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ABSTRACT

Objective: To investigate the effect of autoimmune thyroiditis (AIT) on risk of stroke and to assess
whether any increased risk (1) varied by AIT duration, and (2) was independent of classic cardio-
vascular risk factors.

Methods: This was a large historical cohort study using data from The Health Improvement
Network Database. Rates of first stroke during follow-up in thyroxine-treated patients with AIT
(n = 34,907) were compared with those in matched individuals without AIT (n = 149,632) using
random-effects Poisson regression models.

Results: There was strong evidence for a slightly increased risk of stroke in patients with AIT
(adjusted rate ratio = 1.10, 95% confidence interval: 1.01-1.20). The observed increase was
partly independent of cardiovascular risk factors. Higher effect sizes were identified in the first
year after AIT diagnosis (rate ratio = 1.33, 95% confidence interval: 1.14-1.56) but not in the
long-term, consistent with a residual effect of hypothyroidism.

Conclusion: Our results support the hypothesis of a slightly increased risk of stroke in patients
with AIT. The higher effect size found soon after AIT diagnosis suggests an increased cardiovas-
cular risk due to thyroid-hormone deficiency rather than a cumulative effect of autoimmune
pathology. Better screening and early treatment of patients with asymptomatic hypothyroid
AIT could help reduce excess risk of stroke in the first year after diagnosis. Neurology®
2014;82:1643-1652

GLOSSARY

AF = atrial fibrillation; AIT = autoimmune thyroiditis; BMI = body mass index; CHD = coronary heart disease; CHF = con-
gestive heart failure; Cl = confidence interval; RR = rate ratio; THIN = The Health Improvement Network.

Autoimmune thyroiditis (AIT) is one of the most common autoimmune diseases in Western
countries."* In iodine-deplete areas, such as the United Kingdom, AIT causes >90% of all
noniatrogenic cases of hypothyroidism, and the terms are often used interchangeably.?*

Individuals with hypothyroidism/AIT have long been hypothesized to be at increased risk of
cardiovascular events, with a recent meta-analysis suggesting an increased risk of approximately
20% for coronary heart disease (CHD).>"'* Potential causal pathways between hypothyroidism
and CHD include hyperlipidemia, hypertension, diabetes, and obesity.>'>!

Unlike CHD, there have been few epidemiologic studies of whether hypothyroidism
increases cerebrovascular disease risk. These have reported conflicting results and were mostly
small studies with methodologic limitations.”*'*¢ Cerebrovascular risk factors (e.g., increased
carotid artery intima-media thickness and atrial fibrillation [AF]) have been linked to AIT or
hypothyroidism of unspecified cause, suggesting pathways from AIT to stroke independent of
general cardiovascular risk factors.”>*” Furthermore, autoimmune pathology in AIT might itself

affect cerebrovascular risk, as has been shown for other autoimmune diseases.'®?®
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These uncertainties have led to calls for
large cohort studies to investigate the associa-
tion between AIT and cerebrovascular dis-
ease.”! The primary objective of our study
was to assess the effect of AIT on risk of stroke
and TIA using a large dataset derived from UK
primary care records. Secondary objectives
were to examine to what extent any effect of
AIT on cerebrovascular disease (1) was inde-
pendent of classic cardiovascular risk factors,
and (2) could be attributable to thyroid hor-
mone deficiency or autoimmune pathology.

METHODS Study design and study population. This was
a historical cohort study using data from The Health Improve-
ment Network (THIN) database. THIN is a population-based
database of electronic health records of approximately 6 million
patients from more than 300 general practices in the United
Kingdom.” THIN has been validated for a wide range of medical
conditions, including stroke, and individuals contributing data to

3031 Data available

THIN are representative of the UK population.
include prescribed medications, medical diagnoses, lifestyle
conditions, demographic/personal information, and feedback from
specialist appointments and hospital admissions. The present study
population was a subset of a larger THIN study, in which patients
with an autoimmune disease enrolled in THIN between 1987 and
2007 had each been matched by age, sex, and general practice to up

to 6 individuals without any autoimmune disease.

Exposure and outcome. AIT was the exposure of interest;
unexposed individuals comprised patients without AIT (or any
other autoimmune disease) who had been matched on age, sex,
and general practice to the patients with AI'T in the original THIN
dataset. The outcome of interest was first-ever stroke (including
ischemic and hemorrhagic) or TIA during follow-up. Exposure
and outcome were defined using prespecified Read code lists

(appendix e-1 on the Neurology® Web site at Neurology.org).

Study period. Start of follow-up for individuals with AIT and
their unexposed counterparts was the date of the first thyroxine
prescription in the patients with AIT (the index date). End of
follow-up was defined as the day of the outcome (stroke or
TIA) or end of follow-up in THIN (death, transfer out, or the

practice’s last data-collection date).

Eligibility criteria. Patients with AIT must have been first diag-
nosed with AIT during active follow-up in THIN and have been
prescribed thyroxine during follow-up. Individuals with other
causes for hypothyroidism (e.g., previous thyroidectomy) were
excluded from analyses (figure 1). Diagnoses for past or ongoing
conditions (including AIT) are sometimes recorded retrospectively
in the first few months after a patient registers with a practice.’® To
ensure that we enrolled incident cases, we excluded patients with
AIT who were diagnosed during their first year of follow-up in
THIN. All individuals (exposed and unexposed) who had a code
for stroke or TIA before start of follow-up, or who were younger
than 18 years, were not considered for inclusion. Also, because the
unexposed (non-AIT) individuals had no other autoimmune
disorders, individuals with AI'T who had a preexisting or who
developed a second autoimmune disorder were also excluded.
Unexposed individuals had to be actively enrolled in THIN at
the index date of their matched individual with AIT; to ensure
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that they were truly active, they had to have a consultation with
the practice in the 6 months before or in the year after the index
date of the patient with AIT.

Analysis. In the conceptual framework for this study (figure 2),
cofactors were categorized as follows: (1) a priori confounders
(sex, current age, general practice); (2) other potential confound-
ers (smoking, alcohol consumption, calendar year, time in study);
and (3) factors that could be either confounders or on the causal
pathway from AIT to stroke, depending on whether they occurred
before or after AIT diagnosis (figure 2B). Missing data for smoking,
alcohol, and body mass index (BMI) were treated using the missing
indicator method. An individually matched analysis is not needed
in matched cohort studies, but inclusion of the matched variables in
a multivariable analysis is advisable™; this also addressed any im-
balances between exposed and unexposed patients regarding these
variables after the application of exclusion criteria.

Statistical analyses were conducted using Stata 11 (StataCorp,
College Station, TX). Baseline characteristics were compared
using cross-tabulation, means or medians as appropriate, and x>
tests, 2-sided ¢ tests, and Wilcoxon rank-sum tests.

Main analyses were performed using random-effects multi-
variable Poisson regression models allowing for clustering within
general practice. Four different models were built. The first
adjusted for sex and current age. In the second model, we assessed
potential confounding by smoking, alcohol consumption, calen-
dar year, and time in study, introducing these variables sequen-
tially into the model and retaining them if they changed the
effect estimate of AIT on stroke incidence appreciably. The third
model additionally assessed risk factors (hypertension, AF, hyper-
lipidemia, diabetes, CHD, congestive heart failure [CHF], and
BMI) that were present at the index date and could therefore also
confound the association between AIT and stroke. In the final
model, we examined time-updated values of these factors for in-
dividuals who developed these conditions during follow-up to
assess potential causal pathways between diagnosed AIT and
stroke. We applied this analysis strategy to 2 main outcomes, first
stroke, then stroke or TIA. In all models, standard errors were
examined for evidence of colinearity, and p values were obtained
using likelihood ratio tests.

We investigated effect modification by AIT duration as a proxy
for the effects of hypothyroidism (likely to be evident in the early
stages of disease, before adequate thyroxine replacement) vs the pos-
sible cumulative effect of autoimmunity (long-term increased risk,
likely to occur later during follow-up). We also investigated effect
modification by age (<60, 60-80, >80 years) and performed several
sensitivity analyses. First, analyses were repeated starting follow-up at
the date of first AIT code instead of first thyroxine script. Second,
cardiovascular conditions present among patients with AIT at diag-
nosis could be early mediating factors for stroke rather than a con-
founding variable; to assess their importance, we performed
subgroup analyses for individuals without a history of any cardiovas-

cular disease—related conditions at baseline.

Standard protocol approvals, registrations, and patient
consents. Ethics approval was obtained from the South-East
Multicentre Research Ethics Committee and from the London

School of Hygiene and Tropical Medicine Ethics Committee.

RESULTS In total, 184,539 eligible individuals from
287 general practices were included in this study, of
whom 34,907 had AIT (figure 2) and 149,632 had
no evidence of AIT. Individuals with AIT were
slightly older than individuals without AIT (median


http://www.neurology.org/

[ Figure 1 Flowchart of the selection process for patients with AIT

At least one AlT/hypothyroidism code

n=112,237
> Evidence of other AID
# n=30,540
| 81,787 |
Other medical or iatrogenic
P causes of hypothyroidism
v n=4,242
| 77,545 |
> No thyroxine prescription
n=4,199
\ 4
73,346
I | Thyroid autoantibodies or
P thyroxine prescription only
. 4 n=239
| 73,107 |
No consultation in the six months
P before or one year after index
n=827
| 72,280 |
Less than one day of follow-up
P> after index date
\ 4 n=4,958
| 67,322 |
> <18 Years at start of follow-up
n=681
| 66,641 |
> History of stroke
v n=1,666
| 64,975 |
> First AIT code before start
W of follow-up
n=30,068
| 34,907 |

AID = autoimmune disease; AIT = autoimmune thyroiditis.

59.8 vs 57.0 years), were followed up for longer
(median 3.2 vs 3.0 years), and a slightly higher pro-
portion was female (81.5% vs 80.0%; table 1). Current
smoking and heavy drinking were less common among
those with AIT. For cardiovascular risk factors, indi-
viduals with AIT were more likely to have been diag-
nosed with hypertension, diabetes, hyperlipidemia,
CHD, or CHF at baseline (all p < 0.001). This pat-
tern remained after adjusting for the slight age and sex
imbalances (data not shown).

Individuals with AIT had a 13% increased rate of
stroke compared with individuals without AIT after
adjusting for current age and sex and allowing
for clustering in practice (model 1, table 2). The

increased risk was very similar (rate ratio [RR]
1.14, 95% confidence interval [CI]: 1.04-1.24,
p = 0.003) after adjusting for alcohol and smoking

(model 2) and was not affected by the duration of
follow-up or calendar year. The RR decreased slightly
t0 1.10 (95% CI: 1.01-1.20, model 3) after adjusting
additionally for cardiovascular risk factors present
at baseline (hypertension, hyperlipidemia, AF, and
BMI) and was not further changed by consideration
of existing diabetes, CHD, and CHF.

Individuals with AIT had an increased risk of
developing CHD, hyperlipidemia, CHF, and diabe-
tes during follow-up compared with unexposed indi-
viduals (table e-1), but not hypertension or AF. After
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[ Figure 2 Hypothesized interrelationships among AIT, stroke, and other variables

A

AIT

g-------=-=-=-==---

A priori confounders Potential confounders

-Age - Smoking
- Sex - Alcohol
- Practice

On causal pathway after diagnosis of AIT

- Hypertension
- Hyperlipidemia
- BMI

- Diabetes

Atherosclerosis

Atrial fibrillation

I

Potential confounders before diagnosis of AIT

Stroke

—> Hypothesized causal association
---%» Noncausal association

Index date = Diagnosis of AIT

End of follow-up

Follow-up ‘ L

|
‘ Confounding

Causal pathway

T T T 1 Time

(A) Conceptual framework for association between AIT and stroke. (B) Differentiation between confounding and mediating
effects of factors hypothesized to be on the causal pathway. Presence of factors at the index date was assumed to be
attributable to confounding in the primary analysis. AIT = autoimmune thyroiditis; BMI = body mass index; CHD = coronary

heart disease; CHF = congestive heart failure.

adjusting for these potential mediating factors
between AIT and stroke, the RR for stroke was fur-
ther reduced to 1.06 (95% CI: 0.97-1.15, model 4).
Effect sizes were slightly higher for all models when the
outcome definition was expanded to both stroke and
TIA (table 2).

There was evidence that the effect of AIT on
stroke varied with duration of disease (Pinieraction =
0.078, figure 3). The effect of AIT on stroke was
largest in the first year after diagnosis (RR = 1.33,
95% CI: 1.14—1.56) and was increased both in the
first 6 months (RR = 1.44, 95% CI: 1.17-1.78) and
7 to 12 months after start of treatment (RR = 1.22,
95% CI: 1.02-1.55). Subsequent RRs were stable
with all 95% Cls including 1.0. Similar results were
obtained for analyses using TIA or stroke and TIA
alone as the outcome. There was no evidence that the
effect of AIT varied with age (Pinteraction = 0.516).

All sensitivity analyses showed results compatible
to those obtained from the main analyses (data not
shown).
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DISCUSSION Our study provides strong evidence
for a slightly increased risk of stroke in patients with
AIT, particularly in the first year after AIT diagnosis.
Our analyses indicated that people with AIT were
more likely to develop hyperlipidemia, CHD, and
CHEF, adding evidence to previous discussions about
whether AIT is associated with these factors, and that
some, but not all, of the increased risk of stroke
among patients with AI'T was mediated via these clas-
sic cardiovascular risk factors.'

Few previous studies have focused on potential as-
sociations between hypothyroidism or AIT and
stroke. Our systematic review identified 7 studies,
which showed effect sizes ranging from 0.8 to 1.6
(table e-2). All of these studies except for the Scottish
study from 2006 were small and had effect estimates
with wide Cls that overlapped with those from the
present study. Other methodologic limitations of pre-
vious studies included overadjustment for variables
that could be mediators of increased stroke risk, and
residual confounding (for example, the Scottish study



[ Table 1 Baseline characteristics of individuals with and without AIT ]

AIT (n = 34,907), median (IQR) No AIT (n = 149,632), median (IQR) p Value®
Age at entry, y 59.8 (47.2-72.7) 57.0 (44.0-70.6) <0.001
Years of follow-up 3.3 (1.6-6.1) 29 (1.4-5.3) <0.001
AIT (n = 34,907) No AIT (n = 149,632)
No. % No. % p Value?®
Sex <0.001
Male 6,472 18.5 29,817 19.9
Female 28,435 81.5 119,815 80.1
Hypertension <0.001
No 23,935 68.6 113,102 75.6
Yes 10,972 314 36,530 24.4
Diabetes <0.001
No 32,713 93.7 143,129 95.6
Yes 2,194 6.3 6,503 4.4
CHD <0.001
No 31,024 88.9 139,062 929
Yes 3,883 111 10,570 71
AF <0.001
No 33,444 95.8 146,572 98.0
Yes 1,463 4.2 3,060 2.0
CHF <0.001
No 33,532 96.2 146,442 97.9
Yes 1,375 3.8 3,190 21
Hyperlipidemia <0.001
No 30,002 86.0 135,794 90.8
Yes 4,905 14.0 13,838 9.2
Smoking status <0.001
Non 12,869 36.9 55,441 87:1
Ex 10,590 30.3 36,393 243
Current 10,377 29.7 49,886 B8
Unknown 1,071 3 7912 53]
Alcohol consumption <0.001
None 6,901 19.8 25,236 16.9
Ex 466 13 1,503 1.0
Rare 21,782 62.4 90,814 60.6
Moderate 1,653 4.7 9,450 6.3
Heavy 156 0.5 994 0.7
Unknown 3,949 113 21,635 14.5
BMI, kg/m? <0.001
<20 1,352 39 8,523 5.7
20-24.9 9,152 26.2 49,231 329
25-30 10,985 S 43,093 288
>30 9,166 26.3 25,760 17.2
Unknown 4,252 122 23,025 15.4
Continued
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[ Table 1 Continued

AIT (n = 34,907)
No. %
Consultation rate®
1st quartile 506 15
2nd quartile 5,817 17.3
3rd quartile 12,218 36.3
4th quartile 15,102 449

No AIT (n = 149,632)

No. % p Value?®
<0.001
44,074 30.9
37,481 26.3
31,481 221
29,759 20.8

Abbreviations: AF = atrial fibrillation; AIT = autoimmune thyroiditis; BMI = body mass index; CHD = coronary heart
disease; CHF = congestive heart failure; IQR = interquartile range.

2 Calculated using x? tests and Wilcoxon rank-sum tests as appropriate.

b People with less than 3 months of follow-up were excluded (1,260 [3.6%)] exposed, 6,837 [4.6%)] unexposed).

lacked information on smoking, alcohol use, and
medication history).”'>?272¢ Also, studies included in-
dividuals with a history of stroke. This could explain
their slightly higher effect estimates, because thyroid
hormone status is often assessed at stroke units, re-
sulting in better AIT ascertainment in individuals
with a stroke history (who are at higher risk of a
subsequent stroke). Three of the studies were concep-
tually different from this study because they used
asymptomatic patients identified as hypothyroid by
laboratory tests who were mostly untreated with
thyroxine.”'*?°

We found differences between individuals with
and without AIT in the prevalence of traditional car-
diovascular risk factors at baseline. Individuals with
AIT were more likely to have AF and hypertension
at baseline compared to those without AIT; however,
they were not at increased risk of developing these
conditions during follow-up. This finding is consis-
tent with that from a recent population-based study
from Germany, which reported that hypothyroidism
was associated with prevalent but not incident hyper-
tension.* Hypertension and AF may not be on the
causal pathway between AIT and stroke, although the
differences we observed at baseline could represent
early changes induced by undiagnosed AIT. Differen-
ces in AF (and possibly hypertension) at baseline
between individuals with AI'T and those without could
also be explained by differences in ascertainment of
AT, if individuals with AF were more likely to have
thyroid-stimulating hormone levels measured.

Our main model of interest, adjusted for these
baseline variables, is based on the assumption that
pathologic mechanisms on the causal pathway to
stroke did not start until after AI'T diagnosis and ini-
tiation of thyroxine treatment. Thus, these factors
were treated as potential confounders. However, it
is likely that the date of AIT diagnosis/start of treat-
ment did not accurately capture start of disease.
Given that patients with AIT often present with non-
specific symptoms, diagnosis of AIT can be delayed.
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Thus, it is plausible that cardiovascular causal pro-
cesses could have started before formal diagnosis of
AIT. If so, model 3 (which adjusted for these varia-
bles) may have provided a conservative estimate of rel-
ative stroke risk, and model 2 might provide an
estimate closer to the true effect. However, the effect
estimates produced by these 2 models were similar;
also, the sensitivity analysis excluding all individuals
with cardiovascular disease-related conditions at
baseline showed results similar to the main analysis.
Our finding of a higher effect of AI'T on stroke risk
in the first year after diagnosis is compatible with the
hypothesis of increased cerebrovascular risk in pa-
tients with AI'T due to prediagnosis hypothyroidism
and the time taken to reduce this risk after thyroid
hormone replacement. There was no evidence for
an increasing effect with increased length of follow-
up (a possible proxy for a long-term effect mediated
by autoimmune processes). An alternative explana-
tion is that the observed effect of AIT on stroke was
caused by thyroxine treatment because thyroxine
can have a procoagulant effect.** However, if the
observed effect was due to thyroxine, we might expect
to have seen the excess stroke risk restricted to the
period soon after start of treatment, whereas the risk
remained increased 6 to 12 months after diagnosis in
our study. Moreover, a thyroxine-mediated effect
might also be expected to generate short-term differ-
ences in incidence of AF between patients with AIT
and individuals without AI'T because thyroxine in high
doses can induce AF; this was not the case. Neverthe-
less, we cannot exclude that some of the effect attrib-
uted to hypothyroidism could have been due to
thyroxine, and we were unable to examine this for-
mally because all patients with AIT received thyroxine.
This study has several strengths. We used a con-
siderably larger study population than all previous
studies, and thus had greater power to ascertain effect
estimates. We had information on a variety of poten-
tial confounding factors that could be considered in
the analysis. Unlike previous studies, we excluded



p Value®
0.191
0.033
0.010

Model 4¢

RR (95% CI)

1.0

1.06 (0.97-1.15)
1.0

1.13 (1.01-1.25)
1.0

1.10 (1.02-1.18)

p Value®
0.029
0.003

<0.001

Model 3¢

RR (95% CI)
1.10 (1.01-1.20)
1.16 (1.05-1.29)
1.0

1.13 (1.06-1.22)

1.0
1.0

p Value®
0.003
0.002

<0.001

Model 2°

RR (95% CI)

1.0

1.14 (1.04-1.24)
1.0

1.17 (1.05-1.30)
1.0

1.16 (1.08-1.24)

p Value®
0.005
0.002

<0.001

Model 1

RR (95% Cl)

1.0

1.13 (1.04-1.23)
1.18 (1.06-1.30)
1.14 (1.06-1.22)

1.0
1.0

Person-years
at-risk (in 1,000)

568.2
147.0
563.4
1453
558.9
1435

Events
2,254
711
1,423
482
3,312
1,065

No AIT
No AIT
AIT
No AIT
AIT

AIT
Stroke or TIA

Stroke
TIA

d Adjusted for current age, sex, alcohol, smoking, hypertension, atrial fibrillation, hyperlipidemia, and body mass index (time-updated). Diabetes, coronary heart disease, and congestive heart failure did not further

¢ Adjusted for current age, sex, alcohol, smoking, hypertension, atrial fibrillation, hyperlipidemia, and body mass index (all at baseline). Diabetes, coronary heart disease, and congestive heart failure status at baseline
change the effect.

[ Table 2 Multivariable analysis of the effect of AIT on stroke and TIA adjusted for covariates (and allowing for clustering in practice)
did not further change the effect.

b Adjusted for current age, sex, alcohol, smoking; calendar year and time in the study did not further change the effect.

Abbreviations: AIT = autoimmune thyroiditis; Cl = confidence interval; RR = rate ratio.

@ Adjusted for current age and sex only.

¢ Using likelihood ratio tests.

Figure 3 Effect of autoimmune thyroiditis on
stroke stratified by time since
diagnosis (first thyroxine script)

2
- - I
°
©
2
©
%
0

<1 1-2 3-4 5-7 >8
Time since diagnosis (in years)

<1 1.33 (1.14-1.56)
12 1.11 (0.91-1.35)
3-4 1.12(0.94-1.34)  0.077
5-7 0.94 (0.78-1.13)
>8 1.05 (0.79-1.39)

*Adjusted for current age, sex, alcohol, smoking, hyperten-
sion, atrial fibrillation, hyperlipidemia, and body mass index
(all at baseline) and allowing for clustering in practice.
**Using a likelihood ratio test to compare a model with
against a model without an interaction term for time since
diagnosis. Cl = confidence interval; RR = rate ratio.

individuals with a history of stroke, avoiding intro-
duction of bias. Moreover, excluding people with
other autoimmune diseases from our study popula-
tion enabled us to observe the effect of AIT unmod-
ified by other autoimmune disorders. This might not
have been the case in other studies, because patients
with AIT are at higher risk of acquiring other autoim-
mune disorders, some of which (e.g., rheumartoid
arthrids, type 1 diabetes) are associated with consider-
ably increased risk of cardio- and cerebrovascular
disease.'®%

Potential limitations of our study also need con-
sideration. Almost all noniatrogenic hypothyroidism
in the United Kingdom is due to AIT, and we
excluded individuals who had other reasons for hypo-
thyroidism. However, our Read code list included
nonspecific hypothyroidism codes, which increased
sensitivity of AIT diagnosis but could have included
a few non-AIT cases. Because hypothyroidism can
remain undiagnosed for an unspecified time, some
patients with AIT could have been misclassified as
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unexposed. This is likely to have happened largely
independently of subsequent stroke risk, and thus
may have driven the RR toward 1.0. Those with pre-
existing AF could have been more likely to have their
AIT diagnosed, which could have resulted in some
overestimation of the effect size of AIT on the risk
of stroke. However, our sensitivity analyses excluding
individuals with AF at baseline indicate that this is
unlikely to have been a major problem.

Differential misclassification of the outcome was
unlikely in this study because stroke is a serious con-
dition and should have been recorded equally in both
groups independent of AIT status, or health-seeking
behavior. However, we could not differentiate
between cases of ischemic and hemorrhagic stroke,

because 85% of stroke codes did not specify the

(comment:
Does L-thyroxine prevent or cause stroke in hypothyroidism?

The association between overt hypothyroidism and atherosclerotic risk fac-
tors, especially hypertension and dyslipidemia, is clear. To date, only a few small
and methodologically flawed epidemiologic studies have investigated the relation-
ship between hypothyroidism and stroke, precluding definitive conclusions. In the
current issue of Neurology®, Karch and Thomas' present a large well-designed
case-control study investigating this relationship. They compared 34,907 patients
with autoimmune thyroiditis on treatment with L-thyroxine and 149,632 matched
individuals without autoimmune thyroiditis from a UK primary care electronic
health record system. They found a slight increase in the risk of stroke in patients
with autoimmune thyroiditis (adjusted relative risk = 1.10, 95% confidence inter-
val: 1.01-1.20) compared with controls. Some of this increased risk of stroke was
independent of cardiovascular risk factors.

Overall, these data suggest that thyroid hormone deficiency may cause stroke
independent of atherosclerosis and hypertension. This raises the question of the
mechanism of the observed association. Some patients with overt hypothyroidism
and bleeding complications have an acquired von Willebrand syndrome, suggest-
ing an effect of thyroid hormones on von Willebrand factor synthesis.*> This study
defined stroke as ischemic or hemorrhagic, therefore some of the difference may be
explained by more bleeding events. Alternatively, 1-thyroxine treatment and not
low thyroid hormones per se could explain the increased risk. L-Thyroxine
increases coagulation factor levels, in particular von Willebrand factor and factor
VIIL, and inhibits fibrinolysis in a dose-dependent manner.> This may lead to a
temporarily increased ischemic stroke risk in patients with autoimmune thyroiditis
who have a higher prevalence of obesity, hypertension, diabetes, and atrial fibril-
lation.! This theory is supported by the observation of higher risk during the first
year after diagnosis (relative risk = 1.33, 95% confidence interval: 1.14-1.56)
compared with long-term follow-up.

Future epidemiologic studies should investigate stroke risk not only after but
also before L-thyroxine start and should discriminate between ischemic and hem-
orrhagic stroke.

1. Karch A, Thomas SL. Autoimmune thyroiditis as a risk factor for stroke: a historical
cohort study. Neurology 2014;82:1643-1652.

2. Stuijver DJ, Piantanida E, van Zaane B, et al. Acquired von Willebrand syndrome in
patients with overt hypothyroidism: a prospective cohort study. Haemophilia Epub
2013 Oct 14.

3. Van Zaane B, Squizzato A, Debeij ], et al. Alterations in coagulation and fibrinolysis
after levothyroxine exposure in healthy volunteers: a controlled randomized crossover
study. ] Thromb Haemost 2011;9:1816-1824.

Alessandro Squizzato, MD, PhD
Victor E.A. Gerdes, MD, PhD

From the Research Center on Thromboembolic Disorders and Antithrombotic Therapies (A.S.), Department of
Clinical Medicine, University of Insubria, Varese, Italy; and Department of Internal Medicine (V.EA.G.),
Slotervaart Hospital, Amsterdam, the Netherlands.

Study funding: No targeted funding reported.

Disclosure: The authors report no disclosures. Go to Neurology.org for full disclosures.
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stroke subtype, consistent with previous studies of
stroke using electronic health data.?®3¢ We hypothe-
sized that AIT might be associated specifically with
ischemic stroke because hypothyroidism is linked
with classic risk factors for ischemia.®'>-'82021.37
Moreover, carotid artery intima-media thickness
and AF, 2 large risk factors for ischemic stroke, have
been linked to AIT.*»**?” Ischemic stroke causes
approximately 80% of stroke cases in adults, and
effect sizes for TIA (an ischemic process) were com-
parable to those shown for stroke in our study, further
supporting that AIT is associated with ischemic
stroke. Nevertheless, AIT could also affect the risk
of hemorrhagic stroke, because hypothyroidism has
been shown to be associated with the development of
von Willebrand syndrome and bleeding events.*®

Individuals with AIT had higher consultation rates
than those without AIT. It is therefore possible that
they were more likely to be diagnosed and treated
for conditions such as hyperlipidemia or hyperten-
sion. Monitoring and prompt treatment of these con-
ditions could have decreased stroke risk associated
with these conditions and might partly explain the
relatively small increase in stroke risk associated with
AIT. Nevertheless, this study provides a realistic pic-
ture of the residual effect of AIT after standard treat-
ment and surveillance in the United Kingdom. Data
concerning the potential confounders of ethnicity and
socioeconomic status were not available. However,
socioeconomic status was partly accounted for by
allowing for clustering by practice.

Although THIN has been shown to be representa-
tive for the UK population, the results of this study
might not be generalizable to all patients with AIT.
We included only patients with AIT who received
thyroxine treatment. This excluded patients who
had never had hypothyroidism. If hypothyroidism is
on the causal pathway between AIT and stroke, the
observed effect relates to treated rather than all pa-
tients with AIT. Excluding individuals with AIT
who had a second autoimmune disorder allowed us
to pinpoint the specific effect of AIT, but may have
excluded some patients with AIT who had stronger
autoimmune processes and thus might not have cap-
tured all of the long-term risk of stroke mediated by
autoimmune pathology.

Our study has demonstrated a 10% to 14%
increased risk of stroke among patients with hypothy-
roid AIT after extensive consideration of confounding
and potential biases. Given the relatively high preva-
lence of AIT and the morbidity and mortality associ-
ated with stroke, even small increases in stroke risk
might be of high clinical relevance. The results of
our study highlight the potential for regular screening
for cardiovascular risk factors and preventive treat-
ment (e.g., with statins) in patients with AIT.
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