


Table 2
Types of Hyperthyroidism

High (Occasionaily Normal) RAIU

Diffuse toxic goiter (Graves' disease)

Toxic multinodular goiter (Plummer's disease)

Toxic uninodular goiter (toxic adenoma)

Hyperthyroidism and chronic lymphocytic
thyroiditis (Hashitoxicosis)

TSH-producing pituitary tumor

Thyrotropin-tike-producing tumors
Choriocarcinoma and hydatidiform mcle
Embryonal carcinoma of testis

Low RAIU

Subacute thyroiditis (SAT)

Lymphocytic thyroiditis with spontaneously
resolving hyperthyroidism (LT/SRH)

Graves' disease with iodine excess

lodide-induced hyperthyroidism
(Jod-Basedow's disease)

Factitious thyrotoxicosis

Metastatic functioning thyroid carcinoma

Struma ovarit

FREQUENCY OF THYRQOID DISEASE

forms of hyperthyroidism in the past, representing more than
95% of all cases (in order of frequency, diffuse toxic goiter,
toxic muitinodular goiter, and toxic uninodular goiter)
present with elevated or occasionally normal RAIU. In our
experience, the new form of hyperthyroidism—LT/SRH—has
increased dramatically in frequency in recent years, account-
ing for 10% to 20% of ali cases of hyperthyroidism in the past
two to three years and becoming the third most common cause
of hyperthyroidism. Only one case of LT/SRH was identified
prior to 1970, one to three cases per year between 1970 and
1974, and 8 to 22 cases per year since then. Figure 1 illustrates
the increased incidence of LT/SRH in our area during the past
decade in contrast to the stable frequency of diffuse and nod-
ular toxic goiter and subacute thyrociditis (SAT). This entity
was first reported in the medical literature in 19743 as atypicai
subacute thyroiditis, and muitiple articies describing three to
ten cases have been reported since that time. It has been ia-
beled silent thyroiditis, painless thyroiditis, atypical subacute
thyroiditis, hyperthyroiditis, transient goitrous hyperthyroid-
ism, chronic lymphocytic thyroiditis with thyrotoxicosis and
fow RAIU, and transient hyperthyroidism with lymphocytic
thyroiditis2-*1

Clinical Peatures of LT/SRH
Lymphocytic thyroiditis with spontaneously resolving
hyperthyroidism usualily presents as a mild to moderate form
f hyperthyroidism, although about 10% of patients may have
evere hypermetabolism. It has not been possible to differen-
tiate it from diffuse toxic goiter by history or examination. in
our series of patients (Table 3). weight loss, fatigue, weak-
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Frequency of thyroid disease in Marshfield, Wisconsin, area.

ness, heat intolerance, and increased sweating were the most
common compiaints. However, about 8% deniedillness when
first seen. These patients were noted to have abnormal thy-
roid function tests in a screening program. Viral prodromata
such as rhinorrhea, malaise, myalgias, or arthralgias com-
monly associated with SAT were not found in these patients.
The most common physical signs were tachycardia, resting
tremor, and hyperactive reflexes. Although about one third
had lid lag or lid retraction (eye signs of sympathetic hyper-
activity), exophthalmos, pretibial myxedema, and thyroid
acropathy (stigmata of Graves' disease) were not found. The
thyroid was normal in size in 50% of these patients and sn-
larged in the rest—rarely more than two to three times normal
size. Whether the thyroid was enlarged or normal, it fre-
quently felt firmer than normal, quite characteristic of the
thyroid in chronic lymphocytic thyroiditis. The thyroid gland
was almost always painless and nontender. If neck pain was
present, it was rather vague and mild. Thyroid tenderness,
when present, was always miid or equivocal. The cause of
this disease has not been reported. Interestingly, about 10%
of the cases have occurred in the postpartum period.

Blagnosis

The keys to the diagnosis of LT/SRH are the RAIU and
the thyroid biopsy. The RAIU has been uniformly suppressed
to 3% or below. This test has been falling into disrepute in re-
cent years because the normal range has been getting pro-
gressively lower due to the increasing iodine in our environ-
ment. This has resuited in difficuity distinguishing between
normal and high values.!2 For this reason, some clinicians



Tabie 3
Symptoms and signs of hyperthyroidism in LT/SRH

% of Patients

(N = 62)
Symptoms
Weight loss of 5-20 Ib"{2.3-9.1 kg) 65
Nervousness 80
Fatigue and/or weakness 75
Heat intolerance 65
Increased sweating 35
No symptoms 8
Preceding upper respiratory infection 7
Signs
Tachycardia (=90 beats/min) 70
Resting tremor 67
Hyperactive reffexes 72
Lid lag or retraction 39
Purposeless movements 30
Enlarged thyroid 50

have discontinued its use in the dragnostic evaluation of hy-
perthyroidism. This would appear premature and can result
in erroneous diagnoses as several forms of hyperthyroidism
with low RAlU—especially LT/SRH—cannot be recognized
by history or examination alone. Inappropriate treatment with
thioureas and radioactive iodine has been reported due to
failure to determine the RAIU and to unfamiliarity with LT/
SRH.! The thyroid scan shows littie or no uptake of the radio-
isotope used and does not appear to be heipful in this disease.

The T; and T, values are uniformly elevated in LT/SRH.
Results of thyroid tests in a typical case with two episodes of
hyperthyroidism are outlined in Fig. 2 from the time of the
diagnosis to resolution. One report suggests that the T,/T,
ratio can distinguish diffuse toxic goiter from the hyperthy-
roidism due to thyroiditis—LT/SRH or SAT.'3 A ratio greater
than 20 was presentin the former, and lower than 20 in the lat-
ter. The T4/T, ratio, however, has not been helpful in our hands
in making this distinction. The sedimentation rate is normal
in about 50% or slightly elevated, up to 50 mm/hr, in contrast
to SAT with hyperthyroidism, in which the sedimentation rate
is atmost always greater than 58 mm/hr. Antithyroid thyro-
globuiin and microscmai antibody titers are negative in about
50% and positive in the low and medium ranges in others. Anti-
thyroid antibody tests do not appear to be helpful in distin-
guishing this disease from other forms of thyroid disease.
There is no response to thyrotropin-releasing hormone
(TRH) stimulation as in other forms of hyperthyroidism. The
thyroid does not respond to exogenous thyroid-stimulating
hormone (TSH) stimulation, indicating a damaged thyroid
rather than merely thyroid suppression due to elevated T,
and T, levels.
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Thyroid test findings in typical case of LT/SRH with two epi-
sodes of hyperthyroidism.

Needle biopsy of the thyroid has been used most often to
obtain thyroid tissue in this disease. All patients undergoing
biopsies during the hyperthyroid phase have been shown to
have a focal or diffuse tymphocytic thyroiditis.’. 5.8.14 A typical
biopsy specimen is shown in Fig. 3. Whether or not the lymph-
ocytic thyroiditis seen in this disease is the same or an eariier
form of chronic lymphocytic (Hashimoto's) thyroiditis is still
debatable. Our biopsy specimens in 13 individuals generally
showed diffuse or focal lymphocytic thyroiditis, frequent dis-
ruption and coliapse of follicles, and intrafollicular macro-
phages—common findings aiso in chronic lymphocytic thy-
roiditis. However, only about one third of the specimens
showed evidence of Hlrthie cells, which when present were
generally infrequent as well. Fibrosis was usually absent or
minimal. These last two features are certainly untike chronic
lymphocytic thyroiditis, as Hurthle cells and f:brOSIs are
commonly found.

Course of Disease
Recovery from the hyperthyroidism in this disease usually
takes two to five months, although it has been reported to last
as long as ten months. Clinical improvement generally cor-
relates with a reduction in serum hormone values. About one
“fourth to one third of these patients go through & transient
two- to four-week hypothyroid phase during recovery “This
can be demonstrated by low T, and elevated TSH values. The
patient can experience mild symptoms and occasionally have
mild signs of hypothyroidism during this phase. Permanent
hypothyroidism may develop at this time but is rare. The thy-
roids, which are of normal size during the nyperthyroid phase,
stay normal on recovery, although they may remain firmer
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Figure 3

Lymphoccytic thyrotditis in typicai case of LT/SRH. Extensive
tymphocytic infiltrate, disruption and cotlapse of follicles,
and intrafollicular macrophages are present. Little, if any,
fibrosis is seen and no Hurthle cell change is obvious.

than normal in consistency. About one half of the eniarged
thyroid glands return to normal size, and most of the other
enlarged glands become smaller. On long-term follow-up,
one to nine years after recovery from LT/SRH, about one third
of the patients have persistent thyroid enlargement or another
episode of thyroid enlargement.’s Thyroid biopsy specimen
again shows lymphocytic thyroiditis, essentially the same as
found during the hyperthyroid phases.7.13.14 Recurrent epi-
sodes of this transient hyperthyroidism occur not infrequently
(about 10%).'1-'4 Permanent hypothyroidism has developed
during long-term follow-up. aithough it is unusual. About 50%
of the patients tested have abnormal responses to TRH stim-
ulation, consistent with loss of thyroid reserve. Antithyroid
antibodies may persist and increase in titer or may become
positive again. These findings suggest a permanently dam-
aged thyroid with foss of thyroid reserve and persistent active
disease. Therefore, any patients with a history of LT/SRH
should probably have regular reevaluation of thyroid function
for many years.

LT/SRH and SAY ;
Lymphocytic thyroiditis with spontaneously resoiving
hyperthyroidism has frequently been mistaken for SAT be-
cause of the similarity in the clinical picture of both diseases.
th, hyperthyroidism presents with suppressed RAIU and
@Hoilowed by spontaneous remissions.s.? There are, how-
ever, certain features that appear to separate these entities,
and now it appears unlikely that these entities have acommon

etiology. The significant differences are as follows: (1) Hyper-
thyroidism rarely, if ever, occurs in SAT uniess the thyroid
gland is quite tender and painful. whereas tenderness and
pain are rare in LT/SRH. {2) Recurrence of SAT with hyper-
thyroidism is also rare. whereas 10% to 15% of patients have
recurrent episodes of LT/SRH.* (3) Viral prodromata fre-
quently occur with SAT, but are rare with LT/SRH. (4) Viral
antibody titers rarely show change in LT/SRH 4 whereas 44%
of patients with SAT have significant viral antibody change.!s
(5) Finally, ali reported cases of LT/SRH that have been biop-
sied have shown lymphocytic thyroiditis and no evidence of
granulomataus thyroiditis, which is the halimark of SAT.
Those who maintain that LT/SRHisaform of SAT do not have
biopsy data to substantiate the inference of a granulomatous
or giant cell reacticn in the involved thyroid tissues of pa-
tients with LT/SRH.

LT/SRH and Graves' Disease

Unless exophthatmos, pretibiat myxedema, and/or thy-
roid acropathy indicate Graves’ disease, It is not possible to
differentiate the hyperthyroidism of Graves' disease from
that of LT/SRH by history and typical examination alone. The
finding of a depressed RAIU is usually the first ciue of the
presence of LT/SRH. If LT/SRH is suspected, percutaneous
needle biopsy of the thyroid is definitive, but it is often diffi-
cult to obtain thyroid tissue untess the thyroid is substantialiy
enlarged. Other causes of hyperthyroidism with low RAIU
must be considered.

Graves’ hyperthyroidism with acute iodine ioading'é can
cause low RAIU and can be confused with LT/SRH. Usually,
the iodine excess is obvious from the history. Waiting for one
or two weeks or longer and reevaluating the RAIU usuaily
settles this question. if theiodine excessis not obvious, itcan
be confirmed by 24-hour urinary iodine levels of 1,000 to 1,500
ug or greater or serum inorganic iodine concentrations in ex-
cess of 1.5 ug/dl.'” The patients with LT/SRH usually have an
enhanced urinary iodine excretion, to as high as 1,500 pg/day.
This is probably due to the release of iodinated materiai from
the damaged thyroid gland. Therefore, urinary iodine ievels
in the 1,000 to 1,500 ug range will not adequately differentiate
these two entities. lodine-induced hyperthyroidism (Jod-
Basedow's disease) occurs after excess iodine ingestion in
normal and abnormal thyroid glands and can present with a
suppressed RAIU.8

Other unusua! causes of hyperthyroidism with sup-
pressed RAIU are extremely rare.’s Struma ovarii usually is
manifested by ascites and a paipable pelvic mass and can
generatly be recognized by scanning the abdomen foricdine
uptake. Metastatic foificular or papillary foliicular carcinoma
of the thyroid usualfy is obvicus by history or by metastatic
disease that accumulates radicactive iodine. Factitious thy-

‘rotox/cosls 18 qlifte difficult to diagnose. A normal-gized 6r
nonpalpable thyroid should be found on examination because
of the thyroid suppression. These patients usually work with-
in the medical setting and have access to thyroid medication.
The suppressed thyroid should respond to exogenous TSH
stimulation.

Hyperthyroidism is associated with lymphocytic thy-
roiditis in another way and is called Hashitoxicosgis.!® The



RAIU is high-normal or elevated, and the hyperthyroidism
infrequently remits without specific antithyroid therapy. Other
stigmata of Graves' disease may be present.

Summary

Lymphocytic thyroiditis with spontanously resolving
hyperthyroidism, or silent thyroiditis, appears to be adisease
or syndrome newly recognized during the past decade. Be-
cause this entity is quite common, RAIU shouid be deter-
mined in most patients with hyperthyroidism. Thyroid biopsy
is definitive. Failure to recognize LT/SRH can resuit in inap-
propriate therapy.
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