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Maori and Women
- Worse outcomes




AAA a silent Killer

The Biology

. Biomarker

. Genetics .
. Prevention

. Non surgical treatment

. Early detection
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Biology

Angiogenesis
Inflammation
Gender
Smoking
Atherosclerosis
Diabetes (-

Familial
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Genetics — GWAS for AAA
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@52053200786247072009405796226175

GeneChip®

Genome-Wide Human

Building the Resource |

P/N: 520532
Lot #: 4057962
Exp. Date: 07/2009
For Research Use Only
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Genetics — GWAS for AAA

Building the Resource

e | ocal Summer students programme

Long term recruitment Strategy

 National

e International
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Building the Resource

Vascular Research Consortium
e Local :
jew Zealand

 National

hrc

e International




Genetics — GWAS for AAA

Building the Resource

Vascular Research Consortium
e Local :
3\1&% Zealand

 National
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e International g.;
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vellcome trust

The Aneurysm Consortium
sanger uns

INstitute

otago.ac.nz/cvd a




UNIVERSITY

ef
: 04 OTAGO
| [\ Te Whare Wananga o Otago
[ NEW ZEALAND

Genetics — GWAS for AAA

Building the numbers

AAA subjects VS Non AAA subjects

5 million SNP differences
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AAA Associated 1p13 locus, rs599839

Study name

Odds

ratio

NZ discovery (A606/U612) 0.660

NZ replication (713/1766)
WTCCC (1286/5605)

lceland (440/30447)

Netherlands (480/915)
Australia WA (373/377)

Leeds (684/456)

Geisinger PA (773/1313)

0.750
0.836
0.810
0.910
0.850
0.788
0.840

eMerge Network (230/1000)0.890

0.813

Statistics for each study

Lower
limit
0.539
0.640
0.752
0.678
0.751
0.658
0.643
0.716
0.692
0.768

Upper
limit
0.808
0.879
0.929
0.967
1.102
1.097
0.964
0.985
1.144
0.860

Z-Value

p-Value

-4.017 0.000058921
-3.541 0.000398384
-3.322 0.000893982
-2.325 0.020047337
-0.965 0.334409412
-1.247 0.212352320
-2.313 0.020736365
-2.146 0.031860201
-0.910 0.362927033
-7.132 0.000000000

0.5

Odds ratio and 95% CI

G allele A allele

7048 AAA cases compared with >40,000 controls

G allele carrier OR 0.81, p=7.2x1014

Hum Mol Genet 2013
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LETTERS

nature
genetlcs

Genome-wide association study identifies a sequence
variant within the DAB2IP gene conferring susceptibility
to abdominal aortic aneurysm
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JONES_CIRCRES/2016/308765_R1

Meta-Analysis of Genome-Wide Association Studies for Abdominal Aortic Aneurysm
Identifies Four New Disease-Specific Risk Loci
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Meta-Analysis of Genome-Wide Association Studies for Abdominal Aortic Aneurysm
Identifies Four New Disease-Specific Risk Loci
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nature Vol 452|3 April 2008 |doi:10.1038/nature06846

LETTERS

A variant associated with nicotine dependence, lung
cancer and peripheral arterial disease

Cardiometabolic effects of genetic upregulation of the
interleukin 1 receptor antagonist: a Mendelian
randomisation analysis Lancet Diabetes Endoarinol 2015

The Interleukin 1 Genetics Consortium*

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Variant ASGR1 Associated with a Reduced
Risk of Coronary Artery Disease
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Translational Spin Off
Predicting AAA Risk

Possible maximum score 54




2l Translational Spin Off

Predicting AAA Risk

Male gender 5 points Diabetes -1 point
Age: 60-64yrs 3 Hx Heart disease 3
65-69yrs 6 Hx Hypertension 4
70-74yrs 12 AlIP + 4
75+ 24 CRP >4.5mg/L 6
Smoking pack years:
1-10yrs 3
11-25 6 Possible maximum score 54
25+yrs 3

Demographic Score >28: AAA odds ratio 7.3 (95% C15.9-8.9, p<1039)
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Screening

 Limitations of the Abdominal Ultrasound
one shot 65 yr male model

Inequities: gender
Maori

Changing prevalence
Aging
Expensive

Leading aricle | British Journal of Surgery

Aortic aneurysm screening
A. M. van Rijj and G. 'I. Jones

Department of Surgical Sciences, Dunedin School of Medicine, University of Otago, PO Box 56, Dunedin 9054, New Zealand

(e-mail: andre.vanrij@otago.ac.nz)
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ONLINE ALY Published online in Wiley Online Library (www.bjs.co.uk). DOI: 10.1002/bjs.9830
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Early Detection
Screening

* |Innovations for a NZ context

[E=CI British Journal of Surgery

Aortic aneurysm screening
A. M. van Rijj and G. 'I. Jones

Department of Surgical Sciences, Dunedin School of Medicine, University of Otago, PO Box 56, Dunedin 9054, New Zealand
(e-mail: andre.vanrij@otago.ac.nz)

PODCAST \
AVAILABLE \
ONUNE )

Published online in Wiley Online Library (www.bjs.co.uk). DOI: 10.1002/bjs.9830
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* Low cost scanning

Nguyen et al. Cardiovascular Ultrasound 2013, 11:42

http://www.cardiovascularultrasound.com/content/11/1/42
& CARDIOVASCULAR
ULTRASOUND

RESEARCH Open Access

Novices may be trained to screen for abdominal
aortic aneurysms using ultrasound

Anh TV Nguyen, Geraldine B Hill, Matthew PT Versteeg, lan A Thomson and Andre M van Rij’
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* Focused screening
based on CVD risk

Comparison of three targeted approaches to screening
for abdominal aortic aneurysm based on cardiovascular risk

G.T. Jones', B. G. Hill', N. Curtis', T. D. Kabir', L. E. Wong', M. W. Tilyard’, M. J. A. Williams
and A. M. van Rij'

Departmcats of “urg\al Scicrers, 'Gerersd Practics and Rural Heakh, and *Medicac, Usiversity of Otagn, Dhmedin, New Zeshad

Correpandenc fo: Aoncate Profoscr (LT Jonax, Vorular Rocarch Group, Department of Sesgical Scenooy, Usiversity of Oage, PO Boe 913,
Duncdis, Now Zaaland (c-mail greg pmodictgnacas)
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British Journal of Surgery 2016; 103: 1139-1146
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* Alternative biomarkers to US

ORIGINAL RESEARCH 6
Awabian A

Two C-C Family Chemokines, Eotaxin and RANTES, Are Novel

Independent Plasma Biomarkers for Abdominal Aortic Aneurysm
Gregory 1. Jomes, PhD; L Vicosa Philips Mchae! JA. Willams, MEChE; Ande M. van R MBCHE Tasnuva D. Kabr, MBCHE, PRD

otago.ac.nz/cvd J Amer Heart Assoc 2016
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» Screening in Parallel

Kashram M, Jones G, Roake J. Prevalence of

CT COIOnOgraphy Abdominal Aortic Aneurysm (AAA) in a Population
Undergoing Computed Tomography Colongraphyin
Canterbury, New Zealand. Eur J Vasc EndoVasc Surg
2015:49:1-7.

EChOcardiog raphy Majeed K, Hamer AW, White SC, Pegg TJ, Wilkins GT,

Williams SM et al. Prevalence of abdominal aortic
aneurysm in patients referred for transthoracic
echocardiography. Intern Med J2015; 45: 32-39.

otago.ac.nz/cvd
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pre - Screening

The Routine Abdominal CT scan

e 3332 scanned
« 187 AAA - Prevalence 5.8%
* 35% unreported

« >3000 screening not needed

Journal of Vascular Surgery

Measuring abdominal aortic diameters in routine abdominal CT scans and implications

for AAA screening.
--Manuscript Draft--

Rachel Claridge, Sam Arnold, Neil Morrison and André. M Van Rij
Radiology Department Dunedin Hospital and Surgery Department
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Early Detection
pre - Screening

Personal Genomics

Community
Cardiovascular risk
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een Population in New Zealand

US Abdominal Diagnostic Parallel Screening
isti With imaging

CT Colonography

Lung cancer

Parallel Screening

Ultrasound Without imaging

Cardiovascular —
Atrial fibrillation

Community AAA Screening Breast Cancer
General Practice

VS Specialist Clinic
With imaging

Programs

Vascular Laboratory

Radiology services ECHO Laboratory

Health Checks Mobile Initiatives

CVS Specialist Clinic
iomarker/ Genetic Without imaging

female Screens




fi AAA Screening - an alternative approach

Data Integration and Linkage

All incidental Imagers

DATA
resource

e-Health record
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Assoc Prof Greg Jones

Team
 Vicky Phillips
« Kate Thomas
» Josie Macfarlane
« Matt Versteeg
* Nicole Curtis
* lan Thomson
 JoKrysa
* Rachel Claridge
« Anh Nguyen
* Reardon Dickinson
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AAA Screening - an alternative approach

Data Integration and Linkage

e-Health record
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All screening
Initiatives

resource

DATA \

“AAA
Screen”




