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Abstract. Aim of the study was to establish if there are differences in the evolution of thyroid function in older
patients with Hashimoto's thyroiditis and related conditions as compared to younger counterparts. We
investigated a total of 4.668 patients, 2.034 being diagnosed with Hashimoto’s thyroiditis (HT). Thyroid function
was assessed by thyroid hormone free thyroxin (FT4) and by hypophyseal/pituitary thyroid stimulating hormone
(TSH). Patients with Hashimoto's thyroiditis had a higher prevalence of euthyroidism (46.51%) than with
hypothyroidism (40.86%). In older patients the prevalence of euthryoidism (45.59%) and hypothyroidism
(45.8%) was the same at the time of admission. Patients with hyper-AGT (T-ATG) thyroiditis were even more
euthyroid (71.26% vs. 22.47% hypothyroid) than those with Hashimoto's (classical) thyroiditis; p<0.01. In older
patients the prevalence is different; more hypothyroidism: 56.25% vs. 35.41%, p<0.01. Only 4% of patients with
euthyroidism and T-ATG become hypothyroid. In older patients the evolutional pattern is preserved: only 2%
(NS). After more than 20 years of observation, in cases of Hashimoto's thyroiditis, respectively 5 years, in those
with hyper-ATG thyroiditis, no changes in thyroid function are observed. This suggests that most patients with
euthyroidism will remain euthyroid all their lives. The older patients have the same pattern. Patients with T-ATG
and hyperthyroidism (6.3%) appeared to be associated with Graves-Basedow’s disease in much lower prevalence
than the phenomenon observed in TH: only 50% had TRAB positive. The older patients with this association
reach a prevalence of 8.33%, no statistical difference. Almost all patients with hyperthyroidism became
normothyroid under the antithyroid treatment. In 5 years only 5 relapses were registered. In older patients
hyperthyroidism was under control, no relapse. About 3% of the hyperthyroid patients became spontaneous
hypothyroid. Older patients with Hashimoto's thyroiditis and related conditions demonstrate some specific
patterns of evolution if thyroid function that warrant further investigation.
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Rezumat. Scopul studiului a fost de a stabili daca existd diferente in evolutia functiei tiroidiene la pacientii mai
in varstd cu tiroidita Hashimoto si afectiunile asociate, in comparatie cu omologii mai tineri. Am investigat un
total de 4.668 de pacienti, 2.034 fiind diagnosticati cu tiroidita Hashimoto (HT). Functia tiroidiand a fost
evaluatd prin tiroxina liberd de hormoni tiroidieni (FT4) si prin hormonul de stimulare a tiroidei
hipofizar/hipofizar (TSH). Pacientii cu tiroidita Hashimoto au avut o prevalentd mai mare a eutiroidismului
(46,51%) decat cu hipotiroidism (40,86%). La pacientii varstnici prevalenta eutiroidismului (45,59%) si a
hipotiroidismului (45,8%) a fost aceeasi la momentul interndrii. Pacientii cu tiroiditd hiper-AGT (T-ATG) au
fost chiar mai eutiroidieni (71,26% vs 22,47% hipotiroidd) decat cei cu tiroidita Hashimoto (clasicad); p<0,01. La
pacientii in varsta prevalenta este diferita; mai mult hipotiroidism: 56,25% vs 35,41%, p<0,01. Doar 4% dintre
pacientii cu eutiroidism si T-ATG devin hipotiroidieni. La pacientii mai in varsta se pastreaza modelul evolutiv:
doar 2% (NS). Dupa mai bine de 18 ani de observatie, in cazurile de tiroidita Hashimoto, respectiv 5 ani, la cei
cu tiroidita hiper-ATG, nu se observa modificari ale functiei tiroidiene. Acest lucru sugereaza ca majoritatea
pacientilor cu eutiroidism vor rdméne eutiroidieni toatd viata. Pacientii mai 1n varsta au acelasi model. Pacientii
cu T-ATG si hipertiroidism (6,3%) au pérut a fi asociati cu boala Graves-Basedow cu o prevalentd mult mai
micad decdt fenomenul observat in TH: doar 50% au avut TRAB pozitiv. Pacientii mai in varstd cu aceasta
asociere ajung la o prevalentd de 8,33%, fara diferenta statisticd. Aproape toti pacientii cu hipertiroidism au
devenit normotiroidieni sub tratamentul antitiroidian. Tn 5 ani s-au inregistrat doar 5 recidive. La pacientii
varstnici hipertiroidismul a fost sub control, fira recidiva. Aproximativ 3% dintre pacientii hipertiroidieni au
devenit hipotiroidieni spontan. Pacientii mai In varsta cu tiroidita Hashimoto si afectiunile asociate demonstreaza
unele modele specifice de evolutie daca functia tiroidiand necesita investigatii suplimentare.

Cuvinte cheie: tiroidita autoimuna, tiroidita Hashimoto, hipotiroidism, hipertiroidism, pacienti varstnici
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DEFINITIONS

A. Syndrome vs. disease

In endocrinology, the modification of the
function of a certain hormone/gland,
evaluated according to the admitted
models, does not represent a disease, but it
represents a syndrome. In terms of
function, any kind of endocrine secretion
can have only three expressions: within the
limits of normality, called eu-....-ism,
lower than normal, called hypo-....-ism, or
higher than normal, called hyper-... -ism.
For example, when the level of the cortisol
hormone is higher than normal, the
syndrome is called ‘“hypercorticism” or
“hypercortisolism™. If it is smaller, then it
is either “hypocorticism” or “hypocorti-
solism”. When we want to refer to blood
concentrations, the suffix “... emia” is used.
Hyperprolactinemia, for example, is not a
disease and is not a syndrome, too. It is
only an observation that there is more
prolactin in the blood. From a syndromic
point of view, it would be hyperprolac-
tinism, an expression not yet in use.
Therefore, related to the thyroid, there is
no disease called hyperthyroidism, as there
is no disease called hypothyroidism. These
are syndromes. A thyroid disease can
develop with both hyperthyroidism and
hypothyroidism, obviously in its different
observation moments, as we will present in
the current analysis. For example, although
Graves Basedow's disease is known to
occur most often with hyperthyroidism,
there are cases of Graves-Basedow's
disease with spontaneous (spontaneous, i.e.,
non-therapeutic) hypothyroidism.

Although Hashimoto's thyroiditis has been
described (and is) related to the syndromic
hypothyroidism, there are quite a few cases
of Hashimoto's thyroiditis with sponta-
neous hyperthyroidism.

Related to the syndrome, there is a
“subclinical hyperthyroidism”, as well as
there is a "subclinical hypothyroidism".
However, in the current stage of medicine
development, even the “clinical” syndrome
does not express something “clinical”, but
also a biological analysis. When
hypothyroidism is clinical, the notion
refers to the FT4 level and not to the
clinical aspect of the patient.

B. On thyroiditis

Immune thyroiditis is characterized by
thyroid inflammation associated with
specific immune mechanisms. Defining
thyroiditis as Hashimoto's thyroiditis has
gone through a historical process.

Initially, Hakaru Hashimoto (1881-1934)
described in 1912 [1] a form of thyroid
disease with thyromegaly with follicular
inflammation and hypothyroidism different
from the hypothyroidism with thyroid
atrophy, then called “myxedema” or
“thyroiditis of Ord” (Ord’s thyroiditis).
William Miller Ord (1834-1902) described
the thyroid atrophy with thyroid
inflammation as early as 1877.
Subsequently, in our times, the
pathogenesis of the thyroid injury was
recognized as immunological and thus
received the name of “lymphocytic”,

“chronical”, and/or “autoimmune”.
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Under the clinical spectrum, it has been
observed that patients with thyroiditis may
also be normothyroid (euthyroidism), not
necessarily  hypothyroid, as initially
described by Hashimoto.

Investigating the pathogenesis of this
disease, it was observed that it is generated
by an antibody called “antimicrosomal”,
because it affects certain intracellular
organisms of the thyroid, i.e. microsomes.
To the “antimicrosomal” antibody was
then discovered the antigen: thyroperoxy-
dase. Thus, the name of antimicrosomal
antibody has been changed, the antibody
becoming “anti-thyroperoxydase” (ATPO).
Then, Ord's thyroiditis was shown to occur
through the same antibodies.

Thus, Hashimoto's thyroiditis became from
thyroiditis with myxedema and thyro-
megaly that thyroiditis with anti-
thyroperoxydase antibodies. In this chronic
and lymphocytic inflammation of the
thyroid, the autoantibodies behave in a
specific way, generating a specific immune
mechanism.  This  mechanism  was
describes as antibody dependent cellular
cytotoxicity (ADCC) [2]. Thus, in defining
the disease, the size of the thyroid does not
appear, nor its functionality.

The existence of a strictly individualized
immune mechanism makes the broader
notion of “thyroid immune/autoimmune
disease” meaningless. In this broad context,
some believe that Graves-Basedow’s
disease, Hashimoto's thyroiditis,
postpartum thyroiditis or other silent forms
of immune thyroid disease represent a
single disease or a continuous spectrum of

disease [3]. However, the isolation of
specific mechanisms must lead to the
change of conceptions and must lead to the
assertion “a mechanism - a disease” [4].

In addition, other diseases have other
immune mechanisms of the disease, and
they are identified and clearly specified [5].
Because it presents as a disease with
strictly localized pathogenesis, thyroiditis
has been included in the category of
»organ-specific” immune diseases [2].

The fact that the thyroid is large
(thyromegaly or, inappropriately “goiter”)
or small (thyromicria) has no relevance to
the diagnosis: the disease is the same.
Some researchers and authors [6] make the
inadequate distinction between
Hashimoto's thyroiditis (thyroiditis with
“goiter”, i.e., with thyromegaly) and
chronic lymphocytic thyroiditis (thyroiditis
without goiter). This distinction is not
based on the correct understanding of
thyroid pathogenesis, due to the
phenomena associated with ATPO.

The presence of other antibodies, such as
antithyroglobuline (ATG), creates
problems of nosological taxonomy. But, as
ATGs are oriented towards another antigen
and because the immune reaction is
different, i.e., it is realized through
complement, not by cells [2], by adopting
the concept of “a mechanism - a disease”,
it becomes obvious that thyroiditis with
ATG is another kind of thyroiditis.
Obviously this is true if we accept the
concept that Hashimoto's thyroiditis is that
thyroiditis due to ATPO.
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Another problem arises when Hashimoto's
thyroiditis is said to be “sero-negative®™ [7]
because the diagnosis was morphopatho-
logical and in the serum there was no
known type of antihyroid antibody present.
By adopting the concept of “a thyroid
immune mechanism - a thyroid immune
disease™ it is clear that “sero-negative™
thyroiditis is or should be not Hashimoto's
thyroiditis. It will become another form of
thyroiditis, when the antibodies and
antigens involved will be discovered.

INTRODUCTION

Thyroid function has been frequently
investigated in  thyroid autoimmune
diseases including in patient cohorts or in
specific communities [8-13]. Most studies
focus on the evolution from subclinical
hypothyroidism to clinical hypothyroidism.
Our study was realized to show whether
there is an evolution from euthyroidism to
hypothyroidism in patients  with
Hashimoto's thyroiditis. Furthermore, we
have correlatively investigated thyroid
function together with the evolution of
antithyroid antibodies. To date, such an
approach has not been described in the
literature. Only two studies investigate the
level of ATPO in patients with
Hashimoto's thyroiditis: in one it is stated
the decrease of the level during the
treatment [14], in another one it affirms
“fluctuating™ evolution [8].

We did not find on pubmed.gov a study
that takes into account, at the same time,
the thyroid function correlative with

antibody evolution, especially ATPO, as
an essential element of pathogenesis, the
direct cause of the disease known as
Hashimoto's thyroiditis [15]. As a
particularity of the fact that ATPO are
considered necessary and sufficient
element in the diagnosis of Hashimoto's
thyroiditis [4], in our previous research we
observed ultrasound characteristics of
thyroiditis [16] with normal levels of
ATPO. Some patients had high levels of
anti-thyroglobulin (ATG) antibodies. We
considered these patients non-thyroiditis
Hashimoto's, but thyroiditis with hyper-
ATG.

The study was retrospective, cohort-
specific, and shows the evolution of
thyroid  function and  anti-thyroid
antibodies in Hashimoto's thyroiditis,
hyperATG thyroiditis (T-ATG) and
idiopathic myxedema, correlative with
Graves-Basedow disease data.

Nowadays patients with thyroiditis live
more. There are many patients with this
disease over 65 years, considered as
conventional criterion for elderly people.
We identify a single study which
emphasized the evolution in elderly
patients with thyroiditis [8].

Therefore, we stressed on this topic: the
evolution of thyroid function corroborated
with thyroid autoantibodies in patients
over 65 years old with thyroiditis.

MATERIALS AND METHODS

This project/study started more than 20
years ago, when both ultrasound machine
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and laboratory tests were available in the
same time at one patient, for corroboration
data. If there were earlier data available in
the same format, we used them.

A. The diagnostic

e The diagnostic of the disease.
Hashimoto's  thyroiditis  (HT)  was
considered if the patient had: ATPO
antibodies above the conventional cut-off
of 34 IU/ml; and ultrasound appearance of
hypoechogenic, pseudonodular, nonhomo-
geneous thyroid [16].

If the ATPO level was normal, but the
modification was at the level of the anti-
thyroglobulin (ATG) antibodies and the
ultrasound aspect was for thyroiditis, then
anti-thyroglobulin (T-ATG) thyroiditis was
considered. The cut off level for ATG
normality was also considered at 34 IU/ml.
If a patient was diagnosed with hypo-
thyroidism but he or she did not have
elevated levels of ATPO or ATG, as well
as no changes (increases) in TRAB
antibodies (which define Graves-Basedow
disease), and no other clinical cause known
to alter thyroid function (e.g., cervical
irradiation for lymphoma), then the
diagnosis was considered “idiopathic
myxedema“.

When a patient presented with increased
levels of ATPO concomitant with
increased levels of TRAB, regardless of
thyroid  function, two  concomitant
diagnoses were considered, namely the
association between Hashimoto's thyroid-
ditis and Graves-Basedow's disease,

according to the “one mechanism- one
disease® theory [4].

For all laboratory analyses, commercial
Kits were used in approved laboratories
from Bucharest in the health public system.
If the standard curves used different values
for normality, the transformation was
performed by the simple 3 rule. ATPO and
ATG were analyzed by ECLIA-type
electrochemiluminescence. TRAB were
determined by binding analysis of some
immunoglobulin inhibitors in  Brahms
technique. The cut-off for TRAB was
considered 1 1U/I.

Five patterns were observed regarding the
evolution of the thyroid autoantibodies:
“undulating®, “increasing”, “decreasing™,
“unmodified” and “normalized”. It was
considered that the ATPO/ATG level did
not change if the value was not greater/
lower than 15 IU/ml. We considered
ATPO/ATG “normalization” when their
level fell below the cut-off limit and thus
remained as so at the last observation.

e The diagnostic of the syndrome -
functional diagnostic

Normal thyroid function was considered to
be when TSH level was between 0.4 and 4
mU/ml, associated with a free thyroxine
level (free T4 - FT4) between 10 and 20
pmol/l. When TSH was greater than 4
mU/ml and FT4 was normal, subclinical
hypothyroidism was considered. When
TSH was lower than 0.4 mU/ml and FT4
was normal, subclinical hyperthyroidism
was considered.
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B. Patients

We investigated a total of 4.668 patients,
2.034 being diagnosed with Hashimoto’s
thyroiditis (HT), 19.52% being over 65
years-old. Only 253 have been diagnosed
with thyroiditis with only

antithyroglobuline autoantibodies (T-ATG).

Diagnosis of “idiopathic myxedema” was
encountered in 142, 35.21% of patients
being over the age of 65 years.

We recorded the patients in time, as they
were presented in our clinics/offices.
Patients were differentiated according to
the diagnosis of disease, corresponding to
the level of ATPO, ATG, and according to
the diagnosis of the  syndrome,

corresponding to the level of TSH and FT4.

The control patients were specifically
registered.

The moment of the last recorded
consultation was the moment when the
material was sent for publication. All
patients were informed according to the
Helsinki Declaration 1975 and gave their
consent.

C. Statistical analysis

Statistical analysis was performed by the
Student t test, the X? test, the Fisher test (z
test), and the linear correlation test,
depending on the context. A “P* value
<0.05 was considered to indicate
significant differences between the groups
under analysis. An Excel 2007 file from a
Windows 7 or 10 System was used to
perform the calculations.

RESULTS

Using the above criteria, we recorded the
following data (Tab. I):

1. Hashimoto's thyroiditis: 2034 patients.
From these, 397 (19.52%) were over 65
years old.

2. Thyroiditis with  hyper-antithyro-
globulinemia (T-ATG): 253 patients. From
these, 48 (18.97%) were over 65 years old.
No difference in prevalence for patients
over 65 years old between HT and T-ATG
(z=0.2; p=0.83).

3. Idiopathic myxedema: 142 patients.
From these, 50 (35.21%) were over 65
years old. There is an important difference
between this nosological entity and HT/T-
ATG. The prevalence of older patients is
very high (z>-4.4; p<0.001).

4. In the Control group we registered 2125
patients, of which 567 (26.68%) were over
65 years old. In this group, there are also
older patients that in HT/T-ATG (z=-5.4;
p<0.001).

a) Age

Age at first diagnosis in Hashimoto's
thyroiditis is slightly older than the age in
T-ATG thyroiditis, but statistically
insignificant. In contrast, the first diagnosis
in idiopathic myxedema is rather late; age
was significantly higher than in other
forms of thyroiditis (p<0.001). However,
in the group of patients with idiopathic
myxedema, we also recorded 7 children
aged 6-15 years (see standard deviations of
the groups). The control patient’s age was
also a little higher than that of thyroiditis.
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That means that the symptomatology in
thyroiditis is easier to be recognized by a
doctor or by patient herself/himself, and
the  patient  consult  earlier an
endocrinologist ~ for  establishes  the
problem/the diagnostic.

b) Gender

In classical thyroiditis the ratio Female/
Male = 14.13, with 7.18% men. In the T-
ATG, the ratio F/M is slightly lower =
12.31, with 8.12% men (no statistical
difference, p=0.5). In the idiopathic
myxedema we have the ratio F/M = 4.26,
with more men, 23.48%; the statistical
significance is z=-8.3, p<0.001. The
sex/gender ration in older patients (over 65
years) did not differed comparing with the
entire thyroiditis group (7% vs. 6.5%; 8%
vs. 6.5%; 23.5% vs. 22%). Even in the
control group the ratio is not statistical
significant (15% vs. 18%).

¢) Autoimmune associations

An important feature of patients with
autoimmune diseases is that they associate
one or more such diseases. In earlier
analyses, we described these associations
in Hashimoto's thyroiditis, ATG thyroiditis
and idiopathic myxedema, as well as the
difference from control patients (for TH,
T-ATG and idiopathic myxedema, the test
X?>24, p<0.001) [4]. Thyroid diseases
investigated have a 2-fold higher
prevalence of immune associations than
the presence of immune/autoimmune
impairment in control patients.

In HT, the prevalence of immune
association for patients over 65 years old

are slightly lower than in adult patients (18%
vs. 27%, p=0.054, NS).

In idiopathic myxedema the prevalence of
immune association in patients over 65
years old were double than in adult
patients (44% vs. 22%, p=0.08). The
association with another autoimmune
disease was observed in 32 cases (22.54%),
with 14 patients over 65 years old
(43.75%). The prevalence for all idiopathic
myxedema was slightly lower than in HT
and T-ATG, but without major
significance. On the other hand, the
prevalence of an immune association is
very high in patients over 65 years old.

In the control group, the immune
association prevalence in patients over 65
years old is slightly higher than in adult
patients (19% vs. 12%, NS).

The prevalence of an immune/autoimmune
association in T-ATG (no. 61, 24.11%) is
not different from clastic thyroiditis, or
idiopathic myxedema. In the patients over
65 years old, this association had a lower
prevalence (no=18, 13.11%); p=0.0016,
z=3.17.

d) Thyroid volume and nodularization
Hashimoto described in 1912 a nosological
thyroid disease with hypothyroidism and
thyromegaly. However, in HT there are
also thyromicria.

For all patients with classical TH, the
volume of the thyroid, measure by
ultrasound, was recorded as follows:

e Normal thyroid volume: 1268 patients
(62.34%);
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e Small thyroid, named also thyromicria:
107 patients (5.26%). All patients with
thyroid disease were registered with
hypothyroidism! ~ The prevalence of
thyromicria in patients over 65 years old
was higher: 9% vs. 5%; z=-2.9, p<0.001.

e High thyroid volume, named also
thyromegaly: 659 patients (32.4%). The
prevalence of thyromegaly in patients over
65 years old was reduced, only 20%; z=4.8,
p<0.001.

Therefore, in elderly patients with HT
there is the trend to decrease the volume of
thyroid.

In patients with T-ATG, the thyroid
volume was as follows:

e Normal: 242 patients (95%), a higher
prevalence that in HT p<0.001, z=-7.9);

e High (thyromegaly): 5 patients (1.58%),
a lower prevalence that in HT (p<0.001,

2=5.86);
e Small (thyroid disease): 6 patients
(2.37%), a lower prevalence than in

classical thyroiditis (p=0.04, z=4.4).

From the point of view of the thyroid
volume, there is no difference between
elderly patients vs. younger ones with T-
ATG.

In all patients with idiopathic myxedema,
the thyroid volume was registered, as
follows:

e Normal thyroid volume: 126 patients
(62.34%));

e Thyromicria: 22 patients (15.49%). Is
an important difference from other thyroid
entities, especially with HT, z=-7.1,
p<0.001. From these, only 3 patients
(13.64%) were over 65 vyears old

10

(difference nonsignificant). These results
are hard to interpret.

e Thyromegaly: 0 patients.
phenomenon is very interesting,
dissociates idiopathic myxedema from HT
and T-ATG.

Some patients presented a/more thyroid
nodule association.

The elderly patients with HT had a higher
prevalence of this association than the
entire patients with this entity (14.86% vs.
10.57%; z=-2.47, p=0.013).

T-ATG is more associated with a thyroid
nodule than HT (27.67% vs. 10.57%; z=-
7.7, p<0.001). However, in T-ATG, the
prevalence of thyroid nodules in elderly is
the same as in all patients with this
nosological entity (27.14% vs. 27.67%).

In idiopathic myxedema the number of
patients with nodules are lower (9.15%),
but the prevalence of nodules among
elderly was very high (38.46%; z=-3.15,
p=0.0019).

In control group there were many patients
with thyroid nodule (41.69%), since this
group was made especially from patients
with thyroid disorders not registered as
thyroiditis. The prevalence of thyroid
nodules among elderly patients was high,
too (45.15%).

In our patients it seems that nodularization
increases with age.

The data related to the structure of thyroid
from the control group could not be used to
compare with the thyroid entities described
above, because the control group was quite
inhomogeneous: patients with thyroid
nodules, normal, patients with radio-

This
and
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intervention on the chest and neck.
Therefore, a common analysis of these
patients was inappropriate.

CONCLUSIONS

After more than 20 years of observation, in
cases of  Hashimoto's thyroiditis,
respectively 5 years, in those with hyper-
ATG thyroiditis, no changes in thyroid
function are observed. This suggests that
most patients with euthyroidism will
remain euthyroid all their lives. The older
patients have the same pattern. Patients
with T-ATG and hyperthyroidism (6.3%)
appeared to be associated with Graves-
Basedow’s disease in much lower
prevalence than the phenomenon observed
in TH: only 50% had TRAB positive. The
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prevalence of 8.33%, no statistical
difference. Almost all patients with
hyperthyroidism became normothyroid
under the antithyroid treatment. In 5 years
only 5 relapses were registered. In older
patients hyperthyroidism was under control,
no relapse. About 3% of the hyperthyroid
patients became spontaneous hypothyroid.
All these data suggests that an autoimmune
association should be a factor to trigger the
attention on the thyroid disorder,
conducting the patient earlier to the doctor
and conducting the doctor to make an
earlier diagnosis.

Older patients with Hashimoto's thyroiditis
and related conditions demonstrate some
specific patterns of evolution if thyroid
function that warrant further investigation.

This material was based on a clinical research project more than 20 years sustained by the

followers, who merits our gratitude for their contributions in patients recollecting data and

fruitful discussion on the topic:

Project coordinators: Dr. Dan Peretianu® [1997-2020]. Prof. Dr. Catilina Poiana’
[2007-2017]

Assistants coordinators: Dr. Mara Carsote? [2007-2015]. Assist. Dana Cristina Staicu®
[2000-2020]

Participants (alphabetically): Dr. Ramona Elena Andronache, Dr. Irina Aninisi*, Dr.
Florin Bacanu®, Dr. Stela Bicanu', Dr. Tatiana Bulandra!, Assist. Alexandrina
Clodeanu®, Dr. Payman Gharibafshar’, Dr. Mihaela Gheorghiu®, Dr. Cosmina Ilie,
Dr. Florentina Matei*, Dr. Sanda Mimi Gherghe', Dr. Bogdan Oprisan®, Dr. Denis
Paduraru®, Dr. Mihaela Ratcu®, Dr. Mihaela Tocilescu®, Dr. Mihai Tocilescu®.

Some gratitudes should be done to my collegues Conf. Dr. Mihaela Stanciu, and Conf.
Dr. Aurora Milos®, with whom I published in 2020, in Romanian “Bolile imune ale

11



Dan Peretianu, Mihaela Stanciu

tiroidei” (The immune diseases of the thyroid), ALL Publisher, Bucharest. And, of
course to the publisher in chief, ms. Anca Salvador, director of ALL.

'Medical Center “Povernei”. Bucharest, Romania; “Institute of Endocrinology “C. L
Parhon”. Bucharest, Romania; Department of Biophysics and Medical Physics.
University of Medicine and Pharmacy ,,Gr. T. Popa”. lasi, Romania; *CMI. Dr.
Florentina Matei, Bucharest, Romania; *The Laboratory of Effort tests and fuctional
diagnosis. National Institute of Sport Medicine “loan Dragan”. Bucharest, Romania;

6Department of Endocrinology, Faculty of Medicine “Victor Babes”, Timisoara,

Romania.

REFERENCES

[1] Hashimoto H. Zur Kenntnis der lymphomatdsen Verénderung der Schilddriise (Struma lymphomatosa).

Archiv fiir klinische Chirurgie (Berlin), 1912, 97: 219-248.

[2] Peretianu D, Saragea M (eds.). Imunitatea in teoria §i practica medicinii. 1996, Vol. |, Editura ALL,

Bucuresti.

[3] Trifanescu R, Poiand C, Hortopan D. Autoimmune thyroid disease - a continuous spectrum. Rom J Intern

Med, 2008, 46, 4: 361-365.

[4] Peretianu D, Carsote M, Poiana C, Staicu CD, Clodeanu A, The concept “one thyroid specific immune

mechanism - a specific thyroid disease”. Pleading for adoption of a new nomenclature for immune thyroid
diseases — 2013. The 15th Europ Congress Endocrinol, Copenhagen, 27.04.2013-1.05.2013. Endocrine
Abstracts, 2013, 32, P1070.

[5] Ganesh BB, Cheatam DM, Vasu C, Prabhakar BS. Induction of peripheral tolerance to treat autoimmune

[6]

[7]

thyroiditis, In Wiersinga WM, Drexhage HA, Weetman AP, Butz S (eds,). The thyroid and autoimmunity.
Thieme Verlag, Stuttgart, 2007, 17-30.

Clerc J. Scintigraphie thyroidienne quantifiée (1231) du nodule thyroidien: une nouvelle imagerie
moléculaire. J Radiol, 2009, Mar; 90, 3 Pt 2: 371-91.

Spina MP, Cerri A, Piacentini V, Stringa A, Visca U. Seronegative hashitoxicosis in patient with
rheumatoid arthritis. Minerva Endocrinol, 1990, Jul-Sep; 15, 3: 173-176.

[8] Lazarus JH, Burr ML, McGregor AM, Weetman AP, Ludgate M, Woodhead JS, Hall R. The prevalence

and progression of autoimmune thyroid disease in the elderly. Acta Endocrinol (Copenh), 1984, Jun; 106,
2:199-202.

[9] Biondi B, Cooper DS. The clinical significance of subclinical thyroid dysfunction. Endocrine Reviews,

2008, 29, Feb 29, 1: 76-131.

[10] Vlachopapadopoulou E, Thomas D, Karachaliou F, Chatzimarkou F, Memalai L, Vakaki M, Kaldrymides

P, Michalacos S. Evolution of sonographic appearance of the thyroid gland in children with Hashimoto's
thyroiditis. J Pediatr Endocrinol Metab, 2009, Apr; 22, 4: 339-344.

[11] Rosario PW, Bessa B, Valaddo MM, Purisch S. Natural history of mild subclinical hypotiroidism:

prognostic value of ultrasound. Thyroid, 2009, Jan; 19, 1: 9-12.

12



Evolution of thyroid function in older patients with Hashimoto's thyroiditis and related conditions—part 1

[12] Effraimidis G, Strieder TG, Tijssen JG, Wiersinga WM. Natural history of the transition from
Eutiroidism to overt autoimmune hypo- or hyperthyroidism: a prospective study. Eur J Endocrinol, 2011,
Jan, 164, 1: 107-113.

[13] Chou KM, Huang BY, Chen CH, Lin JD, Chiu SY, Lee CC. Correlation and presentation of thyroid
functional status with thyroid autoantibodies in long-term follow-up of autoimmune thyroiditis: A study of
116 cases. J Formos Med Assoc, 2013, Nov 20; pii: 1-8.

[14] Schmidt M, Voell M, Rahlff I, Dietlein M, Kobe C, Faust M, Schicha H. Long-term follow-up of
antithyroid peroxidase antibodies in patients with chronic autoimmune thyroiditis (Hashimoto's thyroiditis)
treated with levothyroxine. Thyroid, 2008, Jul; 18, 7: 755-760.

[15] Rebuffat SA, Nguyen B, Robert B, Castex F, Peraldi-Roux S. Antithyroperoxydase antibody-dependent
cytotoxicity in autoimmune thyroid disease. J Clin Endocrinol Metab, 2008, 93, 3: 929-934.

[16] Peretianu D. Antithyroperoxydase antibodies (ATPO) in Hashimoto thyroiditis: variation of levels and
correlation with echographic patterns. Acta Endocrinol, (Buc), 2005, 1, 1: 61-79.

13



Dan Peretianu

, Mihaela Stanciu

3

(%1631) 6F (%61°T1) 65T (%SL'EP) b1 (%bsT0) T€ (1T€D) 8 (%1142) 19 (%L'$1) YOI (%6T'LT) SSS ossee_esﬁwmww%

(%v9°€1) € (%61°S1) TT (%¢€€) T (%LET) 9 (%6) 9¢ (%9T°9) L01 DLDIUIO04AY ]

0 0 (%09) € (%861 S (%S1°02) 08 (%t'T€) 659 Aauio.diy ]

QuwIN[OA PIOJAY],

(%ST1°s¥) 95T (%69'T¥) 988 (%97'8¢) ¢ (%81°6) €1 (%¥1'LD) 61 (€8:0€) 8L (%98'¥1) 65 (%LS01) S1T Bmﬂwm wwwmm

(%5°6) ¥ (%+9°9) TH1 0 0 (%€€8) ¥ (%€£9) 91 (%9¢5°8) ¢ (%b9°T1) LST wisIp1o4dy12dAg]

(%670 ¥1 (%L0°0) v (%001) 0S Tl (%I¥°SE) LT (%L¥'TD) LS (%8°SP) T81 (298°0t) 1€8 uisip1o48y}0dAE

(%88) 661 (%6T'16) 0761 0 0 (%8799 LT (%9T°1L) 181 (%6S°St) 181 (%15°9t) 9%6 wisiproadynz

ﬁo_ao:_d EOEASH

(88°81) 06 (%S0°ST) 8LT ($6'12) 6 (%8¥°€70) LT (%999) € (%Z1°8) 61 (%£¥9) vT (%81°L) 9¥1 U

LLY L1831 12 STl S ¥€T €LE 3831 UALIO 4

Co@

196 91'8 T89L L9388 6€S1 SLTIL uo1DId[J PAOPUDIS

LY'8 ST8 €TIPE T0€€ 19 80'8tT 23D42AY

OLV

86'9 099 v9°L S6cll 9Tl uo1DId[ PAOPUDIS

01'8 £+'8 816 $79 LL'SLY a3p4a0y

OdLV

S¢S (100> d) 09 IS IS uvipapy

9Ll 79°0T 9651 €9°G1 uo1DIAdJ PAOPUDIS

€TES €ess 0£°0S 6705 a3p.124f

%

(%89'97) L9S STIT (%1T°SE) 0§ wl (%L6°81) 8% 394 (%TS°61) L6€ ¥€0C JaquinN

s1eak 69 syuaned [y s1eak 69 syuaned [y - syuaned [y SIBAK 9 JOAO SjudNe] syuaned [y
IOAO sjuanIRd : JOA0 sjuanRd : IOA0 SJUdIRJ : : .
dnoss onuo) DLV [BULIOU PUB O LV [BULIOU )M (DLV-1) (Jewou OJLV) (erwe-Od Ly-12dAy ypim sniproikyy)
wsiproiLylodLy) ewopaxAw orygyedorpy BIWR-0) | V-10dAYy AJuo yim SiIproikyy, SIIPI0IAY) S, 0J0WIYSBH [BOISSB]D)

owy onsouSeIp e [013U0D pue ‘BwapaxAw oryyedorpt
(DLV-L) DLV YA SHIPIoIAy} SHIp1oikyy s, ojowyser] yim sjuaned woy eep [20130[01q pue [ed1uI[) [ 'qeL

14





