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Background

Exploring Drug Re-Purposing for Treatment of inal Aortic
a Systematic Review and Meta-analysis

ABDOMINAL AORTIC
ANEURYSM
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No drug therapy available

* Statins & metformin ->
potential candidates

Methods

* Prospective cohort study
* Two randomized screening trials
« Population: 998 men, 30-55 mm AAA

« Danish national registries
(prescriptions, event outcomes)
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* Exposure: Defined Daily Dose (DDD)
Statins: P« Follow-up: 5 years
+ Limitation: exposure measurement mainly at baseline
2008-2011 2014-2018

* Proposed mechanism: anti-inflammation, not LDL lowering
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Methods - Statistical Analysis Results: Growth rate .- -

Primary Outcome Secondary Outcome

« Growth rate * Repair, rupture, and death

* Adjusted" Cox regression

+ adjusted for heart failure, unoperated lung cancer

* Adjusted’ Linear Regression

* Cumulative statin DDD doubling

« Averaged DDD per day Loga-transformed

*adjusted for age, baseline aortic size, baseline diastolic blood pressure, baseline BMI, diabetes, chronic obstructive
pulmonary disease, peripheral arterial disease, baseline smoking status, use of metformin at baseline, highest achieved
education

« Average growth: 2.2 mm/year
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+ High-dose statins slowed growth
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* Dose-response effect

-0.22 mm/year per 1 DDD/day
+ -0.88 mm/year at max dose (40%)
+ 80 mg Atorvastatin
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+ 40 mg Rosuvastatin

* Higher BMI and use of Metformin ‘

+ Diastolic blood pressure and smoking
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Results: Events

* 212 (%) surgeries, 132 (%) deaths
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Potentials

Patient case example

20 mg Atorvastatin (1 DDD/day)

Effect of maximal dose statins
80 mg Atorvastatin (4 DDD/day)
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« Risk |, per doubling statin dose: T T Mzle Giowthlrate:FES4/(33%)
« Repair:  HR 0.82 (0.70-0.97) ’ [ * Age: 68 years
* Mortality: HR 0.81 (0.68-0.98) — * 45 mm AAA * Repair
. e e s HR =0.822=0.67 =33% |,
i TS ITIT . * Assumed growth rate
* Effect visible after -2 years H—HH/[‘H{F”“{HMH% ' i 2 mm/year + All-cause mortality:
« Effect significant after ~2.5 years : e v HR =0.81%~ 0.66 =~ 34% \,
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Conclusion
* High-dose statins:
« @ slower AAA growth CerUIatlon =
« @ Fewer repairs T ° s

. Lower all cause mortality

« Likely direct protective effect

* Supports guideline consideration of
intensive statin therapy in AAA
patients

* What’'s not to like for our patients —
and for the screening programmes — it
is also great news: the average use of a
screeningdiagnosed is only half DDD

Association of Statin Treatment and Dose
With the Clinical Course of Small Abdominal
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