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Abstract. Among the various autoantibody tests ap-
p}ied in research and clinical practice, the determina-
tion of thyroid microsomal (TMAb) and thyroglobulin
antibodies (TgAb) still retains its strong value in the
screening for thyroid autoimmunity. The presence in
the serum of TMAD is almost invariably associated with
thyroid autoimmune disease or focal thyroiditis, The
appearance of TMAD together. with elevated serum-
TSH in subclinical autoimmune thyroiditis strongly
suggests progression to overt hypothyroidism. Preg-
nant women with positive TMAb and/or TgAb run an
lnqre'fzsed risk for post-partum painless thyroiditis with
transient thyrotoxicosis and subsequent hypothyroid-
ism. After delivery also a relapse of previously unre-

cognized Graves' thyrotoxicosis may occur, Thyroid’

antibody determination is not a valuable tool to discri-
Winate autoimmune thyroiditis from thyroid malignan-
?les_- TMAb and TgAb determination helps to recognize
individuals with thyroid autoimmunity among patients
with non-thyroid autoimmune diseases such as Addi-
son’s disease and 'Type'I diabetes mellitus.

Autoimmunity plays a key role in the pathogene-
Sts Of: a number of thyroid disorders, namely
Hashimoto’s thyroiditis, primary myxoedema,
Graves thyrotoxicosis, and also Graves’ ophthal-
mop?'tth "The clinical picture, cytological or hist-
ological assessment as well as the demonstration

of cellular and humoral immune phenomena may .

Jead to the appropriate diagnosis. -

A number of autoantibodies have been detected
I thyroid autoimmune diseases, and some of
them such as thyroid-stimulating antibodies in
Graves' thyrotoxicosis and neonatal hypexrthyroid-

ism (Zakarija & McKenzie 1983) are now thought
to be directly linked with clinical disease. It is the
aim of this article to re-evaluate the significance of
thyroid microsomal (TMAb) and thyroglobulin
antibody (TgAb) determination for the clinical
management of patients.

Evidence for a role of TMAb in the pathogenesis
of autoimmune thyroid disease

The cytoplasmic antoantigen has been shown to |
be also represented on the apical surface of hu-
man thyroid monolayers and disrupted follicles
and is involved in the complement-mediated cyto-
toxic effect of TMAb-positive sera (Khoury et al.
1984). It has been shown by Hanafusa et al. (1984)
that the cell surface antigen, normally localized at
the microvillar edge of follicles may be shifted to
the vascular pole through reversal of thyroid
epithelial polarity thus allowing direct access of
circulating. autoantibodies to- the ‘microsomal’
antigen.

Prevalence of TMAb and TgAb in thyroid disorders

The presence in the serum of TMAD is almost
invariably associated with autoimmune thyroid
disease or focal thyroiditis (Yoshida et al. 1978).
The prevalence of thyroid antibodies depends on .
the detection method. With a widely applied com-
mercial haemagglutination test, the prevalence in
Graves' disease of TMAb was 63% and TgAb
18%, Hashimoto’s thyroiditis 73 %/40%, myx-
oedema 55%/55%.
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Regarding an antibody titre of 1:100 as posi-
tive, nearly all the Hashimoto or myxoedema
cases have TMADb and/or TgAb, but at these titres
the normal controls were positive for TMAD and
TgAb in 6.8% and 1.8%, respectively, and also
20% of patients with a euthyroid goitre had
TMAD (Scherbaum et al. 1979). Titres are usually
lower in asymptomatic individuals, in juvenile
autoimmune thyroiditis and in severe myxoedema
(Doniach et al. 1979). Half the cases with TMADb
titre of = 102 400 and TgAb titres of = 6400 are
associated with frank hypothyroidism (Scher-
baum et al. 1982). In presumably healthy blood
donors, TMAb seem to have a far higher predict-
ive value than TgAb for the detection of previ-

ously unrecognized hypothyroidism (Bjéro et al.
1984). . .

Time course of TMAb and TgAb in
autoimmune thyroid disease

Epidemiological studies suggest that both, anti-
body titres and hypothyroidism progress very
slowly in subclinical autoimmune thyroiditis (Aho
et .al. 1985). Titres of TMAb and TgAb may
fluctuate from one investigation to another, and
rises after viral infections have been observed.
. The data on TMAb and TgAb titres after thyroid
operation or radioiodine therapy for Graves' di-
sease are highly divergent and the individual
course cannot be predicted. However, once pres-
ent, TMAb and TgAb only rarely disappear in
Hashimoto’s and Graves' diseases (Hayashi et al.

1985). Low or absent ‘TMAD/TgAb are detected

inlong-standing myxoedema.

In subclinical autoimmune thyroiditis, thyroid
,antibodies may also appear transiently and later
disappear. This finding seems to have little bear-
ing on the long-term thyroid function. However,
the appearance of TMAb together with elevated

serum ‘T'SH strongly suggests progression to overt
hypothyroidism (Tunbridge et al. 1981).

TMAb and TgAb in subacute (de Quervain’s) thyroiditis
TgAb and/or TMAb may be transiently detectable
in subacute thyroiditis. In contrast to the painful
form of diffuse lymphocytic thyroiditis (Doniach
et al. 1979), the titres are usually low and TMAb
are often absent, "The clinical course of the disease
and. its relation to viral infections have been de-
scribed in detail by Volpé (1979). Data on our own
series of 18 cases are given in Table 1. The initial
goitre and the antibodjes disappear in most cases.
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Table 1.
Clinical data on 18 patients with subacute thyroiditis.
Time of evaluation
Onset of 4weeks | 6 months
‘symptoms
No. of cases 18 16 10
Females/males 13/56 13/38 8/2
Mean age 39 42 47
(years) (24-67) (24—67) (82~67)
TMAb = 1/100 2% 1 0
TgAb = 1/20 4 4 1
Goitre present 18 16 4%

* All patients with thyroid antibodies at onset were
available for the follow-up.
** Goitre size decreased in each case.
Range in parentheses.

Role of thyroid autoantibodies in the diagnosis

of post-partum painless thyroiditis

‘Painless’ or ‘silent thyroiditis’ may attract tl}e ‘
attention of physicians by causing thyrotoxicosis,

and it has been thought to be an atypical equiva:
lent of subacute (de Quervain’s) thyroiditis (Mor-

rison & Caplan 1978). Low radioiodine uptake of
the thyroid gland and spontaneous recovery from

hyperthyroidism in most cases indeed sug.gest that

this form of thyrotoxicosis is destruction-induced.

Needle biopsies performed during the hyperth}.’-

roid phase show focal or diffuse lymphocytc

.inﬁltration with destruction of follicle cells, but

unlike Hashimoto’s thyroiditis; the infiltrates de-
crease in the recovery phase (Inada et al. 1981).

Painless thyroiditis mainly occurs in the post

partum period, affecting up to 5% of women after
delivery (Amino et al. 1982). Thyrotoxicosis sets
on about 3 months after partuition, it is usuallzl'
mild and of short duration and is often followe
by transient hypothyroidism that may last for
months before recovery to euthyroidism. H)'Per;
and hypothyroidism may be a cause of discomfort
in the post-partum period, and it is therefore af:
important task to find out which women are 2
increased risk to develop the disease. .
'TMADb were demonstrable.in 80 %, and TgAP I
40% of 40.cases of spontaneous or post-partur

‘painless thyroiditis (Amino et al. 1981). In the

survey of Jansson et al. (1984); all women who
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THYROID AND OTHER AUTOANTIBODIES AND ASSOCIATED AUTOIMMUNE
DISEASES IN 116 GASES OF IDIOPATHIC ADDISON'S BISEASE
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Z:t‘i:b ::isgshz;?Mrzllr)nlﬁri of positive sera were: adrenal antibodies (adrenal Ab) N = 82, Thyroid microsomal

N 167 it ) N = 3?, 12 of them Wlt}'l overt thyroid autoimmune disease. Thyroglobulin antibodies (TgAb)

,'7 with overt thyroid autoimmune disease. Gastric parietal cell antibodies (PCA) N = 12, Pancreatic islet-cell
antibodies (ICA) N = 7, 4 with Type-I diabetes mellitus.

devel‘oped post-partum hypothyroidism had cir-
;ulatmg TMAD and/or lymphocytic thyroiditis at
ine-needle aspiration biopsy. In their studies, a
TMAb tltl‘re.of 1/1600 or above in early pregnancy
was associated with a high risk of symptomatic
lIzost-pa.rtl,xm hypothyroidism. It may therefore be
veneficial to include this test in a screening pro-
§ramme in pregnant women.

Role of thyroid antibodies in the diagnosis
of post-partum Graves’ thyrotoxicosis

Pre ;
cOugnancy may have a beneficial influence on the
se of several autoimmune diseases. Auto-

im s
Tune thyroiditis and Graves’ thyrotoxicosis .

12::’; bezn _rep?rted to ameliorate in late preg-
thyr(z,g.lob lc_lechnff of : thyroid microsomal and
well as‘thu m anlebodw:s (Amino et al. 1983) as
MoK o yroid stimulating antibodies (Zakarija &
o thirge tl?SB) can be observed in the second
‘ rimester of pregnancy. After delivery,

arel .
¢ Telapse of Graves’ thyrotoxicosis may occur, and

gzss;ﬁi f;?eS, (%raves’ disease may be first diag-
In e 1s period.

Oedemae ;?Iince of typical eye signs or myx-
rather t,han Tl\;{lzceptor antibody measurement
help to difge .b and TgAb determination will
painless ¢ r¢'l;131§te Gre}ves’ th}frotoxicosis from
Graves’ diSYTOI itis, Patients with a history of

ease run an increased risk for post-

.partual recurrence. However, patients with previ-

ously diagnosed Graves’ disease may also acquire a
self-limiting post-partum painless thyroiditis as
evidenced by a low radioiodine uptake test (Check
& Avellino 1980).

Thyroid malignancies asseciated with thyroiditis

The detection in the serum of TMAb or TgAb
does not allow to diagnose non-malignarit auto-
immune thyroid disease. Thyroid antibodies and
histological evidence of thyroiditis may be demon-
strable in both, patients with thyroid lymphoma
(Sirota & Segal 1979) and thyroid carcinoma
(Meier et al. 1959). There have been many case
reports on an association of Hashimoto’s thyroid-
itis and also Graves’ thyrotoxicosis with malignant
lymphoma of the thyroid. In a recent epidemiol-
ogical study, patients with serological and cytol-
ogical signs of thyroiditis, but not those with
colloid goitre, had a greatly increased risk of
malignant thyroid lymphoma (Holm et al. 1985).

Thyroid autoantibodies in rheumatic disorders

An association of thyroid autoimmunity with
rheumatoid arthritis (RA) was suggested by some
case reports, family studies and a few systematic
investigations (Walker et al. 1986). These findings
may arise from the bias that cases with more than
one disease are more likely to be admitted to a
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hospital. Other studies failed to show an associa-
tion between RA and Hashimoto’s thyroiditis
(Linos et al. 1980). In a combined French and
German study, we found TMADb (HA test, Well-
come) in 4.4% of 367 patients with RA, 11.6%
with systemic lupus erythematosus, and in 22.5%
with Sjogren’s syndrome, the latter being signifi-
cantly increased as compared to normal controls.
TgAb were significantly increased in RA, and
titres = 80 occurred in as many as 7.4% as com-
pared to 1.3% in controls.

TMAb and TgAb determination in patients at risk
Sfor thyroid autoimmune disease

Individuals with a family history of thyroid auto-
immune disease run an increased risk to acquire
- such a syndrome (Doniach & Bottazzo 1981). This
is exemplified by family studies that point to an
- immunogenetic risk of family members who are
HLA-identical and haplo-identical with their af-

fected relative. TMADb and TgAb determination is ‘

suggested for screening.

Autoimmune diseases may affect several endo-
crine orgavs. Adrenal insufficiency is preferen-
 tially associated with thyroid autoimmunity (Ne-

rup 1974). In 116 own cases of idiopathic Addi-
son’s disease, TMAb and TgAb were detected in
31% and 14%, respectively. 15 (18%) of these
patients had overt autoimmune thyroid disease
either at presentation or in their history. Another
7 (6%) had evidence of subclinical hypothyroid-
ism. TMAb and TgAb measuring is therefore
advisable in patients with idiopathic Addison’s
disease. In 318 cases of Type I (autoimmune)
diabetes mellitus, TMAb and TgAb were present
in 18% and 9%, respectively. Associated thyroid
autoimmune diseases were found in 3.5% of these
cases. Thyroid antibody screening is therefore
also suggested in patients with Type I diabetes.
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