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Abstract
Introduction Hashimoto thyroiditis (HT) may lead to muscle weakness due to hypothyroid dysfunction. However, clinical 
experience treating patients with HT suggests that neuromuscular symptoms may develop in these patients despite long-
standing euthyroidism.
Methods In 24 euthyroid patients with HT and 25 healthy controls, physical fatigability was assessed using the arm move-
ment test (AMT) and 6-min walk test (6MWT). Fatigability was based on calculation of linear trend (LT) reflecting dynamic 
performance within subsequent constant time intervals. Perception of physical fatigue and muscle pain was analyzed using 
fatigue (FSMC) and pain questionnaires. Obtained results were correlated with clinical, neurophysiological and lab findings.
Results HT patients showed a negative LT in 6MWT significantly differing from stable performance in controls. LT in 
AMT did not differ between HT and controls. FSMC scores and pain perception revealed significantly higher levels in HT 
patients than in controls. Physical FSMC score was primarily influenced by pain perception (standardized regression coef-
ficient, beta = 0.633, p = 0.002). Neither pain score nor physical fatigue score showed a correlation with LT in 6MWT nor 
did mood, or anti-TPO antibody titer.
Conclusion A significant physical fatigability could be shown in euthyroid HT patients despite missing obvious neuromus-
cular deficits in routine testing. Further, elevated pain and fatigue perception in HT patients seem to contribute to nonspecific 
muscle complaints in these patients. A possible pathogenic role of thyroid autoimmunity in hidden neuromuscular involve-
ment may be suggested.
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Introduction

It is well known that neuromuscular symptoms can be asso-
ciated with thyroid dysfunction. Here, muscle weakness is 
observed more in hypothyroidism than in hyperthyroidism, 

exhibiting clinical features that suggest functional myopa-
thy [9]. Hashimoto thyroiditis (HT) is the most prevalent 
autoimmune disease worldwide [12]. It is a T cell-mediated 
disease characterized by elevated levels of serum anti-thy-
roidperoxidase (anti-TPO) antibodies (ab) and shows a typi-
cal sonographic pattern. HT mostly leads to hypothyroid-
ism. Neuromuscular symptoms in hypothyroidism alone are 
reported in 30–80% of patients, and these symptoms usually 
improve or disappear when the hypothyroid state is corrected 
[12]. However, some symptoms of HT, such as profound 
fatigue, poor sleep quality, and muscle pain, frequently per-
sist as an interfering symptom burden not related to hypothy-
roidism, but rather to the autoimmune disease itself [12, 14, 
27]. Total thyroidectomy seemed to improve health-related 
quality of life and fatigue in these patients [12].

Prospective data on neuromuscular involvement in HT 
patients are rare. The aim of this study therefore was to 
investigate the prevalence of neuromuscular symptoms 
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and to assess objective motor fatigability in euthyroid HT 
patients beyond electrophysiological findings, muscle pain, 
and subjective fatigue.

Methods

Patients/sample

A total of 24 HT patients (23 women, 1 man) aged 21 to 
69 years [mean (M) = 39.0, standard deviation (SD) = 12.6] 
and 25 healthy controls (23 women, 2 men) aged 23–64 years 
(M = 36.1, SD = 13.5) were prospectively included in the 
study (Table 1). Age and gender did not differ in the two 
groups. Only patients in whom the thyroid gland had not 
been resected were included in the study.

The diagnosis of HT was based on positive testing of 
serum anti-TPO ab and a typical inflammatory pattern in 
thyroid ultrasound. Values of current anti-TPO ab are shown 
in Table 1.

All HT patients were on thyroid replacement therapy and 
thyroid gland function had been normal for at least 6 months 
at the time of the examination. According to the protocol, no 
patient was taking steroids (for clinical details, see Table 1) 
or suffered from a manifest neuromuscular disease. No 
pathologic decrement in repetitive nerve stimulation (RNS) 
of the accessory nerve was observed in any patient before 
physical testing. Patients and controls with other neurologi-
cal disease or relevant cardiac, pulmonary, and orthopedic 
limitations that might potentially have a significant impact 
on current exercise tolerance, such as sleep apnea syndrome 
or limiting mobility, were excluded from the study. Other 
exclusion criteria were history of drug or alcohol abuse, 
psychiatric illnesses, or considerable limitations in hearing 
or vision.

The study was approved by the local ethics committee 
of the Medical Faculty of the University Halle-Wittenberg. 

Written informed consent was obtained from all participants 
before study inclusion.

Clinical examination

After inclusion in the study, all patients were carefully 
clinically examined. In all patients, rheumatic disease was 
excluded according to the American Rheumatic Association 
criteria [1]. Sensory and motor function, including paresis 
(including functional testing of squats and hop ons), walking 
characteristics, and sensory and coordination skills, were 
carefully documented by the same neurologist (Table 2). 
Patients were questioned for clinical symptoms of neu-
ropathy, such as dysesthesia, burning sensations, muscle 
cramps, myalgia, weakness, and arthralgia. Dynamometer 
testing with a hydraulic hand dynamometer (©2008, Reha-
forum MEDICAL) was used to quantify maximal strength 
(in pounds) in isometric contraction of the hand (determined 
in 3 runs).

In addition, nerve conduction velocities (NCV) of sural 
and tibial nerves, including F-waves, were measured. A 
NCV of at least 40 m/s and amplitudes of at least 5 mV 
(tibial nerve) and 5 µV (sural nerve) were deemed as normal. 
An electromyography (EMG) of vastus, tibial, and paraver-
tebral muscles of 10th thoracal level was performed.

Physical testing methods

Arm movement test (AMT) [15]

In a sitting position, subjects were asked to hold a stand-
ardized item weighing 500 g (filled water bottle, easily 
manageable for all participants) with the arm horizontally 
outstretched and to move it repeatedly between 2 points, 
forming a horizontal quarter circle as rapidly as possible. 
Within 90 s of testing, the number of correct bottle place-
ments (taps) was assessed in 6 subintervals (15 s each). 
The mean number of taps per subinterval was indicated as 

Table 1  Characteristics of 
patients and controls

None of the parameters were significantly different in patients and controls
SD standard deviation, SE standard error of the mean

Hashimoto patients Controls

Number of participants, m:f 24; 1:23 25; 2:23
Age, years, mean (SD, SE) 39.0 (12.6, 2.6) 36.1 (13.5, 2.7)
BMI, mean, (SD, SE) 25.07 (4.8; 1.0) 23.01 (3.0; 0.6)
BMI < 25/25–30/ > 30–35 48%/35%/17% 68%/32%/0
Duration of illness, months, mean (SD,SE) 73.3 (58.2, 11.9)
Smoker 7 (29.2%) 5 (20%)
Lab analysis
Anti TPO ab above 35 IU/ml at examination 18/24 (75%)
Anti-TPO range (IU/ml) 38–600 (median 211)
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individual motor performance level in AMT. RNS of acces-
sory nerve was performed directly within 1 min before and 
after finishing the test to unmask any neuromuscular trans-
mission defect [18].

6‑min‑walk‑test (6MWT)

Performance of 6MWT followed a standard protocol [15]. 
Participants were asked to walk for 6 min on a hard, flat 
surface as fast as they were able to. Distance (in meters) 
traveled per minute was measured. This gave 6 consecu-
tive results of subintervals. The mean distance achieved per 
subinterval represented the individual motor performance 
level on the 6MWT.

Questionnaire assessments

Additionally, HT patients and control subjects completed the 
following validated questionnaires:

Fatigue Scale for Motor and Cognitive Function (FSMC) 
[20]. This 20-item, comprehensive, self-report questionnaire 
assesses cognitive and physical fatigue in two subscales 

(maximum value per subscale: 50) in MS patients. For the 
subscale of cognitive and physical fatigue, scores above 22 
were defined as “mild”, above 28 as “moderate”, and above 
34 as “severe” fatigue [20].

Pittsburgh Sleep Quality Index (PSQI), an 18-item 
assessment of subjective sleep quality during the preceding 
4 weeks [5].

Center for Epidemiological Studies Depression Scale-
Short Form (CES-D-SF) [24], an assessment of mood, 
somatic complaints, and motor inhibition during the last 
week.

PSQI and CES-D were applied to unmask confounder 
effects of sleep disturbances on physical performance and 
perception of fatigue which could be ruled out in regression 
analysis.

Pain scores

Brief pain inventory (BPI) was used to assess pain in both 
groups [8]. The pain severity score includes different pain 
levels, including current pain. The pain interference score 

Table 2  Clinical and 
neurophysiological 
characteristics of patients

SD standard deviation, SE standard error of the mean
* Intolerance of temperature and touch, burning
** Motor unit action potential

Hashimoto patients, n = 24

Muscular symptoms (patient reported)
A Exercise-induced weakness 13/24
B Cramps 7/24
C Myalgia 5/24
2 out of A/B/C 5/24
3 out of A/B/C 2/24
Sensory neuropathy
Paresthesia 1/24
Numbness including reduced vibration sense 4/24
Small fibre symptoms* None
Sensory ataxia 1/24
Autonomic neuropathy 1 (Hyperhidrosis)
Decreased ankle jerk 1/24
Weakness or foot muscle atrophy 0/24
Neurophysiology
Pathologic decrement in 3 Hz stimulation 0/24
Motor neuropathy (measuring NCV of tibial nerve) 0/24
Sensory neuropathy (measuring NCV of sural nerve) 2/24 (1 mild axonal, 1 moderate axonal)
Configuration of MUAPs**
M. vastus lateralis 24/24 normal
M. tibialis anterior 23/24 normal, 1/24 mild neurogenic
Paravertebral thoracic 10 23/23 normal
Increased insertional activity 3/24 (2 M. tib. ant, 1 thoracic paravertebral)
Positive sharp waves 2/24 (1 M. vast. lat., 1 thoracic paravertebral)
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is based on social life, mood, sleep, walking, and working 
activities [8].

Test sequence

AMT and 6MWT were run after the clinical neurological 
examination. Before and after completing the tests, partici-
pants assessed their current, perceived physical and cogni-
tive performance level using a 10-point Visual Analog Scale 
(VAS) ranging from one (very low) to 10 (very high).

Data analysis

Linear trend (LT) was calculated to measure physical fati-
gability as the dynamic in AMT and 6MWT performance, 
using the subsequently recorded number of taps (bottle 
placements in AMT) and distance achieved (6MWT) within 
fixed 15-s and 60-s time intervals, respectively [4, 15, 25].

The LT for the 6MWT and AMT was calculated accord-
ing to the formula below [4, 15]. The result “R” (including 
R1 to R6) represents the distance reached in each of 6 inter-
vals in walking (6MWT) and, accordingly, the bottle taps in 
6 time intervals (AMT).

Thus, LT was applied to reflect the degree of deviation 
from a constant course of performance. An LT of 0 describes 
a stable performance; an LT < 0 indicates a decline in perfor-
mance and is a correlate of physical fatigability. The LT is 
independent of the absolute level of performance in accord-
ance with the formula.

A t test for unpaired samples was run to compare results 
of HT patients and the control group in the physical testing 
parameters and the questionnaire scores (Table 3). In cases 
of variance inhomogeneity, the Mann–Whitney–Wilcoxon U 
Test was appropriately applied as an alternative nonparamet-
ric testing method. Testing was evaluated using IBM SPSS 
Statistics Version 23.0. 

Results

Neurological assessment and neurophysiological 
findings

At clinical examination, no weakness of the extremities was 
discovered in HT patients. The most dominant finding was 
sensory neuropathy (especially on feet), which could only be 
demonstrated neurophysiologically in 2 of the 24 patients. 
EMG revealed increased insertional activity in 3 of the 24 

LT
6MWT/AMT

=
[(−5 × R1) + (−3 × R2) + (−1 × R3) + (1 × R4) + (3 × R5) + (5 × R6)]

70

patients and positive sharp waves in 2 of the 24 patients. 
Muscle action potential analysis and recruitment pattern did 
not reveal any abnormalities consistent with myopathy. All 
clinical and neurophysiological findings are summarized in 
Table 2.

Blood tests

Creatine kinase (CK), myoglobin, and thyroid hormone 
(FT3, TSH) levels were normal.

All HT patients were negative for ab against titin, muscle 
specific tyrosine kinase (MuSK) receptor, low-density lipo-
protein receptor-related protein 4 (LRP4), aquaporin, glu-
tamic acid decarboxylase (GAD), voltage-gated potassium 
channels, acetylcholine receptor (AChr) ab, and antinuclear 
ab.

Objective measurement of physical fatigability

There was no difference between groups in dynamometer 
grip and motor performance levels in both AMT and 6MWT 
(Table 3). The mean value of the LT in AMT was positive 
and did not differ between groups (Fig. 1).

In 6MWT, LT in HT patients was negative and signifi-
cantly differed from the control group, indicating a gradual 
decrease in walking performance as an objective param-
eter of fatigability (Table 3, Fig. 2). However, control sub-
jects also presented with a slightly negative LT in 6MWT 
(Table 3). In HT patients, LT correlated with motor per-
formance level in 6MWT (Pearson correlation coefficient 
r = 0.69, p < 0.001) but not in AMT. This means that cumula-
tive walking distances were longer in patients with positive 
LT. An influence of mood (CES-D-SF) and sleep quality 
(PSQI) as well as pain, ab titer, and Body Mass Index (BMI) 
on LT could be excluded in regression analysis.

Questionnaires: fatigue, pain, sleep, and mood

A significant difference was evident between HT patients 
and controls regarding sleep quality (PSQI) (p < 0.001) and 
CES-D-SF assessment (p < 0.05) (Table 3).

Self-assessment of the FSMC scores revealed signifi-
cantly higher fatigue levels in HT patients than in controls 
as well as increased pain perception (Table 3). Based on 
FSMC score, 18/25 (72%) control subjects did not experi-
ence physical fatigue, whereas in the HT group, 3/24 (7.5%) 
patients presented with mild, 4/24 (17%) with moderate, and 
8/24 (33%) with severe physical fatigue.
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In regression analysis, the physical FSMC score was 
primarily influenced by pain perception (standardized 
regression coefficient beta = 0.633, p = 0.002), whereas 
an effect of all other correlating factors (PSQI r = 0.61**, 
CES-D-SF r = 0.52**, pain interference score r = 0.55**) 
could be ruled out in regression analysis.

Pain severity scores moderately correlated with BMI 
(r = 0.64**, beta = 0.3, p = 0.001) and PSQI (r = 0.49*, 
beta = 0.341, p = 0.039) and the pain interference score 
also correlated with BMI (r = 0.546**, beta = 0.397, 
p = 0.001) and FSMC cumulative score (r = 0.722**, 
beta = 0.561, p = 0.039).

Neither pain score nor physical fatigue scores showed 
a correlation with 6MWT-LT nor did anti-TPO ab titer, 
disease duration, or CES-D-SF score.

Discussion

Neuromuscular findings in HT 
including neurophysiology

Clinical experience treating patients with chronic lympho-
cytic thyroiditis (HT) suggests that common neuromuscu-
lar symptoms develop in these patients despite long-stand-
ing euthyroidism [2]. In our study, 13/24 (54%) patients 
reported physical exhaustion in everyday life. Seven/24 
(29%) suffered from cramps, and 5/24 (21%) from myalgia. 
This is in line with the results of Villar et al. [28], showing 
that 9/10 HT patients reported muscular cramps and 7/10 
of HT patients distal weakness. Proximal weakness was 
not observed. Giuffrida reported that 28/62 HT patients 
with a normal thyroid function suffered from myalgia [11].

Table 3  Physical testing 
procedures and assessment 
scores

AMT arm movement test [15], 6MWT 6 min walk test [15], M mean,  SD standard deviation, CES-D-SF 
Center for Epidemiological Studies Depression Scale-Short Form [24], PSQ Pittsburgh Sleep Quality 
Index [5], VAS visual analog scale (Subjective rating of physical performance level), FSMC fatigue scale 
for motor and cognitive function [20]
** p < 0.005, *p < 0.05 (p value; unpaired t test, 2-sided, comparing Hashimoto patients with controls)

Hashimoto patients 
(M ± SD)

Controls (M ± SD)

Number of participants 24 25
Physical fatigue assessment
  Dynamometer

  Grip [pounds] 61.1 ± 18.6 63.4 ± 10.6
 Arm movement test (AMT)
  Number of taps/15 s (Motor performance level) 28.2 ± 7.03 29.1 ± 8.5
  Linear trend 0.11 ± 0.46 0.12 ± 0.64

 6-min walk test (6MWT)
  Distance /60 s, m (Motor performance level) 92.15 ± 16.7 98.9 ± 13.1

   Linear trend (LT) − 0.93 ± 1.79* − 0.01 ± 0.78
Questionnaire scores
 Pain perception
  Pain severity score 2.2 ± 2.48** 0.23 ± 0.6
  Pain interference score 2.3 ± 2.73** 0.12 ± 0.39

 Physical performance level
  VAS before testing (range 0–10) 6.6 ± 1.9* 7.8 ± 1.6
  VAS after testing (range 0–10) 6.2 ± 2.3** 7.8 ± 1.7

 Cognitive performance level
  VAS before testing (range 0–10) 7.0 ± 1.8 7.8 ± 1.4
  VAS after testing (range 0–10) 7.2 ± 1.9 7.9 ± 1.4

 Others
  CES-D-SF (range 0–45) 13.7 ± 7.5* 8.9 ± 5.1
  PSQI (range 0–21) 7.6 ± 3.4** 4.3 ± 2.9
  FSMC total (range 20–100) 61.4 ± 20.7** 31.7 ± 9.6
  FSMC cognitive (range 10–50) 31.0 ± 11.2** 15.8 ± 4.6
  FSMC physical (range 10–50) 30.4 ± 10.3** 16.9 ± 7.4
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In the early course of thyroid diseases, sensorimotor 
axonal neuropathy has been reported in 40% of patients 
with hypothyroidism and 20% with hyperthyroidism [9], 
whereas El-Salem described demyelinating neuropathy in 
52% of asymptomatic patients with hypothyroidism [10]. 
These findings, together with muscle weakness in 38% of 
patients with hypo- and 62% with hyperthyroidism, respec-
tively, are primarily explained by metabolic dysfunction [9]. 
Data on neuropathy (not further specified) in euthyroid HT 
patients are rare and that study showed a prevalence of 6/53 
cases (11.1%) [2]. Indeed, Bai postulated that neuropathy 
was neither closely correlated to thyroid function nor to ab 

titer. In our series, sensory neuropathy was clinically evident 
in 4/24 (16.7%) and could be reproduced as sural axonal 
damage in NCV in 2 patients, which might indicate that 
the fibers were mildly affected in a certain way. Consistent 
with Villar [28], NCV was normal in all patients. However, 
in a 52-year-old woman, motor neuropathy was found only 
by neurogenic firing in distal leg muscles in EMG and cor-
related with reduced ankle jerk. We agree with Bai [2] that 
neuropathy occurs more often in patients with chronic HT. 
Our patients affected by neuropathy were aged between 45 
and 69 years, suggesting that persisting autoimmune dys-
function might predispose to neuropathy.

Fig. 1  Linear trend in AMT. 
AMT arm movement test, SE 
standard error

Fig. 2  Linear trend in 6MWT. 
6MWT 6 min walk test, SE 
standard error
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In addition, the presence of myopathy has been sus-
pected in HT according to previous case series that 
included histological data [2, 17, 26, 28]. Here, focal 
muscle inflammation, common in autoimmune diseases, 
could be demonstrated in 10/10 HT patients [28]. Histo-
logical changes also included moderate-to-severe atrophy, 
necrosis, and muscle capillary alterations, increased pro-
portion of type II fibers, and positive reactions for immu-
noglobulin in 80% of patients [17, 28]. Necrosis was not 
sufficiently widespread to increase CK levels [28]. In HT, 
augmented metabolic effects due to endocrine dysfunction 
are thought to affect muscle pathology, but autoimmune 
processes might directly induce myopathy, too [10]. How-
ever, in the series by El-Salem, the intensity of clinical 
symptoms was not related to muscle findings, the EMG 
results, or to the functional state of the thyroid gland [28].

In our patients, there were no myogenic changes in 
EMG, but in 5/24 either positive sharp waves or increased 
insertional activity was found, which might be indicative 
for some mild myopathy (Table 2). This is in contrast to 
Villar’s data, demonstrating normal EMG (without abnor-
mal spontaneous activity) at rest but low amplitudes and 
short-duration polyphasic motor unit potentials in 5/10 
patients during contractions (more frequently found in del-
toid and quadriceps femoris muscles). These data and the 
aforementioned histological findings should be interpreted 
with caution, however, as in 5/10 patients, thyroid function 
was subclinical or overtly deficient due to HT [28].

Especially pathologic spontaneous activity in paraver-
tebral muscles might suggest existing myopathy [21]. In 
our study, only 2 patients presented slight paravertebral 
abnormalities (Table 2). However, we argue that histologi-
cal muscle pathology in HT is suspected to be focalized 
and therefore may explain different findings in EMG as 
well [28]. Elevated CK may be apparent owing to thyroid 
hormone disorders not correlating with weakness or hor-
mone levels [9]. None of our patients showed an elevated 
CK level.

Autoimmune pattern in HT patients

Autoimmune patterns in thyroid diseases are well known and 
could be diagnosed in 92 (26.8%) of myasthenia gravis (MG) 
patients, including in 4.4% with Graves’ disease, 9% with 
HT, and 13.4% with antithyroid ab only [16]. MG coexisting 
with autoimmune thyroid diseases follows a milder course 
than MG alone. On the other hand, elevated AChR ab were 
found in 13/53 (24.5%) HT patients [2]. This might at least 
partially explain the high rate of 13/29 (44.8%) patients with 
neuromuscular disorders in this cohort. In our patients, no 
ab predisposing to MG or other autoimmune disease except 
for thyroid disease was found.

Objective fatigability in HT patients

Fatigability can be determined by applying the LT method 
as we previously showed in MG patients [15]. Based on this 
method, we revealed a significant physical fatigability in HT 
patients compared to controls in 6MWT. Fatigability from a 
repetitive arm movement task in HT was not evident.

Consistent with data in MG patients, HT patients with a 
higher motor walking level showed a reduced fatigability in 
6MWT (in regression analysis correlation of motor perfor-
mance level with LT in 6MWT beta = 0.681, p = 0.001)[15]. 
However, in HT patients, the performance level in 6MWT 
declined more impressively (LT mean − 0.93 ± 1.79 SD) 
than in MG patients (LT mean − 0.62 ± 1.43) [15]. This 
is remarkable as HT patients were younger and their per-
formance level was higher than for MG patients (mean 
92.15 ± 16.7 versus 61.6 ± 21.8, respectively) [15].

Based on regression analysis, neither disease duration nor 
ab titre, pain scores, BMI, mood, or sleep quality scores 
nor subjective fatigue perception (FSMC) affected objective 
fatigability. Therefore, we suggest that fatigability in 6MWT 
seems to be a suitable independent and objective parameter 
of neuromuscular involvement in HT. The cause of fati-
gability is not well understood yet. We argue that it might 
be explained by coexisting hidden autoimmune inflamma-
tory mechanisms and metabolic dysfunction, especially in 
proximal muscle groups, which contribute to neuromuscular 
involvement in Hashimoto patients.

Association of pain and subjective fatigue in HT 
patients

Patients with HT often report profound fatigue, but also poor 
sleep quality and both muscle and joint tenderness. How-
ever, these symptoms sometimes consistently persist despite 
a euthyroid status while receiving hormone substitution [6, 
12, 14, 19, 27]. Consistent with these data, we found that 
pain and fatigue perception is significantly increased in HT 
patients compared to controls. Here, 50% of HT patients 
reported proximal muscle pain, 25% other neck pain involve-
ment. Pain was lancing in 5/12, burning in 4/12, and dull in 
6/12 patients. This is consistent with a previous study report-
ing on 6/10 patients with muscle pain associated with cold 
[28] and fatigue ranging from 57 to 82% [12, 28]. Persistence 
of pain and fatigue as possible signs of muscle disturbances 
in HT patients despite long-standing, adequate thyroid hor-
mone replacement is somewhat obscure. One hypothesis 
holds that complete muscle recovery takes a long time after 
hormonal levels normalize. However, chronic autoimmune 
mechanisms, and not subclinical hypothyroidism alone, are 
postulated to predispose to muscle pain (including pain and 
fatigue in VAS) in HT patients [3, 7, 11, 22]. Consistent with 
this, fatigue declined significantly from 82 to 35% by thyroid 
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surgery, correlating also with decline in ab and improvement 
in health-related quality of life (SF 36) [12, 23].

In our study, pain perception seems to moderately cor-
relate with BMI and PSQI scores but not with objective fati-
gability (LT), anti-TPO ab titer, or mood. Mood and sleep 
quality in HT patients were significantly deteriorated in 
comparison to controls. However, an influence of mood and 
sleep on objective physical fatigability measurements or on 
physical FSMC was not found.

In our patients, pain perception did strongly corre-
late with physical FSMC score in regression analysis 
(beta = 0.633**). This emphasizes the well-known impact 
of musculoskeletal pain on the biopsychosocial perspective, 
including its downstream effects on contextual factors, such 
as sleep interruption, fatigue, depressed mood, activity limi-
tations, and participation restrictions [13]. This should direct 
our attention to more frequent, nonspecific complaints in 
women with HT in the absence of other systemic comorbidi-
ties and regardless of thyroid functional status.

Conclusion

In our study, a significant physical fatigability could be 
shown in euthyroid HT patients. Fatigability may develop 
despite normal clinical, neurophysiological, and laboratory 
criteria. Furthermore, pain and fatigue were significantly ele-
vated in HT patients and correlated with each other. Our find-
ings strengthen the theory of a possible pathogenic role of 
thyroid autoimmunity in hidden neuromuscular involvement 
and nonspecific muscle complaints in these patients. There-
fore, conducting LT testing in 6MWT to evaluate walking 
fatigability might constitute a valuable additional diagnostic 
tool. Increased attention to pain and fatigue assessment may 
help to manage symptoms better in HT patients.

Author contributions BJ, OU, BT, AS and SZ conceptualized and 
designed the study. BJ, OU, TB, AS and SZ were involved with data 
acquisition and analysis. BJ, AS and SZ drafted the manuscript. All 
authors edited the manuscript.

Funding Open Access funding enabled and organized by Projekt 
DEAL. No funding was received for the conduction of this study.

Data availability Data available from the authors upon request.

Compliance with ethical standards 

Conflicts of interest None of the authors has any conflict of interest 
to disclose.

Ethics approval We confirm that we have read the Journal’s position 
on issues involved in ethical publication and affirm that this report is 
consistent with those guidelines.

Consent to participate The study was approved by the local ethics 
committee of the Medical Faculty of the University Halle-Wittenberg. 
Written informed consent was obtained from all participants before 
study inclusion.

Consent for publication The patients gave their consent for publication.

Open Access This article is licensed under a Creative Commons Attri-
bution 4.0 International License, which permits use, sharing, adapta-
tion, distribution and reproduction in any medium or format, as long 
as you give appropriate credit to the original author(s) and the source, 
provide a link to the Creative Commons licence, and indicate if changes 
were made. The images or other third party material in this article are 
included in the article’s Creative Commons licence, unless indicated 
otherwise in a credit line to the material. If material is not included in 
the article’s Creative Commons licence and your intended use is not 
permitted by statutory regulation or exceeds the permitted use, you will 
need to obtain permission directly from the copyright holder. To view a 
copy of this licence, visit http://creat iveco mmons .org/licen ses/by/4.0/.

References

 1. Aletaha D, Neogi T, Silman AJ, Funovits J, Felson DT, Bingham 
CO 3rd, Birnbaum NS, Burmester GR, Bykerk VP, Cohen MD, 
Combe B, Costenbader KH, Dougados M, Emery P, Ferraccioli G, 
Hazes JM, Hobbs K, Huizinga TW, Kavanaugh A, Kay J, Kvien 
TK, Laing T, Mease P, Ménard HA, Moreland LW, Naden RL, 
Pincus T, Smolen JS, Stanislawska-Biernat E, Symmons D, Tak 
PP, Upchurch KS, Vencovsky J, Wolfe F, Hawker G (2010) 2010 
rheumatoid arthritis classification criteria: an American college of 
rheumatology/European league against rheumatism collaborative 
initiative. Ann Rheum Dis 69:1580–1588

 2. Bai Y (1990) Neuropathy and myopathy in patients with chronic 
lymphocytic thyroiditis. Zhongguo yi xue ke xue yuan xue bao 
Acta Acad Med Sini 12:296–299

 3. Bazzichi L, Rossi A, Zirafa C, Monzani F, Tognini S, Dardano 
A, Santini F, Tonacchera M, De Servi M, Giacomelli C, De Feo 
F, Doveri M, Massimetti G, Bombardieri S (2012) Thyroid auto-
immunity may represent a predisposition for the development of 
fibromyalgia? Rheumatol Int 32:335–341

 4. Burschka JM, Keune PM, Menge U, Hofstadt-van Oy U, 
Oschmann P, Hoos O (2012) An exploration of impaired walk-
ing dynamics and fatigue in multiple sclerosis. BMC neurology 
12:161

 5. Buysse DJ, Reynolds CF 3rd, Monk TH, Berman SR, Kupfer DJ 
(1989) The Pittsburgh sleep quality index: a new instrument for 
psychiatric practice and research. Psychiatry Res 28:193–213

 6. Cakir M, Samanci N, Balci N, Balci MK (2003) Musculoskeletal 
manifestations in patients with thyroid disease. Clin Endocrinol 
59:162–167

 7. Chiovato L, Latrofa F, Braverman LE, Pacini F, Capezzone M, 
Masserini L, Grasso L, Pinchera A (2003) Disappearance of 
humoral thyroid autoimmunity after complete removal of thyroid 
antigens. Ann Intern Med 139:346–351

 8. Cleeland CS, Ryan KM (1994) Pain assessment: global use of the 
brief pain inventory. Ann Acad Med Singapore 23:129–138

 9. Duyff RF, Van den Bosch J, Laman DM, van Loon BJ, Linssen 
WH (2000) Neuromuscular findings in thyroid dysfunction: a pro-
spective clinical and electrodiagnostic study. J Neurol Neurosurg 
Psychiatry 68:750–755

 10. El-Salem K, Ammari F (2006) Neurophysiological changes in 
neurologically asymptomatic hypothyroid patients: a prospective 

http://creativecommons.org/licenses/by/4.0/


2449Journal of Neurology (2021) 268:2441–2449 

1 3

cohort study. J Clin Neurophysiol Off Publ Am Electroencepha-
logr Soc 23:568–572

 11. Giuffrida G, Bagnato G, Campenni A, Giovinazzo S, Keller KP, 
Alibrandi A, Roberts WN, Trimarchi F, Ruggeri RM (2020) Non-
specific rheumatic manifestations in patients with Hashimoto’s 
thyroiditis: a pilot cross-sectional study. J Endocrinol Invest 
43:87–94

 12. Guldvog I, Reitsma LC, Johnsen L, Lauzike A, Gibbs C, 
Carlsen E, Lende TH, Narvestad JK, Omdal R, Kvaloy JT, Hoff 
G, Bernklev T, Soiland H (2019) Thyroidectomy versus medi-
cal management for euthyroid patients with hashimoto disease 
and persisting symptoms: a randomized trial. Ann Intern Med 
170:453–464

 13. Hawker GA (2017) The assessment of musculoskeletal pain. Clin 
Exp Rheumatol 35(Suppl 107):8–12

 14. Jonklaas J, Bianco AC, Bauer AJ, Burman KD, Cappola AR, Celi 
FS, Cooper DS, Kim BW, Peeters RP, Rosenthal MS, Sawka AM, 
American Thyroid Association Task Force on Thyroid Hormone 
R (2014) Guidelines for the treatment of hypothyroidism: pre-
pared by the American thyroid association task force on thyroid 
hormone replacement. Thyr Off J Am Thyr Assoc 24:1670–1751

 15. Jordan B, Mehl T, Schweden TLK, Menge U, Zierz S (2017) 
Assessment of physical fatigability and fatigue perception in 
myasthenia gravis. Muscle Nerve 55:657–663

 16. Kubiszewska J, Szyluk B, Szczudlik P, Bartoszewicz Z, Dutkie-
wicz M, Bielecki M, Bednarczuk T, Kostera-Pruszczyk A (2016) 
Prevalence and impact of autoimmune thyroid disease on myas-
thenia gravis course. Brain Behav 6:e00537

 17. Marquez A, Finol HJ, De Blanco MC, Adjounian H, Pulido-Men-
dez M (2001) Skeletal muscle microvascular alterations in euthy-
roid and hypothyroid patients with autoimmune thyroid disease. 
J Submicrosc Cytol Pathol 33:425–432

 18. Oh SJ, Nagai T, Kizilay F, Kurt S (2014) One-minute exercise 
is best for evaluation of postexercise exhaustion in myasthenia 
gravis. Muscle Nerve 50:413–416

 19. Ott J, Promberger R, Kober F, Neuhold N, Tea M, Huber JC, Her-
mann M (2011) Hashimoto’s thyroiditis affects symptom load and 
quality of life unrelated to hypothyroidism: a prospective case-
control study in women undergoing thyroidectomy for benign 
goiter. Thyr Off J Am Thyr Assoc 21:161–167

 20. Penner IK, Raselli C, Stocklin M, Opwis K, Kappos L, Cala-
brese P (2009) The fatigue scale for motor and cognitive func-
tions (FSMC): validation of a new instrument to assess multiple 
sclerosis-related fatigue. Mult Scle 15:1509–1517

 21. Posa A, Niskiewicz I, Emmer A, Kluge Y, Kornhuber ME (2017) 
Motor unit potentials of the erector spinae muscle by concentric 
needle electromyography. Brain Behav 7:e00627

 22. Promberger R, Hermann M, Ott J (2012) Hashimoto’s thyroiditis 
in patients with normal thyroid-stimulating hormone levels. Exp 
Rev Endocrinol Metabol 7:175–179

 23. Promberger R, Hermann M, Pallikunnel SJ, Seemann R, Meusel 
M, Ott J (2014) Quality of life after thyroid surgery in women with 
benign euthyroid goiter: influencing factors including Hashimoto’s 
thyroiditis. Am J Surg 207:974–979

 24. Radloff LS (1977) The CES-D Scale. A Self-Report Depression 
Scale for Research in the General Population. Appl Psychol Meas 
1:385–401

 25. Reinard J Communication research statistics. SAGE Publications 
2006: Thousand Oaks, California (ISBN No: 9780761929871)

 26. Rodolico C, Toscano A, Benvenga S, Migliorato A, Vita G (1998) 
Skeletal muscle disturbances may precede clinical and laboratory 
evidence of autoimmune hypothyroidism. J Neurol 245:555–556

 27. Saravanan P, Chau WF, Roberts N, Vedhara K, Greenwood R, 
Dayan CM (2002) Psychological well-being in patients on “ade-
quate” doses of l-thyroxine: results of a large, controlled commu-
nity-based questionnaire study. Clin Endocrinol 57:577–585

 28. Villar J, Finol HJ, Torres SH, Roschman-Gonzalez A (2015) Myo-
pathy in patients with Hashimoto’s disease. Invest Clin 56:33–46


	Physical fatigability and muscle pain in patients with Hashimoto thyroiditis
	Abstract
	Introduction 
	Methods 
	Results 
	Conclusion 

	Introduction
	Methods
	Patientssample
	Clinical examination
	Physical testing methods
	Arm movement test (AMT) [15]
	6-min-walk-test (6MWT)

	Questionnaire assessments
	Pain scores
	Test sequence
	Data analysis


	Results
	Neurological assessment and neurophysiological findings
	Blood tests
	Objective measurement of physical fatigability
	Questionnaires: fatigue, pain, sleep, and mood

	Discussion
	Neuromuscular findings in HT including neurophysiology
	Autoimmune pattern in HT patients
	Objective fatigability in HT patients
	Association of pain and subjective fatigue in HT patients

	Conclusion
	References




