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Background and Objectives: Low free triiodothyronine (FT3) is usually associated with
worse functional outcome in critical illness; however, the information on thyroid
dysfunction and autoimmune encephalitis (AE) is limited. This study aims to evaluate
the clinical prognostic value of thyroid function and low-T3 syndrome in patients with
multiple subtypes of AE.

Methods: In this retrospective study, we identified the hospital records of 319 candidate
patients with AE admitted between January 2016 and December 2020. We then
extracted the clinical features and outcomes. Modified Rankin scale (mRS) scores were
used to evaluate the patients’ neurological function. The serum levels of FT3, free
thyroxine (FT4), and thyroid-stimulating hormone (TSH) were measured upon
admission. Normal thyroid stimulating hormone level with FT3 below the lower limit of
the reference interval (2.63 nmol/L) was defined as low-T3 syndrome.

Results: A total of 237 AE cases remained after screening. Among these, 57.81% (137/
237) were men and the average age at onset was 41y (interquartile range, 12-61 y). We
found that 83.54% (198/237) of the patients had a good prognosis, and 16.46% (39/237)
had a poor prognosis. Abnormal thyroid function was observed in 30.80% of these
patients, with a relatively greater prevalence in the group with a poor prognosis (p <
0.001). The serum FT3 levels in the poor-prognosis group were significantly lower than
those in the good-prognosis group (p < 0.001). Low-T3 syndrome occurred in 15.19% of
AE cases and was more frequent in patients with poor prognosis (p < 0.001).

Conclusions: Abnormal thyroid function in AE is frequent, and serum FT3 levels in
patients with poor prognosis are significantly lower than in those with good prognosis.
Low-T3 syndrome could be a potential candidate for predicting the prognosis of AE
following future research.
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INTRODUCTION

Autoimmune encephalitis (AE) is a severe inflammatory brain
disorder mediated by autoimmune mechanisms and accounts for
10% to 20% of encephalitis cases (1). The main clinical features
of AE are acute or subacute epilepsy, cognitive dysfunction, and
mental abnormalities. Considering cases of rapidly progressive
cognitive dysfunction and encephalitis of unknown etiology, AE
occupies an extremely important place as a treatable disease (2,
3). As of 2007, encephalitis owing to anti-N-methyl-D-aspartate
receptor (anti-NMDAR) was the most frequent AE subtype,
followed by the subtypes due to anti-leucine-rich glioma-
inactivated 1 (anti-LGI1) and anti-gamma aminobutyric acid
B-receptor (anti-GABABR) antibody. Other antibody-defined
subtypes include those due to anti-contactin-associated
protein-like 2 (anti-CASPR2), anti-o-amino-3-hydroxy-5-
methyl-4-isoxazole propionate receptor (anti-AMPAR), anti-
myelin oligodendrocyte glycoprotein (anti-MOG), anti-
glutamic acid decarboxylase 65(anti-GAD 65), and others.
Most patients respond well to immunotherapy; however, some
remain with intractable seizures and varying degrees of cognitive
impairment (4). Early diagnosis and treatment have a positive
effect on the prognosis but are difficult to ensure since the clinical
manifestations and prognosis vary widely across subtypes and
some patients are antibody-negative. Therefore, exploring new
biological markers useful for AE diagnosis and prognosis would
ensure better treatment effectiveness.

Thyroid hormones, which mainly comprise triiodothyronine
(T3) and thyroxine (T4), play a crucial role in the development
and maturation of the mammalian central nervous system (5).
Free T3 (FT3) is the active component of thyroid hormone and
directly reflects the functional status of the thyroid gland.
Previous studies have suggested that low FT3 levels are closely
related to the prognosis of neurological diseases such as cognitive
dysfunction, brain tumors, neuromyelitis optica spectrum
disorder, and ischemic stroke. Low-T3 syndrome, which is
characterized by decreased serum T3, decreased or normal
serum tetraiodothyronine (T4), and normal thyroid-
stimulating hormone (TSH) levels, is usually associated with
worse functional outcomes, poor prognosis, and greater
mortality in critical illness (6, 7). The presence of anti-thyroid
antibodies reportedly correlates with worse outcomes in patients
with anti-NMDAR encephalitis (8). Another study of 94 patients
concluded that low total thyroxine had predictive value for the
adverse outcomes in severe encephalitis (9). A 2018 study by Ma
et al. that included 43 patients with anti-NMDAR encephalitis
revealed that low-T3 syndrome could predict longer
hospitalization and greater clinical severity (10). Accumulating
evidence suggested that low-T3 syndrome could be a potential
candidate for the prediction of the prognosis of AE. However, to
our knowledge, few large-scale clinical studies have focused on
the predictive value of low-T3 syndrome in the progression
of AE.

Therefore, we aimed to investigate whether thyroid
dysfunction, especially low-T3 syndrome, is associated with the
clinical manifestations and prognosis of AE in a sample of
patients in which multiple subtypes were represented.

MATERIALS AND METHODS
Study Design and Patient Selection

This retrospective study was conducted at Qilu Hospital,
Cheeloo College of Medicine, Shandong University, China,
from January 2016 to December 2020, and initially included
319 patients diagnosed with AE according to published
diagnostic criteria (3). The inclusion criteria were as follows:
(1) acute or subacute onset of one or more clinical features,
including seizures, memory deficit, mental and behavioral
disorder, and speech disturbance related to the limbic system,
(2) serum and/or cerebrospinal fluid (CSF) positivity for neuron-
surface antibodies, and (3) reasonable exclusion of other
disorders. The exclusion criteria were as follows: (1) history of
intrinsic thyroid disorder (hypothyroidism, hyperthyroidism,
thyroiditis, or central hypothyroidism, which are mostly caused
by hypothalamic or pituitary diseases/conditions), (2)
comorbidities that could directly cause low-T3 syndrome,
including serious heart failure, acute myocardial infarction,
severe hepatic disease, and renal failure, (3) medication with
anti-thyroid drugs and/or thyroid hormone replacement or
receiving therapy with drugs known to affect the secretion and
metabolism of thyroid hormones, and (4) incomplete clinical
data. Eighty-two patients were excluded.

The modified Rankin scale (mRS) scores were used to assess
the effects of the treatment and clinical outcomes. We followed
up the patients every 2-3 months throughout the first year after
discharge and every 4-6 months thereafter. Patients were
followed up for at least 1 year. The follow-up data were
carefully retrieved from the hospital records or by interviewing
(directly or by telephone and WeChat) the patients and their
families. At 6 months after discharge, patients with an mRS score
<2 were defined as the good-prognosis group, and patients with
an mRS score >2 were defined as the poor-prognosis group.

Standard Protocol Approvals,
Registrations, and Patient Consents

This study was approved by the Ethics Committee of Qilu
Hospital of Shandong University (approval number: KYLL-
202008-044) and was conducted in accordance with the
Declaration of Helsinki. Written, informed consent was
obtained from all study participants or their legal guardians.

Data Collection and Diagnostic Criteria for
Low-T3 Syndrome

We recorded the baseline demographics, clinical data, treatment
information, patient prognosis, and the results of the auxiliary
examinations, including CSF analyses, serum analyses, EEG, and
brain MRI. Autoantibodies to NMDAR, LGI1, GABARR,
CASPR2, AMPA1, and AMPA2 were assessed in all 319
patients via indirect immunofluorescence (Euroimmun,
Germany). Approximately one-quarter of the patients were
tested for paraneoplastic antibodies, including anti-Hu, anti-
Yo, anti-Ri, and anti-amphiphysin. The initial dilution titers of
serum and CSF were 1:10 and 1:1, respectively. Blood samples for
thyroid function testing were drawn from all the patients within
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24 h of the first hospital admission. Thyroid hormone levels were
measured in our hospital using a chemiluminescent analyzer
(Cobas E601, Shanghai, China). According to the manufacturer’s
instructions, the reference intervals were 2.63-5.70 pmol/L for
serum FT3, 9.01-19.05 pmol/L for serum free T4 (FT4), and
0.350-4.94 pIU/mL for thyroid stimulating hormone (TSH).
Patients with normal TSH levels but with FT3 below the lower
limit of the reference interval (FT3 < 2.63 nmol/L) were defined
as having low-T3 syndrome.

Statistical Analysis

SPSS IBM 26.0 and GraphPad Prism 8.0 software were used to
perform statistical analyses. Normally distributed continuous
variables are presented as means and standard deviations. Non-
normal data are presented as medians and interquartile ranges
(IQR). Categorical variables are described as percentages. Data were
analyzed using the x> test or Fisher’s exact test, and the Mann-
Whitney U test was used for continuous variables. Spearman’s

319 patients diagnosed as
possible autoimmune encephalitis

based on diagnostic criteria

correlation coefficient was used to identify any correlations between
low-T3 syndrome and clinical characteristics. Two-sided values of
P <0.05 were considered significant.

RESULTS

Baseline Demographics and Clinical
Features of Patients With AE

The included cases comprised 107 patients with anti-NMDAR
encephalitis, 86 with anti-LGI1 encephalitis, 22 with anti-
GABABR encephalitis, and 22 with miscellaneous subtypes of
AE; these being anti-CASPR2 encephalitis (9 cases), anti-
AMPAR encephalitis (4), anti-MOG encephalitis (6), anti-
GAD 65 encephalitis (2), and anti-amphiphysin encephalitis
(1). Patient recruitment is described in the flowchart in
Figure 1. Of the 237 patients included in this study, 57.81%
(137/237) were men, and the average age at onset was 41 years

¥

237 patients were included

i Anti-NMDAR encephalitis(n=107)
i Anti-LGI1 encephalitis(n=86)

i Anti-GABABR encephalitis(n=22)
i Other subtypes AE(n=22)

Good-prognosis(mRS score <2, n=198)

Poor-prognosis(mRS score >2, n=39)

FIGURE 1 | The flowchart of patient recruitment. mRS, modified Rankin scale.
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(IQR, 12-61). According to the mRS score at 6 months after
discharge, 83.54% (198/237) of patients had a good prognosis,
and 16.46% (39/237) had a poor prognosis (Table 1). No
fatalities were recorded. Nine patients died within 2 y of
discharge from severe pneumonia, tumor, or other
complications. These cases comprised seven with anti-
GABABR encephalitis and two with anti-NMDAR encephalitis.

As described in Table 1, the most frequent clinical manifestations
of AE in our sample were seizures, memory deficits, mental and
behavioral disorder, and disturbance of consciousness. Patients with a
good prognosis had lower mRS scores at admission than did patients
with a poor prognosis. Anti-NMDAR and anti-GABAR encephalitis
were more common in the poor-prognosis group, accounting for
71.79% and 12.82%, respectively (p< 0.001). In addition, among
patients with poor prognosis, the following conditions were more
frequent: seizures, mental and behavioral disorder, disturbance of
consciousness, movement disorder, central hypoventilation, and
complicated with tumors; these differences were statistically
significant (p < 0.05).

Auxiliary test findings are described in Table 1. In our
sample, 30.38% of patients had elevated CSF protein levels and
31.22% had hyponatremia; however, the difference between the

good- and poor-prognosis groups was not significant. Moreover,
54.43% showed abnormal brain MRI results, with focal lesions
mainly in the hippocampus, temporal lobes, and frontal lobes.
Abnormal electroencephalogram (EEG) findings of unilateral or
bilateral nonspecific slow waves were observed in 67.51% of
the patients.

Of note, 30.80% of the sample showed at least some abnormal
thyroid function, with a greater prevalence in the poor-prognosis
group. Further, the serum FT3 levels of patients with a poor
prognosis were significantly lower than those of patients with a
good prognosis. No significant difference was observed between
the two groups in the serum FT4 or TSH levels. Low-T3
syndrome occurred in 15.19% of patients with AE and was
more prevalent in patients with a poor prognosis.

Of the total sample, 95.78% were treated with steroids,
79.75% were treated with intravenous immunoglobulin (IVIG),
and 75.11% were treated with steroids + IVIG; 14.77% of the
patients had received second-line treatments, namely rituximab,
cyclophosphamide, mycophenolate mofetil, or azathioprine. A
relatively greater percentage of patients with a poor prognosis
were treated with combined steroids and IVIG, and a relatively
greater percentage underwent second-line treatment.

TABLE 1 | Demographics and clinical features of patients with autoimmune encephalitis.

Variable Total (n=237) Good-prognosis (n=198) Poor-prognosis (n=39) P
Age at onset, y, median, IQR 41 (12-61) 44 (16-62) 22 (17-47) 0.109
Sex, Male/Female 137/100 123/75 14/25 0.002*
Subtype of AE antibody (n, %) <0.001*
Anti-NMDAR 107 (45.15) 79 (39.90) 28 (71.79)

Anti-LGI1 86 (36.29) 84 (42.42) 2(5.13)

Anti-GABAR 22 (9.30) 17 (8.59) 5(12.82)

Others 22 (9.30) 18 (9.09) 4 (10.26)

Clinical Symptoms (n,%)

Seizures 170 (71.73) 133 (67.17) 37 (94.87) 0.001*
Memory deficit 162 (68.35) 132 (66.67) 30 (76.92) 0.208
Mental behavioral disorders 135 (56.96) 100 (50.51) 35 (89.74) <0.001*
Disturbance of consciousness 97 (40.93) 62 (31.31) 35 (89.74) <0.001*
Movement disorder 70 (29.54) 42 (21.21) 28 (71.79) <0.001*
Central hypoventilation 16 (6.75) 4 (2.02) 12 (30.77) <0.001*
Complicated with tumors 22 (9.28) 12 (6.06) 10 (25.64) <0.001*
mRS scores at admission 3.78 £ 0.80 3.56 + 0.68 4.87 +0.34 <0.001%
Ancillary tests results (n,%)

Increased level of protein in CSF 72 (30.38) 30 (15.15) 12 (30.77) 0.954
Hyponatremia 74 (31.22) 66 (33.33) 8 (20.51) 0.114
Abnormal thyroid function 73 (30.80) 50 (25.25) 23 (58.97) <0.001%
FT3 3.68 + 0.060 3.84 + 0.06 2.85+0.14 <0.001"
FT4 13.46 £ 0.20 13.57 £ 0.21 12.93 £ 0.55 0.229
TSH 1.84 £ 0.15 1.87 £0.17 1.66 + 0.22 0.330
Low T3 syndrome 36 (15.19) 14 (7.07) 22 (56.41) <0.001*
Abnormal brain MRI signal 129 (54.43) 106 (53.54) 23 (68.97) 0.533
Abnormal EEG findings 160 (67.51) 132 (66.67) 22 (56.41) 0.105
Treatment (n, %)

Steroids 227 (95.78) 189 (95.45) 38 (97.44) 0.574
VIG 189 (79.75) 155 (78.28) 34 (87.18) 0.206
Steroids + IVIG 178 (75.11) 143 (72.22) 35 (89.74) 0.021*
Second-line treatment 35 (14.77) 22 (11.11) 13 (33.33) <0.001*

“x2, *p value in Fisher's exact test; T p value in Student’s t test, and values are presented as means + standard deviation.
IQR, interquartile range; AE, autoimmune encephalitis; anti-NMDAR, anti-N-methyl-D-aspartate receptor; anti-LGl1, anti-leucine-rich glioma-inactivated 1, anti-GABABR, anti-gamma
aminobutyric acid B-receptor; mRS, modified Rankin scale; CSF, cerebrospinal fluid; FT3, free triiodothyronine; FT4, free thyroxine; TSH, thyroid stimulating hormone; MRI, magnetic

resonance imaging; EEG, electroencephalogram; IVIG, intravenous immunoglobulin,
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Clinical Characteristics Stratified by

T3 Status

The demographic, clinical, and biological characteristics of patients
with and without low-T3 syndrome are described in Table 2. In
our sample, 15.19% of the patients (13 males, 23 female) had low-
T3 syndrome, with FT4 and TSH levels within or below the
normal ranges at diagnosis. Another 201 cases (124 male, 77
female) did not have low-T3 syndrome. Notably, patients with
low-T3 syndrome had higher mRS scores at admission than did
patients without low-T3 syndrome. The AE subtype composition
in the 36 patients with low-T3 syndrome was as follows: 26, anti-
NMDAR; 6, anti-LGI1; 2, anti-GABAR; and 2, antibodies defining
other subtypes (1, anti-amphiphysin; 1, anti-AMPAR).

The percentages of seizures, mental and behavioral disorder,
disturbance of consciousness, movement disorder, central
hypoventilation, and tumors were significantly greater in patients
with low-T3 syndrome than in those without ow-T3 syndrome.
We observed no significant differences in the percentages of other

symptoms or clinical characteristics, including memory deficit,
increased levels of protein in the CSF, hyponatremia, abnormal
brain MRI signal, or abnormal EEG findings.

In patients with low-T3 syndrome, the average values of
serum FT3, FT4, and TSH were 2.23 + 0.062 pmol/L, 12.52 +
0.44 pmol/L, and 1.70 + 0.31 wWIU/mL, respectively. In cases
without low-T3 syndrome, the corresponding levels were 3.94 +
0.052 pmol/L, 13.63 + 0.23 pmol/L, and 1.86 + 0.16 uIU/mL. The
differences between the two groups in FT3 and FT4 levels
were significant.

A relatively greater proportion of patients with low-T3
syndrome were treated with combined immunotherapy using
steroids + IVIG. In addition, 10 patients with low-T3 syndrome
were treated with second-line immunotherapy, a significantly
greater percentage than among patients without. The percentage
of patients with poor prognosis with low-T3 syndrome was
significantly greater than that of patients without low-T3
syndrome (p < 0.001).

TABLE 2 | Clinical characteristics of patients with autoimmune encephalitis with or without low T3 syndrome.

Variable low T3 syndrome (n=36) Without low T3 syndrome (n=201) P
Age at onset, y, median, IQR 28.50 (18-57.25) 44 (16-62) 0.508
Sex, Male/Female 13/23 124/77 0.004*
mRS scores at admission 4.61 £ 0.55 3.63 +0.75 <0.001#
Subtype of AE antibody (n, %) 0.005*
Anti-NMDAR 26 (72.22) 81 (40.30)

Anti-LGI1 6 (16.67) 80 (39.80)

Anti-GABAR 2 (5.56) 20 (9.95)

Others 2 (5.56) 20 (9.95)

Clinical Symptoms (n, %)

Seizures 34 (94.44) 136 (67.66) 0.001*
Memory deficit 22 (61.11) 140 (69.65) 0.310
Mental behavioral disorders 31 (86.11) 104 (561.74) <0.001*
Disturbance of consciousness 28 (77.78) 69 (34.33) <0.001*
Movement disorder 22 (61.11) 48 (23.88) <0.001*
Central hypoventilation 12 (33.33) 4 (2.00) <0.001*
Complicated with tumors 8 (22.22) 14 (6.97) 0.004*
Ancillary tests results

Increased level of protein in CSF (n, %) 14 (38.89) 58 (28.86) 0.228
Hyponatremia (n, %) 13 (36.11) 61 (30.35) 0.492
FT3, pmol/L 2.23 + 0.062 3.94 + 0.052 <0.0017
FT4, pmol/L 12,52 + 0.44 13.63 + 0.23 0.045"
TSH, wlu/mL 1.70 + 0.31 1.86 + 0.16 0.257
Abnormal brain MRI signal (n, %) 23 (63.89) 106 (52.74) 0.216
Abnormal EEG findings (n, %) 20 (55.56) 140 (69.65) 0.096
Treatment (n, %)

Steroids 24 (66.67) 193 (96.02) 0.665
VIG 30 (83.33) 159 (79.10) 0.561
Steroids + IVIG 30 (83.33) 148 (73.63) 0.215
Second-line treatment 10 (27.78) 25 (12.44) 0.017*
Prognosis (n,%) <0.001*
Good-prognosis 14 (38.89) 184 (91.54)

Poor-prognosis 22 (61.11) 17 (8.46)

mRS scores at 6 months after discharge 2.72 £ 0.94 1.42 £ 0.71 <0.001"

*x2, *p value in Fisher’s exact test.

"p value in Student’s t test.

Values are presented as means + standard deviation.
#Z7 value in the Mann-Whitney U-test.

IQR, interquartile range; AE, autoimmune encephalitis; anti-NMDAR, anti-N-methyl-D-aspartate receptor; anti-LGl1, anti-leucine-rich glioma-inactivated 1, anti-GABABR, anti-gamma
aminobutyric acid B-receptor; mRS, modified Rankin scale; CSF, cerebrospinal fluid; FT3, free triiodothyronine; FT4, free thyroxine; TSH, thyroid stimulating hormone; MRI, magnetic

resonance imaging; EEG, electroencephalogram; IVIG, intravenous immunoglobulin.
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Association Between Low-T3 Syndrome
and Clinical Characteristics

As shown in Table 3, sex, mRS scores at admission, seizures, mental
and behavioral disorder, disturbance of consciousness, movement
disorder, central hypoventilation, complicated with tumors, and
mRS scores at 6 months following discharge were all significantly
and inversely associated with FT3 levels, while subtype of AE
antibody was positively associated with the FT3 levels. However,
no significant correlations were detected between FT3 levels and the
following clinical features: age at onset, memory deficit, increased
levels of protein in the CSF, hyponatremia, abnormal brain MRI
signal, and abnormal EEG findings.

DISCUSSION

The present study included 237 patients with multiple subtypes of
AE, and we found that 30.80% exhibited abnormal thyroid function
in the acute phase (onset). In addition, we focused on the
relationship between low-T3 syndrome and AE. We found that in
addition to anti-NMDA encephalitis, low-T3 syndrome was also
present in anti-LGI1 encephalitis, anti-GABAR encephalitis, and
other rare subtypes of encephalitis, suggesting that low-T3
syndrome may be prevalent in multiple subtypes of AE.

To the best of our knowledge, few studies have investigated
the relationship between low-T3 syndrome and AE. Our findings
suggest that patients with poor prognosis have a higher
prevalence of this syndrome than the good-prognosis group. In
particular, the serum FT3 levels of patients with poor prognosis
were significantly lower than those of the good-prognosis group.
We further explored the association between low-T3 syndrome
and clinical characteristics in patients with AE.

Reports of abnormal thyroid function in AE are common and
have gradually attracted the attention of researchers (11). Previous

TABLE 3 | Correlation analysis of possible factors for low T3 syndrome in
patients with autoimmune encephalitis (n=237).

Predictive variables R P
Sex -0.186 0.004*
Age at onset 0.035 0.508
mRS scores at admission -0.449 <0.001**
Subtype of AE antibody 0.194 0.001*
Seizures -0.213 0.001*
Memory deficit 0.066 0.311
Mental behavioral disorders -0.249 <0.001**
Disturbance of consciousness -0.317 <0.001**
Movement disorder -0.293 <0.001*
Central hypoventilation -0.448 <0.001**
Complicated with tumors -0.18 0.004**
Increased level of protein in CSF -0.078 0.229
Hyponatremia -0.045 0.493
Abnormal brain MRI signal -0.080 0.217
Abnormal EEG findings 0.108 0.097
mRS scores at 6 months after discharge -0.501 <0.001*

*p < 0.05, *p < 0.01.
AE, autoimmune encephalitis; mRS, modified Rankin scale; CSF, cerebrospinal fluid; MRI,
magnetic resonance imaging, EEG, electroencephalogram.

studies have focused on the association between anti-NMDA
encephalitis and thyroid function and anti-thyroid antibodies but
had a limited sample size. Large studies and studies on the
relationship between other subtypes of encephalitis and thyroid
function are rare. Most of these investigations are single case reports
(12-14). Nevertheless, considering the important role of thyroid
hormones in the development of the nervous system and in
maintaining normal physiological function, this phenomenon is
of sufficient importance to warrant the attention of researchers. In
September 2021, it was reported that anti-thyroid antibodies
(ATAbs) were more frequent in patients with severe disease than
in the non-severe group, and that AT Abs were not only prevalent in
patients with anti-NMDAR encephalitis but correlated with poor
prognosis (15). Another study of 51 cases (Chen et al.)
retrospectively analyzed the relationship between anti-NMDAR
encephalitis and thyroid function, reporting that ATAbs and
abnormalities in FT3, FT4, and TSH levels were frequent in
pediatric anti-NMDAR encephalitis (16). In our previous study
(17) of 117 patients with anti-LGI1 encephalitis, we found that
abnormal thyroid function was frequent in this group: 31.6% (37/
117) showed abnormal thyroid function, and 22% of these had
elevated levels of serum thyroid peroxidase antibodies. In another
multicenter study (18) that included 185 patients with multiple
subtypes of AE, 63 (34.05%) had abnormal thyroid function.
However, to the best of our knowledge, studies on multiple
subtypes of AE and thyroid function are rare.

The pathogenesis of low-T3 syndrome remains unclear and is
thought to be related to impaired peripheral thyroid hormone
metabolism, hypothalamic-pituitary-thyroid axis dysfunction,
decreased levels of thyroid binding globulin, the involvement
of multiple cytokines, and an altered internal milieu (5, 19-21).
Low-T3 syndrome is frequent in neurological diseases and plays
an important role in the assessment of the condition and its
prognosis (6, 22). The finding of the presence of low-T3
syndrome in multiple subtypes of AE promises to provide new
ideas to further elucidate the pathogenesis of AE.

T3 mainly participates in the catabolic pathways of the body, and
the decline in T3 levels observed in severe disease serves to protect
the body by conserving energy (10, 23). Low-T3 syndrome can thus
be viewed as a useful adaptation in the acute phase of critical illness
(5, 19, 23). Therefore, it is controversial whether thyroid hormone
supplementation should be administered in the acute phase of
severe disease accompanied by low-T3 syndrome (20, 24). In
addition, we here found a significant negative correlation between
mRS scores (greater representing more severe disease) at admission
and FT3 levels, suggesting that patients with AE with low FT'3 might
have relatively severe disease in the acute phase. However, since this
study was retrospective and the thyroid hormone levels were all
measured in the acute phase and thereby did not reveal dynamic
changes over the disease course, the association of the FT3 levels
with the period of AE remission remains unclear. Prospective
studies are therefore warranted to further elucidate the causal
relationship between low-T3 syndrome and AE.

This study also focused on the characteristics of patients with AE
andlow-T3 syndrome. We found that patients with AE with low-T3
syndrome were more likely to have seizures, mental disorder,
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disturbed consciousness, movement disorder, central
hypoventilation, and tumors, and these factors were significantly
and negatively associated with low FT3. We also found that among
patients with AE with poor prognosis, these symptoms were more
frequent. This is consistent with the results of previous studies. In a
2018 study (8) that included 43 patients with anti-NMDAR
encephalitis, the authors found that low-T3 syndrome occurred
frequently in anti-NMDAR encephalitis (25.6%) and concluded
that low FT3 levels are also associated with a decline in
consciousness and with the mRS score on admission. In another
study of anti-NMDAR encephalitis (16), Chen et al. found that
AT Abs were more frequent in patients with severe disease than the
control group (51.4% vs 25.6%), and the prevalence of ATAbs was
associated with a higher incidence of central hypoventilation, and
disturbance of consciousness. Of note, patients with ATAbs had
lower FT3 levels. Accumulating evidence suggests that low-T3
syndrome is also related to poor outcomes in patients with
various neurological disorders such as ischemic stroke (22), brain
tumor (25), and neuromyelitis optica spectrum disorder (aka
NMOSD) (26). In our study, the results demonstrated that anti-
NMDAR and anti-LGI1 encephalitis were more common in
patients with AE with low-T3 syndrome, accounting for 72.22%
and 16.67%, respectively (< 0.005), which are consistent with
previous studies. To date, to our knowledge, no research has been
conducted on the relationship between anti LGI1 encephalitis and
thyroid hormone. In our study, 6 (6.98%) of 86 patients with anti
LGI1 encephalitis were found to have low-T3 syndrome in the acute
stage. There may be differences in the incidence of low-T3
syndrome among the different subtypes of AE. The clinical
significance of these differences warrants in-depth studies with a
larger sample size, which may provide clues for the pathogenesis of
the disease.

Low T3 syndrome is not considered a lesion of the thyroid itself,
but a decrease in the circulating thyroid hormone levels caused by
serious diseases (21). The thyroid hormone level can gradually
return to normal follwoing the recovery of the patients’ basic
diseases upon treatment. Accumulating evidence suggests that
lower serum T3 concentrations may be associated with greater
severity, more complicated clinical course, greater mortality rates
and elevated risk for poor functional outcomes at discharge and
long term, including patients with acute cerebrovascular events,
patients with respiratory failure, and after surgery for brain tumor
(27). Our results suggested that patients with AE with low FT3 could
have relatively severe disease at onset, and the mRS scores of
patients with AE at 6 months following immunotherapy were
inversely associated with FT3 levels, which were similar to those
in previous studies, which could suggest that low T3 syndrome is
related to the disease severity in the acute stage of AE to a certain
extent, and has a certain early cautionary effect on its prognosis.
However, the current evidence does not yet indicate the exact long-
term predictive value of low-T3 levels in the acute phase of AE. This
is also a limitation of the current study. Future studies with a larger
sample size are needed to clarify this.

According to previous studies, there may be a correlation
between the thyroid hormone level and IgG subclasses (5, 24). In
addition, the dynamic changes of thyroid hormone IgG levels are

related to the condition and prognosis of a variety of immune
diseases to a certain extent (8). Owing to the different indicators for
different diseases affected by the patient’s condition, economic
perspective, patient’s willingness, and physician’s choice
preference, only 41 patients recorded complete thyroglobulin,
anti-thyroglobulin antibodies, and anti-thyroid peroxidase
autoantibody data in our cohort of 237 patients. Due to the
limited sample size and large individual differences, we were not
able to clarify the clinical significance of the thyroid hormone level
and IgG subclasses in AE. This is a further limitation of the current
research. The study reflected to some extent the characteristics of
patients with AE in the east of China; the geographical limitations of
the regional design limit the variability of the demographic
characteristics, thereby limiting the ability to generalize the
findings. In addition, the current study is retrospective and has
limitations in terms of completeness of patient data and monitoring
of dynamic changes in disease. Therefore, large sample, multi-
center, prospective, and longitudinal studies are needed; we will
continue to pay attention to the correlation between thyroid
hormone level and the long-term prognosis of AE.

CONCLUSIONS

The current study focused on thyroid function and low-T3 syndrome
in patients with multiple subtypes of AE, and we are aware of few
comparable studies. The results suggested thatlow-T3 syndrome may
be prevalent in multiple subtypes of AE, and that low T3 might be
related to a more severe disease state in the acute phase. This suggests
the possibility that thyroid hormones are of great importance in the
pathogenesis of AE, providing clues for future studies aiming to
elucidate the pathogenesis of AE and improve diagnosis. Larger
samples and prospective studies are warranted to clarify the
relationship between low-T3 syndrome and AE prognosis.

DATA AVAILABILITY STATEMENT

The raw data supporting the conclusions of this article will be
made available by the authors, without undue reservation.

ETHICS STATEMENT

The studies involving human participants were reviewed and
approved by Ethics Committee of Qilu Hospital of Shandong
University. Written informed consent to participate in this study
was provided by the participants’ legal guardian/next of kin.

AUTHOR CONTRIBUTIONS

X-wL and A-hW conceived this study and participated in its
design. SQ organized the data and drafted the manuscript. S-cZ
searched the literature and organized the data. R-rZ, LW, Z-hW,
and JJ assisted in the data collection. All the authors have read
and approved the final version of the manuscript.

Frontiers in Immunology | www.frontiersin.org

February 2022 | Volume 13 | Article 821746


https://www.frontiersin.org/journals/immunology
http://www.frontiersin.org/
https://www.frontiersin.org/journals/immunology#articles

Qiao et al.

Thyroid Function in Autoimmune Encephalitis

FUNDING

The National Natural Science Foundation (No. 81873786)
supported this work.

REFERENCES

1. Cafalli C, Amorim E, Silva F, Alves Junior JM, Anhesini MR, Bernardo WM.
Autoimmune Encephalitis (AIE). Rev Assoc Med Bras (1992) (2020) 66:1327.
doi: 10.1590/1806-9282.66.10.1327

2. Bien CG. Management of Autoimmune Encephalitis. Curr Opin Neurol
(2021) 34:166-71. doi: 10.1097/WCO.0000000000000909

3. Graus F, Titulaer MJ, Balu R, Benseler S, Bien CG, Cellucci T, et al. A Clinical
Approach to Diagnosis of Autoimmune Encephalitis. Lancet Neurol (2016)
15:391-404. doi: 10.1016/S1474-4422(15)00401-9

4. Broadley J, Seneviratne U, Beech P, Buzzard K, Butzkueven H, O'Brien T,
et al. Prognosticating Autoimmune Encephalitis: A Systematic Review.
J Autoimmun (2019) 96:24-34. doi: 10.1016/j.jaut.2018.10.014

5. Valencia-Sanchez C, Pittock SJ, Mead-Harvey C, Dubey D, Flanagan EP,
Lopez-Chiriboga S, et al. Brain Dysfunction and Thyroid Antibodies:
Autoimmune Diagnosis and Misdiagnosis. Brain Commun (2021) 3:
fcaa233. doi: 10.1093/braincomms/fcaa233

6. Gao R, Chen RZ, Xia Y, Liang JH, Wang L, Zhu HY, et al. Low T3 Syndrome
as a Predictor of Poor Prognosis in Chronic Lymphocytic Leukemia. Int ]
Cancer (2018) 143:466-77. doi: 10.1002/ijc.31327

7. Rothberger GD, Valestra PK, Knight K, Desai AK, Calixte R, Shapiro LE. Low
Free T3 is Associated With Worse Outcomes in Patients in the ICU Requiring
Invasive Mechanical Ventilation. J Intensive Care Med (2021) 36:313-8. doi:
10.1177/0885066619890822

8. Lin Y, Tan S, Wang YG, Shen XR, Shu YQ, Shan YL, et al. Anti-Thyroid
Antibodies and Thyroid Function in Anti-N-Methyl-D-Aspartate Receptor
Encephalitis. Neurochem Int (2018) 113:107-11. doi: 10.1016/j.neuint.
2017.11.019

9. Feng G, Tian X, Wang L, Zhao L, Wang X. Low TT4 as a Predictor of Poor
Outcomes in Severe Encephalitis: A Multivariate Analysis of 94 Patients.
Expert Rev Neurother (2018) 18:443-51. doi: 10.1080/14737175.2018.1452613

10. Ma X, Yin Q, Zeng Z, Wang C, Yang Y, Guo S. Thyroid Function and
Autoimmune Indications in Patients With Anti-N-Methyl-D-Aspartate
Receptor Encephalitis. Neuroimmunomodulation (2018) 25:110-7. doi:
10.1159/000492179

11. Esposito S, Principi N, Calabresi P, Rigante D. An Evolving Redefinition of
Autoimmune Encephalitis. Autoimmun Rev (2019) 18:155-63. doi: 10.1016/
j.autrev.2018.08.009

12. Guan WJ, Fu ZQ, Zhang H, Jing LJ, Lu JJ, Zhang J, et al. Non-Tumor-
Associated Anti-N-Methyl-D-Aspartate (NMDA) Receptor Encephalitis in
Chinese Girls With Positive Anti-Thyroid Antibodies. J Child Neurol (2015)
30:1582-5. doi: 10.1177/0883073815575365

13. Matera E, Gabellone A, Petruzzelli MG, Marzulli L, Furente F, Margari L.
Anti-N-Methyl-D-Aspartate Receptor Encephalitis With Serum Anti-Thyroid
Antibodies: A Case Report and Literature Review. Am J Case Rep (2021) 22:
€931104. doi: 10.12659/AJCR.931104

14. Otiniano-Sifuentes R, Cuba Antezana A, de la Cruz Ramirez WF, Pacheco-
Barrios K, Segura Chavez DA. Case Report: Anti-LGI1 Limbic Encephalitis
Associated With Anti-Thyroid Autoantibodies. Front Neurol (2020)
11:620483. doi: 10.3389/fneur.2020.620483

15. Chen Z, Zhang Y, Cui L, Huang H, Chen W, Su Y. Presence of Anti-Thyroid
Antibodies Correlate to Worse Outcome of Anti-NMDAR Encephalitis. Front
Immunol (2021) 12:725950. doi: 10.3389/fimmu.2021.725950

16. Chen LF, Wu WL, Tian Y, Zeng YR, Hou C, Zhu HX, et al. Thyroid Function
and Anti-Thyroid Antibodies in Pediatric Anti-NMDAR Encephalitis. Front
Neurol (2021) 12:707046. doi: 10.3389/fneur.2021.707046

ACKNOWLEDGMENTS

The authors thank all the patients and their families for
their cooperation.

17. Qiao S, Wu HK, Liu LL, Wang ML, Zhang RR, Han T, et al. Clinical Features
and Long-Term Outcomes of Anti-Leucine-Rich Glioma-Inactivated 1
Encephalitis: A Multi-Center Study. Neuropsychiatr Dis Treat (2021)
17:203-12. doi: 10.2147/NDT.S292343

18. Qiao S, Wu HK, Liu LL, Zhang RR, Wang ML, Han T, et al. Characteristics
and Prognosis of Autoimmune Encephalitis in the East of China: A Multi-
Center Study. Front Neurol (2021) 12:642078. doi: 10.3389/fneur.2021.642078

19. Xu LC, Zhou FF, Li M, Dai ZW, Cai KD, Zhu BX, et al. The Correlation
Between Low Serum T3 Levels and All-Cause and Cardiovascular Mortality in
Peritoneal Dialysis Patients. Ther Clin Risk Manag (2021) 17:851-61. doi:
10.2147/TCRM.S324672

20. Churilov LP, Sobolevskaia PA, Stroev YI. Thyroid Gland and Brain: Enigma of
Hashimoto’s Encephalopathy. Best Pract Res Clin Endocrinol Metab (2019)
33:101364. doi: 10.1016/j.beem.2019.101364

21. Gao R, Liang JH, Wang L, Zhu HY, Wu W, Wu JZ, et al. Low T3 Syndrome is
a Strong Prognostic Predictor in Diftuse Large B Cell Lymphoma. Br J
Haematol (2017) 177:95-105. doi: 10.1111/bjh.14528

22. Chen HJ, Wu YM, Huang GQ, He WL, Lin SS, Zhang XR, et al. Low Tri-
Todothyronine Syndrome is Associated With Cognitive Impairment in
Patients With Acute Ischemic Stroke: A Prospective Cohort Study. Am ]
Geriatr Psychiatry (2018) 26:1222-30. doi: 10.1016/j.jagp.2018.07.007

23. Chen Y, Chang J, Yin R, Wen JX, Ma BT, Zuo W, et al. Diagnosis and
Treatment of Low T3 Syndrome in Neurocritical Patients. | Clin Pharm Ther
(2020) 45:759-66. doi: 10.1111/jcpt.13162

24. Lui DTW, Lee CH, Chow WS, Lee ACH, Tam AR, Fong CHY, et al. Thyroid
Dysfunction in Relation to Immune Profile, Disease Status, and Outcome in
191 Patients With COVID-19. J Clin Endocrinol Metab (2021) 106:€926-35.
doi: 10.1210/clinem/dgaa813

25. Bunevicius A, Laws ER, Deltuva V, Tamasauskas A. Association of Thyroid
Hormone Concentrations With Quality of Life of Primary Brain Tumor Patients:
A Pilot Study. ] Neurooncol (2017) 131:385-91. doi: 10.1007/s11060-016-2311-x

26. Wang X, Yi H, Liu J, Li M, Mao ZF, Xu L, et al. Anti-Thyroid Antibodies and
Thyroid Function in Neuromyelitis Optica Spectrum Disorders. ] Neurol Sci
(2016) 366:3-7. doi: 10.1016/j.jns.2016.04.039

27. Bunevicius A, Iervasi G, Bunevicius R. Neuroprotective Actions of Thyroid
Hormones and Low-T3 Syndrome as a Biomarker in Acute Cerebrovascular
Disorders. Expert Rev Neurother (2015) 15:315-26. doi: 10.1586/
14737175.2015.1013465

Conflict of Interest: The authors declare that the research was conducted in the
absence of any commercial or financial relationships that could be construed as a
potential conflict of interest.

Publisher’s Note: All claims expressed in this article are solely those of the authors
and do not necessarily represent those of their affiliated organizations, or those of
the publisher, the editors and the reviewers. Any product that may be evaluated in
this article, or claim that may be made by its manufacturer, is not guaranteed or
endorsed by the publisher.

Copyright © 2022 Qiao, Zhang, Zhang, Wang, Wang, Jiang, Wang and Liu. This is
an open-access article distributed under the terms of the Creative Commons
Attribution License (CC BY). The use, distribution or reproduction in other forums
is permitted, provided the original author(s) and the copyright owner(s) are credited
and that the original publication in this journal is cited, in accordance with accepted
academic practice. No use, distribution or reproduction is permitted which does not
comply with these terms.

Frontiers in Immunology | www.frontiersin.org

February 2022 | Volume 13 | Article 821746


https://doi.org/10.1590/1806-9282.66.10.1327
https://doi.org/10.1097/WCO.0000000000000909
https://doi.org/10.1016/S1474-4422(15)00401-9
https://doi.org/10.1016/j.jaut.2018.10.014
https://doi.org/10.1093/braincomms/fcaa233
https://doi.org/10.1002/ijc.31327
https://doi.org/10.1177/0885066619890822
https://doi.org/10.1016/j.neuint.2017.11.019
https://doi.org/10.1016/j.neuint.2017.11.019
https://doi.org/10.1080/14737175.2018.1452613
https://doi.org/10.1159/000492179
https://doi.org/10.1016/j.autrev.2018.08.009
https://doi.org/10.1016/j.autrev.2018.08.009
https://doi.org/10.1177/0883073815575365
https://doi.org/10.12659/AJCR.931104
https://doi.org/10.3389/fneur.2020.620483
https://doi.org/10.3389/fimmu.2021.725950
https://doi.org/10.3389/fneur.2021.707046
https://doi.org/10.2147/NDT.S292343
https://doi.org/10.3389/fneur.2021.642078
https://doi.org/10.2147/TCRM.S324672
https://doi.org/10.1016/j.beem.2019.101364
https://doi.org/10.1111/bjh.14528
https://doi.org/10.1016/j.jagp.2018.07.007
https://doi.org/10.1111/jcpt.13162
https://doi.org/10.1210/clinem/dgaa813
https://doi.org/10.1007/s11060-016-2311-x
https://doi.org/10.1016/j.jns.2016.04.039
https://doi.org/10.1586/14737175.2015.1013465
https://doi.org/10.1586/14737175.2015.1013465
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
https://www.frontiersin.org/journals/immunology
http://www.frontiersin.org/
https://www.frontiersin.org/journals/immunology#articles

	Thyroid Function and Low Free Triiodothyronine in Chinese Patients With Autoimmune Encephalitis
	Introduction
	Materials and Methods
	Study Design and Patient Selection
	Standard Protocol Approvals, Registrations, and Patient Consents
	Data Collection and Diagnostic Criteria for Low-T3 Syndrome
	Statistical Analysis

	Results
	Baseline Demographics and Clinical Features of Patients With AE
	Clinical Characteristics Stratified by T3 Status
	Association Between Low-T3 Syndrome and Clinical Characteristics

	Discussion
	Conclusions
	Data Availability Statement
	Ethics Statement
	Author Contributions
	Funding
	Acknowledgments
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages false
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 1
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages false
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /ENU (T&F settings for black and white printer PDFs 20081208)
  >>
  /ExportLayers /ExportVisibleLayers
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /BleedOffset [
        0
        0
        0
        0
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /ClipComplexRegions true
        /ConvertStrokesToOutlines false
        /ConvertTextToOutlines false
        /GradientResolution 300
        /LineArtTextResolution 1200
        /PresetName ([High Resolution])
        /PresetSelector /HighResolution
        /RasterVectorBalance 1
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks true
      /IncludeHyperlinks true
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MarksOffset 6
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


