jan; 41(1): 39-48. 7> 7 + X)

Method®—&F (3k#:)

Follow-up and Outcome Identification

Each pairwise comparison included monitoring of patients from the index date until the
earliest occurrence of an AMI event, discontinuation of the initiated drug, initiation of the other
drug in the pair, health plan disenrollment, death, or end of the surveillance period, which
varied by data partner from 30 June 2012 to 31 August 2014. We identified AMI primarily by

principal hospital discharge diagnosis code 410.x0 or 410.x1, an algorithm with a positive

predictive value of 86% in the Mini-Sentinel distributed database (17,18). We included

14
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