2 Important new studies on methamphetamine and health
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Methamphetamine is one of the most commonly abused illegal substances in the United States.
Heart failure due to Methamphetamine use (MethHF) is a poorly characterized disease entity that
appears to be on the rise. Among 9588 patients with diagnosis of heart failure treated at San
Diego VA Medical Center in between 2005-2015, 480 were identified to have history of
methamphetamine abuse as determined by ICD-9 diagnosis code and/or urine toxicology screen
as well as a diagnosis code of heart failure. Demographic, diagnostic, and clinical characteristics
of MethHF and heart failure patients without methamphetamine use (HF) were compared.
Clinical outcomes of time to emergency room (ER) visit, all-cause readmission, and all-cause
mortality were compared using Kaplan-Meier curves.

From 2005-2015, the prevalence of methamphetamine usage among patients with heart failure
increased linearly (Figure 1). A preliminary cohort comparison demonstrated MethHF had
similar ejection fraction and BNP levels but trends toward increased troponin levels, more atrial
fibrillation, and a higher GFR. MethHF patients had a greater risk of ER visits (2.3 per year vs
0.5 per year, p=0.01) and a trend towards a greater risk of all-cause hospital readmission (1.3 per
year vs 0.6 per year, p=0.09).

Heart failure due to methamphetamine use - or MethHF- is increasing in prevalence and appears
to be a new phenotype of heart failure. MethHF and HF differ in multiple domains, including
healthcare utilization.
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Abstract and Introduction
Abstract

Background. Methamphetamine use and stroke are significant public health problems. Strokes
among people aged below 45 years are much less common than in older age groups but have
significant mortality and morbidity. Methamphetamine is a putative cause of strokes among
younger people.

Methods. A review of methamphetamine-related strokes was conducted. Bibliographic
databases were searched until February 2017 for articles related to methamphetamine and stroke.
Both haemorrhagic and ischaemic strokes were considered.

Results. Of 370 articles screened, 77 were selected for inclusion. There were 81 haemorrhagic
and 17 ischaemic strokes reported in case reports and series. Both types were approximately
twice as common in males. Route of administration associated with haemorrhagic stroke was
typically oral or injecting, but for ischaemic stroke inhalation was most common. Haemorrhagic
stroke was associated with vascular abnormalities in a third of cases. One quarter of individuals
completely recovered, and a third died following haemorrhagic stroke. One-fifth completely
recovered, and one-fifth died following ischaemic stroke.

Conclusions. There is a preponderance of haemorrhagic strokes associated with
methamphetamine use in young people, and methamphetamine-related stroke is associated with
poor clinical outcomes. Mechanisms of methamphetamine-associated stroke include
hypertension, vasculitis, direct vascular toxicity and vasospasm. In a period of rising worldwide
methamphetamine use, the incidence of methamphetamine-related stroke will increase, with a
consequent increase in the burden of disease contributed by such events.

Introduction

Methamphetamine use is a significant public health problem, particularly in countries around the
Pacific rim (North America, East/Southeast Asia and Oceania), with an estimated 35 million
stimulant users worldwide, predominantly of methamphetamine.'*=%! Harmful physical and
mental health consequences are common, including cardiovascular and cerebrovascular
pathology, psychosis, suicide and premature mortality.[ﬂ] The stimulants methamphetamine and
amphetamine have been available in various forms since the middle of last century.™

Methamphetamine use has changed over years: in 1950s and 1960s, it was popular as
benzedrine, later amphetamine became the preferred form, while most recently there has been a
substantial global increase in the availability and use of high potency, crystalline
methamphetamine.:**! Routes of methamphetamine administration include oral, inhalation
(smoking), intranasal and intravenous use.!”
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Stroke too is a major public health problem, with high mortality rates and high levels of
subsequent disability.X>* Between 1990 and 2010, stroke has risen from the fifth to the third
leading cause of disability-adjusted life years, with increase of 19%.2% Moreover, the incidence
of stroke has been rising among younger persons.*? While stroke incidence rises with age and is
less common in people aged below 45 years, stroke among young people has significant health
sequelae and societal costs.!?

Stroke in Young People

In all-age stroke populations, ischaemic strokes (cerebral infarction) are more common.2 In
younger people (<45 years), this remains the case, but a greater proportion are haemorrhagic (eg,
33.5% in those 2044 years vs 23.1% in those 45-54 years).[t*! Haemorrhagic strokes in those
aged 20-44 years are subarachnoid or intracerebral in approximately equal proportion.! In
young people, subarachnoid haemorrhages are most frequently due to an underlying cerebral
aneurysm or arteriovenous malformation (AVM).24 Non-traumatic intracerebral haemorrhage
(ICH) is associated with hypertension in 70% of all-age stroke, but in young people it may
account for as little as 20%, with a high preponderance of other causes such as AVM, ruptured
saccular aneurysm and sympathomimetic drug use.!*

Risk factors for ischaemic stroke include dyslipidaemia, smoking and hypertension.2613 As s
the case for haemorrhagic stroke causation differs in young people (<45 years), with a higher
preponderance of females, recent illicit substance use and use of the contraceptive pill/oral
contraceptives than in those even slightly older (45-49 years).l”

Substance Use and Stroke in Young People

The prevalence of illicit drug use is highest among younger people.282! There is increased
relative risk for both ischaemic and haemorrhagic stroke associated with all drug use?? and drug
use as a cause of stroke is significantly more common among young people.? Intravenous use
of any illicit drug increases the risk of ischaemic stroke through thromboembolic mechanisms. !
Stroke risk factors are different among users of illicit substances, with higher rates of smoking
and lower rates of hypertension and diabetes compared with those with ischaemic stroke in the
absence of substance use.’?! Alcohol has also been demonstrated to increase risk of stroke.2?
One class of drugs that has been associated with stroke incidence is the psychostimulants.2
Cocaine, in particular, has been associated with a substantially increased risk of haemorrhagic
stroke.™! Methamphetamine shares pharmacological characteristics and physiological effects in
common with cocaine, and both are associated with hypertension and coronary disease.>*222!
Methamphetamine, however, has a longer half-life than cocaine,!” and there is subsequently a
longer exposure to systemic hypertension. Moreover, methamphetamine also substantially
increases the risk of stroke.[22% It is important to note that methamphetamine is also strongly
associated with the development of ischaemic heart disease and accelerated atherosclerotic
coronary artery disease.l”

Despite its widespread use and potential clinical significance, however, the features and
pathogenesis of methamphetamine-related stroke are poorly understood. This is of particular
relevance in a period of large increases in worldwide methamphetamine use, when the incidence
of methamphetamine-related stroke, particularly among young people, would be expected to
increase in conjunction with use. In the context of increased use of methamphetamine, and thus
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of increased stroke risk, the current study aimed to review the literature on methamphetamine-
related stroke among young people (defined as <45 years).

Specifically, the study aimed to:

summarise the features of stroke in young amphetamine users; and
determine the evidence for the pathogenesis of methamphetamine-related stroke.
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