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Dear Editor,

We read with interest the paper by Behrendt et al. regarding international variations and sex disparities in the treatment of peripheral arterial occlusive disease (PAOD).(1) Until recently observational studies of this nature have remained sparse, however we aim to provide further insight into this subject through comparison with two separate observational analyses that our group have performed investigating the trends in disease burden from PAOD and lower extremity amputation in EU15+ countries using data obtained from the Global Burden of Disease Study.

Of the VASCUNET-contributing nations also included in our analyses of EU15+ countries, an increasing trend in the age-standardised incidence rate of PAOD was observed in Australia, Germany and the USA for both male and female patients between 1990 and 2017.  This was reflective of trends more widely with all EU15+ countries seeing an increase in age standardised incidence of PAOD among females.  Similarly, increasing trends among males were observed over the same time period in all EU15+ nations except Italy, Portugal and Sweden.(2)

In terms of the number of lower extremity amputations for PAOD, Australia, Germany and Sweden saw increasing trends while Italy, Portugal and the USA saw decreasing trends (1990-2017).  Increasing proximal-to-toe amputation trends were observed for both sexes in Australia, Belgium, Germany, Ireland, Sweden and the UK, with decreasing trends for both sexes noted in Austria, Denmark, France, Greece, Italy, Luxembourg, Portugal, Spain and the USA.  Overall, EU15+ amputation trends for PAOD were more variable than age-standardised incidence trends for PAOD.  (3)

On review of the data, it appears that the association between male sex and higher rates of open surgical revascularisation (OSR) observed in Behrendt et al.’s study are mirrored in trends of lower limb amputations in the EU15+ countries.  The data from these nations, grouped on account of their comparable socio-economic status and levels of healthcare expenditure, consistently show that the incidence of lower limb amputation for PAOD was higher in male patients than female patients between 1990 and 2017.(3)  Additionally, in male patients over half of the amputation trends were declining, whereas just over half the trends were increasing for female patients.  This may be a consequence of the sex disparities in OSR and percutaneous vascular intervention (PVI) observed by Behrendt et al. on account of later clinical presentation and/or diagnosis observed amongst female patients.(1)

Additionally, observing PAOD age-standardised incidence and mortality trends from 1990-2017(2) improves our understanding of the wider context in which Behrendt et al.’s paper sits. For instance, while Italy is an outlier within the VASCUNET Consortium dataset with intermittent claudication representing 5.9% of PAOD cases treated – considerably less than treated in other VASCUNET nations(1) – this is likely to represent a reasonable approach given that Italian mortality rates from PAOD (male 1.9 and female 1.3 per 100,000 population) are comparable to other EU15+ countries, and proximal-to-toe amputation rates are low in comparison to other EU15+ nations (male 21 and female 17.6 per 100,000 population in 2017).(2) These concomitant studies help to further characterise the shifting burden of PAOD across both VASCUNET-contributing and EU15+ countries in terms of its variable incidence across nations with differing management approaches.(2) Given the well-acknowledged pitfalls of observational studies, complementary analyses of this nature are critical in order to improve our understanding of an ultimately complex global picture.
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