CASE REPORT

Hashimoto Auto-immune Tyroiditis
with Different Clinical Manifestations
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In the year 1912, Hashimoto first reported four
women with diffuse struma which under anatomic pa-
thology demonstrated four unique findings of diffuse lym-
phocyte infiltration, the formation of lymphoid follicles,
destruction of thyroid epithelial cells, and formation of
fibrous tissue; thus called lymphomatous struma.'=* Forty
years later, an anti-thyroid antibody was found in the
serum of the patients introduced by Hashimoto. Since
then, clinical conditions of diffuse struma with the pres-
cnce of anti-thyroid antibodies are known as Hashimoto
discase, or Hashimoto autoimmune thyroiditis.!

With further developments, there were many dis-
eases with the same histological findings, and the pres-
ence of anti-thyroid antibodies are not always associ-
ated with diffuse struma such as that in the classical
Hashimoto disease. Thus, the more common name used
nowadays is chronic autoimmune thyroiditis. Clinically,
chronic autoimmune thyroiditis is classified into two forms,
first with diffuse enlargement of the thyroid gland
(goitrous form)} known as Hashimoto disease or
Hashimoto autoimmune thyroiditis, and the second with-
out thyroid gland enlargement, known as chronic atro-
phic thyroiditis.'*?

The incidence rate of Hashimoto autoimmune thy-
roiditis is quite high and has a tendency to increase in
uncertain numbers. The average incidence rate is 3.5
cases in 1000 females and 0.8 cases in 1000 males.’
The prevalence of chronic autoimmune thyroidilis in
Western countries such as the United States and the
United Kingdom was reported to be 5-15% in females
and 1-5% in males.! In Indonesia, cases of Hashimoto
autoimmune thyroiditis cases are very rare. A histopatho-
logical examination analysis of thyroid operation cases
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in Surabaya for 2 years only found 28 cases of Hashimoto
autoimmune thyroiditis out of 2185 thyroid specimens,
or }.3%,5 while data from the Department of Pathologic
Aunatomy of the Faculty of Medicine of Hasanuddin
University found 3 cases of Hashimoto autoimmune thy-
roiditis out of all thyroid samples in 3 years.®

A diagnosis of Hashimoto autoimmune thyroiditis
should always be considered when finding paticnts with
diffuse struma with or without complaints or clinical signs
of hypothyroidism, accompanied by increased levels of
serum thyrothropine (thyroid simulating hormone = TSH).
Increased levels of one of the anti-thyroid antibodies,
such as the anti-microsomal antibody (AMA), anti-thy-
roid peroxidase antibody (anti-TPO), or anti-thyroglobu-
lin (anti-Tg) are needed to prove the presence of an au-
toimmune process. Histopathological or cytological ex-~
amination would further support the diagnosis of
Hashimoto autoimmune thyroiditis.™

Thyroid dysfunction in Hashimoto autoimmune thy-
roiditis can take the form of normal thyroid function (eu-
thyroid), hypothyroidism, or transient hyperthyroidism. >
Most patients manifest as hypothyroidism, but hypothy-
roidism with classical clinical findings (overt hypothy-
roidism) is only reported in 10% of cases. Hashimoto
autoimmune thyroiditis may demonstrate mild to severe
manifestations.? We hereby report three cases of
Hashimoto autoimmune thyroiditis with different clinical
manifestations.

CASE REPORT

Case 1

A 35 year-old male came to the Internal Medicine
Out-patient Clinic with a chief complaint of enlargement
in the neck. The patient had only realized his condition 1
week prior to his visit, followed by a feeling of strangu-
lation, without disturbance in swallowing or pain. The
patient also complained of feeling cold, easily fatigued,
and reduced sweating. There was no history of fever.
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The patient did not feel any weight change, hair loss,
difficulty breathing, or palpitations. There was no family
history of goiter disease.

During physical examination, the patient appeared
healthy and fully conscious. He weighed 66 kg and was

165 cm in height. His blood pressure was 110/70 mmHg,
his pulse rate 72 times per minute, his respiratory rate 20
times per minute, and there was no fever. His eyes were
not protruded, his conjunctiva normal, his sclera showed
no signs of jaundice. There was no lymph gland enlarge-
ment in the neck. There was diffuse thyroid gland en-
largement, supple in consistency, moves along when swal-
lowing, with a smooth surface and no tenderness. The
neck circumference was 39 cm. There was no thyroid
murmur nor stridor. The chest was normal in shape and
symmetrical. The patient’s lungs were normal, no rales
were found. The patient’s heart was within normal lim-
its, no murmur was found. The patient’s abdomen was
not distended and there was no ascites. The patient’s
liver and spleen were not palpable, and his bowel sounds
were normal. There was no edema of the extremities,
the skin was normal and smooth.

Laboratory results on October 26, 2000 were as
follows: Hemoglobin level 14 g%, white blood cell count
9,200/mm3, blood sedimentation rate 40 mm/hour, Rou-
tine urinalysis results were normal. Liver and renal func-
tions were within normal limits. The patient’s total cho-
lesterol was 314 mg/dl, LDI-cholesterol 242 mg/d], HDL-
cholesterol 27 mg/d], triglyceride 225 mg/dl. Thyroid func-
tion examination dermonstrated thyrothropine (TSH-sen-
sitive) levels of > 100 ull/ml {(normal levels 0.3 uUL/ml).
Electrocardiogram demonstrated normal findings. The
results of thyroid ulirasonography demonstrated diffuse
thyroid gland ealargement with a low echo rate, in ac-
cordance with thyroiditis. Based on a history of enlarge-
ment of the thyroid gland accompanied by a sense of
strangulation, a feeling of coldness, decreased sweating,
and easy fatigue, without disturbance in swallowing or
breathing, or pain; a physical evaluation demonstrating
diffuse struma; and an ultrasound examination demon-
strating diffuse struma in accordance with thyroiditis with
elevated thyrotropine levels; the current working diag-
nosis is a suspicion of Hashimoto autoimmune thyroiditis
with a manifestation of hypothyroidism. The differential
diagnosis is “silent thyroiditis”. The patient received 100
ug/day of Euthyrox (levothyroxine) and vitamins.

The results of the antimicrosomal antibody exarni-
nation on November 4 2000 demonstrated a very high
titer of 1:24,6000 (normal: negative). Fine needle aspira-
tion biopsy results on November 18% 2000 demonstrated
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that the two samples from the left and right thyroid glands
were full of lymphocyte cells. The conclusion was lym-
phocytic thyroiditis (Figure 1). The results of the
antimicrosomal antithyroid antibody (AMA) and fine
needle aspiration biopsy were in accordance with
lymphocitic thyroiditis, thus supporting the diagnosis of
Hashimoto autoimmune thyroiditis with a manifestation
of hypothyroidism.

After treatment with 100 ug of Euthyrox daily for 2
months, the thyrotropine levels at 2 months follow-up
was still a high 67.49 ulU/ml (normal: 0.3-5 uUL/ml).
Nevertheless, the feelings of strangulation, coldness, and
decreased sweat were reduced. The patient’s neck di-
ameter dropped to 37 cm. Because of the high
thyrothropine levels, the dose of Euthyrox was increased
to 150 ug/day. Six months Iater, the level of thyrothropine
had reached 7.9 ul/ml, while the AMA titer remained at
1:25,600. The patient felt better. Six months later, the
patient returned with fatigue and a cold feeling. Based
on history, the patient had stopped taking Evthyrox for 2
months. The patient’s TSH level had increased to over
75 ulfml. Treatment with 150 ug/day of Euthyrox was
continued.

Figure 1. The Cytological Findings irom Fine Nesdle Aspiration Bi-
opsy of Case 1 Patient

Case 2

A 24 year-old female came to the Internal Medicine
Oul-patient Clinic of Jaury Academic Hospital with a
chief complaint of enlargement of the neck. The patient
had only realized her condilion in less thar 1 week. The
patient did not report pain, a sense of strangulation, diffi-
culty breathing or swallowing. There was no prior his-
tory of fever, weight change, hair loss, difficulty breath-
ing, cold sensation, or palpitations. There was no family
history of goiter disease.
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During physical examination, the patient appeared
healthy and fully conscious. She weighed 53 kg and was
154 cm in height. Her blood pressure was 110/70 mmHg,
her pulse rate 80 times per minute, her respiratory rate
20 times per minute, and there was no fever. Her eyes
were not protruded, her conjunctiva not anemic, her sclera
showed no signs of jaundice, and there was no edema of
the eyelids. There was no lymph gland enlargement in
the neck. There was diffuse thyroid gland enlargement,
supple in consistency, moves along when swallowing,
with a smooth surface and no tendemess. There was no
thyroid murmur or stridor. Her neck circumference was
33 cm. The chest was normal in shape and symmetrical.
The patient’s lungs were normal, no rales were found.
The patient’s heart was within normal limits, no murmur
was found. The patient’s abdomen was not distended
and there was no ascites. The patient’s liver and spleen
were not palpable, and his bowel sounds were normal.
There was no edema of the extremilies, the skin was
normal and smooth.

Laboratory results on May 11, 2001 were as fol-
lows: Hemoglobin level 13 g%, white blood celi count
7000/mm3, blood sedimentation rate 69 mm/hour. Rou-
tine urinalysis results were normal. Thyroid function ex-
amination demonstrated thyrothropine levels of 2.74
ulU/ml (normal levels 0.3-5 uUL/ml). Assessment for
AMA tumed out negative (normal). Electrocardiogram
demonstrated sinus rhythm. The results of thyroid ulira-
sound examination demonstrated diffuse thyroid gland
enlargement with a low echo rate, in accordance with
thyroiditis. Fine needle aspiration biopsy gave the im-
pression of a benign process possibly being colloid struma.
Based on a history of enlargement of the thyroid gland
without pain, a sense of strangulation, a feeling of cold-
ness, decreased sweating, and easy fatigue, or a distur-
bance in swallowing or breathing; a physical evaluation
demonstrating diffuse struma; and an ultrasound exami-
nation demonstrating diffuse struma in accordance with
thyroiditis without increased thyrotropine levels; the
working diagnosis at the time was non-toxic diffuse
struma. The differential diagnosis was Hashimoto au-
toimmune thyroiditis or “silent thyroiditis”. The patient
was only given vitamins.

Nine months later (on February 6% 2002), the pa-
tient returned for control. At this point, the patient com-
plained of enlargement of the neck and a sense of stran-
gulation. During palpation, there was diffuse thyroid gland
enlargement, supple in consistency, moves along when
swallowing, with a smooth surface and no pain. There
was no thyroid murmur or stridor. The patient’s neck
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circumference was increased to 35.5 cm. Other physi-
cal examination gave a normal impression. Repeat as-
sessment of thyrothropin levels resulted in 18.6 ulU/ml
(normal: 0.3-5 ulU/mi). FT 0.25 ng/ml (normal: 0.71-
1.85 ng/ml). AMA results were still negative, but the
patient’s ami-Tg antibody titer was over 300 ng/ml (nor-
mal: <55 ng/ml). Thyroid ultrasound contro} examination
gave the same impression, dif{use thyroid gland enlarge-
ment with low echo levels in accordance with thyroidi-
1s.

The second fine-needle biopsy aspiration found a
smear filled with many follicles distributed with many
mature lymphocytes in the background, giving the im-
pression of a lymphocytic thyroiditis (Figure 2). Based
on a history of enlargement on the neck, physical exanai-

Figure 2. Cyiological Resulls of Fine Needle Aspiration Biopsy of
Patienl in Case 2

nation of a diffuse struma, increased thyrothropine and
anti-Tg antibody levels, and fine needle biopsy aspira-
tion findings of lymphocytic thyroiditis, the diagnosis in
this patient was Hashimoto autoimmune thyroiditis with
a manifestation of hypothyroidism. The patient was given
100 ug Euthyrox daily.

Case 3

A 53 year-old female came with a chief complaint
of enlargement of the neck. The patient realized her
condition since 2 weeks prior to the visit. The patient did
not report a sense of strangulation, difficulty in breathing
or swallowing, or pain. There was no prior history of
fever, weight change, hair loss, difficulty breathing, cold
sensation, or palpitations. There was no family history
of goiter disease.

In 1997, the patient had suffered the same complaint,
with enlargement of the neck, feeling easily fatigued and
always feeling cold. Her thyroid function at the time
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(thyrothropine level) was 46.19 uIlU/ml (normal: 0.3-5
ulU/ml), while her AMA was positive with a titer of
1:6400 (normal: negative), and her anti-Tg antibody nega-
tive. She received 100 ug of Euthyrox daily for 6 months.
The patient never came for follow-up since she had felt
better (her neck cnlargement reduced in size).

During physical examination on December 20,
2001, the patient appeared healthy and fully conscious.
She weighed 59 kg and was 163 cm in height. Her blood
pressure was 120/80 mmHg, her pulse rate 80 times per
minute, her respiratory ratc 20 times per minute, and
there was no fever. Her eyes were not protruded, her
conjunctiva not anemic, her sclera showed no signs of
jaundice, and there was no edemna of the eyelids. There
was no lymph gland enlargement in the neck. There was
diffuse thyroid gland enlargement, supple in consistency,
moves along when swallowing, with a smooth surface
and no tendemess. There was no thyroid murmur or stri-
dor. Her neck circumfercnee was 35.5 cm. The chest
was normal in shape and symmetrical. The patient’s lungs
were normal, no rales were found. The patient’s heart
was within normal limits, no murmur was found. The
patient’s abdomen was not distended and there was no
ascites. The patient’s liver and splecn were not palpable,
and his bowe! sounds were normal. There was no edema
of the extremities, the skin was normal and smooth.

Laboratory results on December 21%, 2001 were as
follows: Hemoglobin level 13.8 g%, white blood cell count
5300/mm3, blood sedimentation rate 26 mm/hour. Rou-
tine urinalysis results were normal. The patient’s total
cholesterol was 275 mg/dl, LDL-cholesterol 177 mg/dl,
HDL-cholestcrol 58 mg/dl, triglyceride 66 mg/dl. Thy-
roid function examination demonstrated a thyrothropine
level of > 75 ulU/ml (normal levels 0.3-5 uUl/ml), FT
1.2 ng/ml (normal: 0.71-1.85 ng/ml). Assessment for
AMA turned out positive with a titer of 1:1600 (normal:
negative). Electrocardiogram demonstrated sinus rhythm
and a complete right bundle branch block. The results of
thyroid ultrasound examination demonstrated diffuse thy-
roid gland enlargement with a low echo rate, in accor-
dance with thyroiditis.

Fine necdle aspiration biopsy on December 24", 2001
resulted in a smear of follicle cells, plenty of Azkanazy
cells, and lymphocyte cells, with the impression of
Hashimoto struma (Figure 3). Based on a history of en-
largement of the thyroid gland and a history of Hashimoto
autoimmune thyroiditis, a physical evaluation demonstrat-
ing diffuse struma, an ultrasound examination demon-
strating diffuse struma in accordance with thyroiditis,
increased thyrotropine levels, a positive AMA, and fine
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Figure 3. Cylolegical Results of Fine Needle Aspiration Biopsy of
Palientin Case 3

needle aspiration biopsy in accordance with Hashimoto
autoimmne thyroiditis, the working diagnosis was
Hashimoto autoimmune thyroidits with a manifestation
of hypothyroidism. The patient received 100 ug of
Euthyrox daily.

DISCUSSION

Chronic autoimmune thyroiditis is classified into
Hashimoto attoimmune thyroiditis accompanied by thy-
roid gland enlargement, which is the most common case;
and atrophic autoimmune thyroiditis, without thyroid gland
enlargement."*" Indonesian literature reported very few
cases of Hashimoto thyroiditis, only 3 in the record.58”
This may be because there are not many cases of
Hashimoto autoimmune thyroiditis, or because cases
were missed, thus complete evaluation was not con-
ducted, particularly thyroid antibody evaluation to diag-
nosc this diseasc. Bearing in mind that most patients do
not demonstrate classical thyroid dysfunction such as
hypothyroidism, "> the diagnosis of Hashimoto autoim-
mune thyroiditis should be considered when encounter-
ing an adult patient with diffuse struma and high TSH
levels.'*? To prove the presence of an autoimmune pro-
cess, anti-thyroid antibody such as anti-microsomal anti-
body or anti-thyroglobulin should be-assessed.'*! Un-
fortunately, aside from the relatively high cost of anti-
thyroid antibody evaluation, the test might not be avail-
able at local laboratories (samples need to be sent to
Jakarta).

Amino and Tada® classified the manifestations of
Hashimoto autoimmune thyroiditis into four subgroups
according to the manifestation stage of the disease: the
early stage, called the subclinical subgroup; the mild stage,
called the chronic subgroup; the advanced stage, which
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is the classic Hashimoto subgroup; and the final stage,
called the atrophic subgroup. In the first three forms,
there is enlargement of the thyroid gland of varying sizes,
while for the final form, the atrophic form, there was no
thyroid gland enlargement. Thyroid function depended
on the stage of manifestation. In the subclinical stage,
the patient’s thyroid function is still normal (euthyroid}),
even though there is already enlargement of the thyroid
gland. Thyroid dysfunction in the form of hypothyroid-
ism occurs in the other three stages. Thus, high levels of
thyrothropine are not found in the initial stage, even
though tere is already diffuse thyroid gland enlargement.
This shows that during the initial stage, there is not much
damage of thyroid cells, thus maintaining thyrothropine
levels within normal limits, 1

Cases | and 3 can be classified as the classical form
of Hashimoto autoimmune thyroiditis due to findings of
diffuse struma, high levels of AMA, and increased
thyrothropin levels, even though there were no classical
clinical findings of hypothyroidism. Case 2 initially can
be classified as the subclinical form of Hashimoto au-
toimmune thyroiditis due to normal levels of thyrothropine
hormone, which then became the chronic form, proven
with increased thyrothropine levels.

Administration of thyroxin in patients with Hashimoto
autoimmune thyroiditis is determined by thyroid func-
tion. In cases of definite clinical hypothyroidism, thyroxin
has (o be administered.'?? The administration of thy-
roxin in cases of euthyroid and subclinical hypothyroid
Hashimoto autoimmune thyroiditis is still controversial.
Lamberton and Jackson 3 recommend the administra-
tion of thyroxin in cases of euthyroid with the argument
that it could reduce the size or suppress enlargement of
the thyroid gland. According to Dayan' in subclinical
hypothyroidism, new thyroxin is only administered after
the thyrothropin level exceeds 10 mU/L. Thyroxin ad-
ministration in cases of Hashimoto autoimmune thyroiditis
with hypothyroidism has three benefits as follows: a) as
a hormone supplementation due to inadequate thyroid
hormone deficiency, b) thyroxin reduces thyrothropine
levels to reduce the size of the thyroid gland, and c) thy-
roxin is suspected to be able to suppress the autoim-
mune process in the thyroid, thus causing remission, as
proven from the reduction of antimytochondria antibody
(AMA) levels.'?

Approximately 20%of patients with Hashimoto au-
loimmune thyroiditis may achieve remission after the
administration of thyroxin for several months to one year.?
Takasu reported 20% remission in 92 patients with
Hashimoto autoimmune thyroiditis receiving only 1 year
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of thyroxin. The third case presented in this paper also
demonstrated the possibility that thyroxin had achieved
temporary remission and recurrence after 4 years, even
though this is only based on history of alleviation of com-
plaints and reduction in the size of the thyroid gland.

Hashimoto autoimmune thyroiditis may take the form
of mild to severe hypothyroidism. The first case reported
demonstrated classical findings of Hashimoto auloim-
mune thyroiditis. The second case was in accordance
with the initial stage of Hashimoto autoimmune thyroidi-
tis with normal levels of thyrothropin, then becoming mild
stage with increased levels of thyrothropin. The third
case is a case of remission after thyroxin, which then
recurred after 4 years.

SUGGESTION

All patients with diffuse struma with or without an
unclear etiology with or without increased levels of
thyrothropin should undergo anti-thyroid antibody assess-
ments, particularly that of anti-microsomal antibody to
detect the presence of Hashimoto antoimmune thyroidi-
tis. Thyrothropin hormene levels should be monitored in
patients with previously normal levels, bearing in mind
thyroid cell reduction could occur slowly with unclear
symptoms of hypothyroidism.'*’ Imaging examinations
such as ultrasound, thyroid scan, and CT-scan can only
prove the presence of diffuse struma, and are thus un-
able to establish the etiologic diagnosis of Hashimoto
autoimmune thyroiditis. Ultrasound findings of low echo
should be in accordance with inflammation, and com-
pared 1o ultrasound, thyroid scan may be better, since it
could determine low vptake as that in hypothyroidism.

SUMMARY

Hashimoto autoimmune thyroiditis is a chronic au-
toimmune thyroiditis accompanied by diffuse enlarge-
ment of the thyroid gland (goitrous form). The autoim-
mune process is characterized by increased levels of
antimicrosomal anti-thyroid antibodies (AMAY} or
antithyroglobulin antibody (anti-Tg). Clinical manifesta-
tions may take the form of euthyroidism, hypothyroid-
ism, or even transient hyperthyroidism. Hypothyroidism
is the most common thyroid dysfunction, even though
only 10% is the classical hypothyroidism.

We hereby report 3 cases of Hashimoto autoimmune
thyroiditis with different clinical manifestations, from the
initial stage, the mild stage, and advanced stage. The
first case demonstrated classical findings of Hashimoto
autoimmune thyroiditis or the advanced stage. The sec-
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ond case was initially in accordance with the initial stage,
with normal levels of thyrathropin, but then increased to
the mild case with increased thyrothropin levels. The
third case is a case of remission after administration of
thyroxin, with recurrence after 4 years. The three cases
were treated with thyroxin in order to reduce complainis
due to hypothyroidism as well as reduce the size of the
thyroid gland enlargement with hypothyroidism.

REFERENCES

1,

2.

Dayan CM, Daniels GH. Chronic autoimmune thyroiditis. N
Engl J Med 1996; 335: 99-107

Amino N, Tuda H. Autoimmune Lhyroid diseasc/thyroiditis.
Endocrinology. In: DeGrool LI. Besser M, Burger HG, Jameson
JL, Loriaux DL, Marshall JC, Odell WD, Poits JT, Jr., Rubenstein
AH editars, 37 ed. Philadelphia: WB Saunders Company; 1995.
p. 736-41

Lamberon F, Jacksen IMD. Thyroiditis. Principles and prac-
lice of endocrinelogy and metabolism. In; Becker KL editor, 2™
edition. Philadelphia: JB Lippincoil Company; 1995.p. 412-20
Larsen PR, Davies TF, Hay ID. The thyroid gland. Williams
textbook of endocrinology. In: Wilson JD, Foster DW,
Kronenberg HM, Larsen PR .editors. 9 ed. Philadelphia: WB
Saunders Company; 1998, p. 389-515

e XXXV « Number 1 » January-March 2003

11.

Tulus Panuwun, Koesono Wardojo MW, Subagyo Rochmudi.
Pengamatan kasus-kasus bedah tiroid di Surabaya. Naskah
Lengkap INI Kongres Nuasional Perkumpulan Endokrinologi In-
donesia (PERKENTI) II, Surabaya: 1989. p. 3845

Adam JMF. Tiroidilis Hashimoto. Dexa Mediz 1992; 3: 23-24
Hamburger JI. The various presentations of thyroiditis.
Diagnositic considerations. Ann Intern Med 1986;104:219.224
Soegondo S, Borman I, Waspadji S, Sujono §. Tiroiditis
Hashimolo. Naskah Lengkap ITT Kongres Nasional Perkumpulan
Endokrinologi Indonesia (PERKENI) I, Surabaya: 1989. p. 85-
91

Kuswardhani RAT, Tjokroprawire A, Hendromanono, Ari
Sutjahjo, Tandra H, Scorang wanita muda dengan hipotiroidisme
primer karena tiroidilis Hashimoto, Acta Medica Indonesiana,
Sumual AR, Nelwan RHH, Tendcan-Wenas N, Lefrandt RL, K
Pandelaki {ed.), Manado 1995 (Supp. 1} 167-172

Utiger RD. Hypothyroidism. Endocrinology. In: DeGroot L.
Besser M, Burger HG, et af, editors, 3™ cd. Philadelphia: WB
Saunders Company; 1995.p. 752-68

Takasu N, Komiya I, Asawa T, Nagasawa ¥, Yamada. Test for
recovery from hypothyroidism during thyroxine therapy in
Hashimoto's thyroiditis. Lancet 1990:336;1084-1086

Jansson R, Karlson A, Dahlberg PA. Thyroxine, methimazole,
amd thyroi microsomal antoantibody titres I hypothyroid
Hashimote's thyroiditis. BMT [1985:290;11-12

21



