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Abstract: In 15–20% of cases, Graves’ disease (GD) shifts to Hashimoto’s thyroiditis (HT), while
the shift from HT to GD is rare. We present a case of a patient in whom HT shifted to GD, along
with a literature review. A 50-year-old woman with myxedema was diagnosed with Hashimoto’s
disease due to hypothyroidism and the presence of antibodies against thyroid peroxidase (TPOAb)
and thyroglobulin (TgAb); she also had thyroid stimulating antibodies (TSAb) without any signs of
GD. Although thyroid hormone replacement therapy improved her thyroid function, 2 months later,
hyperthyroidism appeared and did not improve after discontinuation of the replacement therapy.
The patient was diagnosed with GD, which improved with antithyroid agent administration. To
date, only 50 cases regarding conversion from HT to GD have been reported. The median age is
44 years (range, 23–82 years), and the median time of conversion is 7 years (range, 0.1–27 years). The
male-to-female ratio of HT conversion to GD is 1:9, closer to that of regular GD (1:10) than that of
general HT (1:18). All patients received thyroid hormone replacement therapy for hypothyroidism
due to HT. Continuous evaluation of TSAb levels is recommended in HT, particularly in cases of
TSAb-positive and those under replacement, since it may help predict conversion to GD. Evaluating
the clinical characteristics of patients with HT preceding GD is crucial to ensure appropriate treatment
and reduce the risk of adverse events.

Keywords: Graves’ disease; Hashimoto thyroiditis; autoimmune disease; thyroid antibodies

1. Introduction

Hashimoto’s thyroiditis (HT) and Grave’s disease (GD) are thyroid-specific autoim-
mune diseases that exhibit conflicting thyroid hormone dynamics. Approximately 15–20%
of patients with GD progress to HT, especially after initiation of antithyroid drug therapy.
Hyperthyroidism in GD is caused by stimulatory anti-thyroid stimulating hormone (TSH)
receptor antibodies; however, 50–70% of patients with GD have anti-thyroid peroxidase
antibodies (TPOAb) and/or antithyroglobulin antibodies (TgAb), characteristic of HT [1,2].

TPOAb and TgAb are clinical markers that lead HT pathology to lymphocytic infiltra-
tion into the thyroid tissue and hypothyroidism. Additionally, approximately 10% of HT
patients are thyroid stimulating antibodies (TSAb)-positive [3], although the clinical signif-
icance of TSAb levels in patients with HT is unclear. Moreover, there are few reports on
patients who have transitioned from HT to GD as well as on the characteristics of patients
with GD who are prone to this alteration in pathology. The factors for the difference in the
disease direction also remains unknown. We encountered cases of patients who underwent
a conversion from HT to GD within 2 months and observed changes in laboratory findings
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before and after conversion. Furthermore, to elucidate the clinical features of these patients,
we considered all reported cases of HT that preceded GD and the factors involved in this
pathological change.

2. Literature Review

Relevant studies were identified through literature search using the PubMed and
EMBASE databases. We used the keywords “transition from HT to GD or “GD following
HT” or “HT converting to GD” or “HT to GD”. To date, 50 cases regarding conversion
from HT to GD have been reported [4–21], including this case (Table 1). The male-to-female
ratio was 1:9, median age was 44 years (range, 23–82 years), and the most common age
group was 36–55 years. Of the 50 reports, 33 (66%) were from Europe and the United States
and 17 (34%) were from Asia and Africa. No information regarding racial susceptibility
was available.

Table 1. Conversion to Graves’ disease from Hashimoto’s thyroiditis: reported cases.

Author
Number

of
Patients

Age
(Years) Sex

Duration of
HT before
GD Onset

TSAb TRAb
Treatment of GD OutcomeHT

State
GD

State
GD

State

Kamath et al.
[4] 1 80 F 20 years NA NA Pos Antithyroid drug,

radioiodine Hypothyroidism

Kraiem et al.
[5] 1 55 F 3 years NA Pos NA Antithyroid drug,

radioiodine Hypothyroidism

Ahmad et al.
[6] 1 60 F 27 years NA NA Pos Antithyroid drug Euthyroidism

Bishay and
Chen [7] 1 60 M 1 year NA NA Pos Antithyroid drug Euthyroidism

Cho et al. [8] 1 40 M 1 year NA Pos ND NA NA

Chung et al. [9] 1 60 M 6 years NA NA Pos Antithyroid drug Euthyroidism

Clifford and
Wakil [10] 1 51 M 6 years NA NA Pos Antithyroid drug,

total thyroidectomy Hypothyroidism

Ekpebegh et al.
[11] 1 54 F 5 years NA NA Pos Antithyroid drug Euthyroidism

Fan et al. [12] 1 52 F 20 years NA Pos ND Antithyroid drug,
radioiodine Hypothyroidism

Furqan et al.
[13] 3

36 F 6 years NA NA * NA * Antithyroid drug Hypothyroidism

46 F 2 years NA NA * NA * Antithyroid drug,
radioiodine Hypothyroidism

43 F 1 month NA NA * NA * Antithyroid drug Euthyroidism

Gonzalez-
Aguilera et al.

[14]
24 Mean 39 22 F

2 M Mean 3 years NA NA Pos Antithyroid drug,
radioiodine † Hypothyroidism

Kasagi et al.
[15] 1 23 F ND NA Pos NA Antithyroid drug Euthyroidism

Takasu et al.
[16] 7

23 F 1 year Neg Pos NA No treatment Euthyroidism

53 F 1 year Neg Pos NA No treatment Euthyroidism

28 F 2 years Neg Pos NA Antithyroid drug Euthyroidism

24 F 2 years Neg Pos NA No treatment Hypothyroidism

38 F 1 year Neg Pos NA No treatment Euthyroidism

42 F 2 years Neg Pos NA Antithyroid drug Euthyroidism

38 F ND Neg Pos NA Antithyroid drug Euthyroidism

Pak et al. [17] 1 41 F ND NA Pos NA Total
thyroidectomy Hypothyroidism
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Table 1. Cont.

Author
Number

of
Patients

Age
(Years) Sex

Duration of
HT before
GD Onset

TSAb TRAb
Treatment of GD OutcomeHT

State
GD

State
GD

State

Watari and
Jassil [18] 1 56 F 16 years Pos a Pos NA Symptomatic

treatment Euthyroidism

Takeda et al.
[19] 1 48 F 2 years Neg Pos NA NA NA

Kempegowda
and Nayak [20] 1 62 F 25 years NA NA Pos Antithyroid drug,

radioiodine Hypothyroidism

Lu et al. [21] 1 34 F 4 years Pos Pos Pos Antithyroid drug Hypothyroidism

Current case 1 50 F 2 months Pos Pos Neg Antithyroid drug Euthyroidism

HT, Hashimoto’s thyroiditis; GD, Graves’ disease; F, female; M, male; TRAb, thyrotropin receptor antibody;
TSAb, thyroid-stimulating antibody; Neg, negative; Pos, positive; NA, not available; ND, not determined.
a Positive thyroid stimulating immunoglobulin. * Positive TRAb and/or TSAb. † Antithyroid medication was
given to seven individuals. If thyroid function did not improve, radioiodine was the only curative choice;
17 patients received only antithyroid medication.

The median duration of HT before the shift to GD was 7 years (range, 0.1–27 years).
A total of 2 of the 50 patients (4%) had a family history of thyroid diseases and 3 of the
38 patients (7.8%) had thyroid ophthalmopathy at the time of HT. This was higher than the
4.3% incidence of thyroid ophthalmopathy in patients with HT without conversion to GD [22].

TSAb levels were analyzed in 11 cases at both HT and GD diagnoses, of which,
8 (73%) were negative at HT and positive during GD. The remaining three patients (27%)
were TSAb or thyroid stimulating immunoglobulin (TSI)-positive, which is commonly seen
in GD, including the present case. One patient developed GD after pregnancy and was
TSAb-positive at the time of HT. One patient had mild thyroid ophthalmopathy at HT,
developed GD after human immunodeficiency virus treatment, and was TSI-positive from
HT. Additionally, all 50 patients were positive for TSAb or thyrotropin receptor antibody
(TRAb) following the shift to GD. In all 50 patients, levothyroxine supplementation was
discontinued for at least 4 weeks from the onset of post-diagnostic hyperthyroidism to rule
out iatrogenic hyperthyroidism.

All 50 patients received T4 replacement therapy as a treatment for HT. A total of
42 (87.5%) of the 48 patients, excluding 2 unspecified patients, were treated with antithy-
roid drugs for GD. Twelve patients (25%) subsequently underwent radioactive iodine
therapy, and one (2.3%) underwent a thyroidectomy. A total of 2 of the 42 patients (4.7%)
treated with antithyroid drugs discontinued drug treatment due to neutropenia. A total
of 6 of the 48 patients were not treated with antithyroid drugs, including 5 (10.4%) who
were only observed; of these, 4 had euthyroidism and 1 had hypothyroidism, while the
remaining patient underwent a total thyroidectomy. After treatment or follow-up for
GD, 12 of the 48 (25%) patients showed recovery of thyroid function, whereas 36 (75%)
showed hypothyroidism.

3. Case Report

A 50-year-old woman presented at our hospital with complaints of ongoing fatigue
for 2 months, a 7 kg weight loss, and trunk muscle cramps. The patient had no notable
medical or family history of thyroid disease. Physical examination showed myxedema
of the face and legs, and biochemical examination revealed elevated blood TSH and low
blood triiodothyronine (T3) and thyroxine (T4) levels (Table 2).
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Table 2. Biochemical changes of thyroid function.

Day 1 Day 23 Day 65 Day 86 Day 94 Day 129 Day 150 Day 171 Day 198 Day 217

TSH (0.45–3.72 µIU/mL) 115.26 14.22 0.449 0.099 0.139 0.046 2.832 6.567 2.729 1.127
fT3 (2.1–3.1 pg/mL) 1.65 2.39 3.22 4.00 3.62 4.27 2.57 2.45 2.68 2.84

fT4 (0.75–1.42 ng/mL) 0.25 0.93 1.55 1.99 1.35 1.91 0.91 0.96 1.26 1.04
Tg (<33.7 ng/mL) 5.76 2.34 2.34 3.63 4.34 5.02 ND 6.81 ND 5.25
TRAb (<2 IU/L) 1.8 1.9 1.3 1.4 1.1 1.9 ND 2.0 ND 1.6
TSAb (<120%) 443 ND 163 142 181 181 ND 184 ND 155

TPOAb (<16 IU/mL) 183.4 134.5 73.3 73.4 60.3 36.1 ND 30.8 ND 22.9
TgAb (<28 IU/mL) 309.3 253.9 239.1 256.4 247.3 223.3 ND 190.2 ND 154.4

Treatment LT4 none MMI 5 mg MMI 2.5 mg none

TSH, thyroid-stimulating hormone; fT3, free triiodothyronine; fT4, free thyroxine; Tg, thyroglobulin;
TRAb, thyrotropin receptor antibody; TSAb, thyroid-stimulating antibody; TPOAb, thyroid peroxidase anti-
body; TgAb, thyroglobulin antibody; LT4, levothyroxine; MMI, methimazole; ND, not determined.

The thyroid autoantibody profile was positive for TPOAb, TgAb, and TSAb and nega-
tive for TRAb, and the patient was diagnosed with primary hypothyroidism due to HT.
Initiation of 50 µg levothyroxine supplementation resulted in a rapid resolution of symp-
toms and thyroid function normalized. Nine weeks after treatment, the patient experienced
palpitation and hyperhidrosis. Consequently, she was diagnosed with clinical hyperthy-
roidism based on low TSH levels and high T3 and T4 levels. Subsequent discontinuation
of levothyroxine for 5 weeks did not affect thyroid function, and serum thyroglobulin
(Tg) levels were within the reference range, ruling out iatrogenic hyperthyroidism and
destructive thyroiditis. TSAb, TPOAb, and TgAb were consistently positive at the time of
HT diagnosis. Thyroid ultrasonography (US) showed mild hypervascularity in the thyroid
(Figure 1), as seen in GD, and a technetium-99m pertechnetate (99mTc) scan displayed
normal uptake, different from nodular accumulation as a functional tumor or decreased
accumulation as destructive thyroiditis (Figure 2).

Based on the above, the patient was diagnosed with GD, and treatment with methima-
zole (MMI) 5 mg began on day 129 of the HT diagnosis. Thyroid function normalized on
day 150; however, mild neutropenia and elevated TSH levels developed on day 171, and
the dose of MMI was reduced to 2.5 mg. On day 198, TSH levels decreased back within the
reference range, and MMI treatment was withdrawn. Thus, neutropenia was treated. TSAb
levels decreased gradually during the treatment period but remained positive 7 months
after HT diagnosis.
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within normal range.

4. Discussion

In this report, we reviewed all previous studies and described a case of a patient with a
transition from HT to GD in 65 days. Initially, the patient was diagnosed with HT based on
clinical findings and biochemical parameters including elevated serum TSH levels and high
titers of TPOAb and TgAb. Subsequently, she developed clinical hyperthyroidism, with
increased fT3 and suppressed TSH. Hyperthyroidism persisted 2 months after thyroxine
was discontinued, and TSAb remained positive, leading to the diagnosis of GD. Iatrogenic
hyperthyroidism due to excessive thyroxine replacement was excluded, since the period
without treatment was long enough to evaluate the clinical state. Destructive thyroiditis
was also excluded, as the increased fT3 and fT4 persisted for 2 months accompanied by Tg
within normal range. However, the increased uptake of 99mTc into the thyroid, typically
seen in many cases of GD, was not observed. GD-induced hyperthyroidism was evident
and required antithyroid therapy. MMI immediately improved her thyroid function and
thus was withdrawn due to neutropenia.

This study also reviewed previous reports of HT preceding GD to identify the clinical
features. Patients with HT preceding GD received thyroid hormone replacement therapy
for hypothyroidism prior to the onset of GD. In addition, HT before transition to GD had
a higher incidence of thyroid ophthalmopathy than HT without GD conversion. TSAb
was also positive in HT preceding GD, consistent with common GD. It is likely that TSAb
appeared in the course of HT, leading to the development of GD. Nearly 10% of cases
showed spontaneous remission of GD. It was also notable that neutropenia, a side effect of
antithyroid drugs, was higher in cases of HT-preceded GD than in cases of general GD.

GD is characterized by hyperthyroidism resulting from an autoimmune process and
the presence of TRAb. TRAb have a high affinity for the TSH receptor with two different
effects: stimulation and inhibition. In GD, the stimulatory effects on TSH receptors, typi-
fied by TSAb, lead to unregulated hypersecretion of the thyroid hormone, comparable to
stimulatory TRAb. In contrast, the inhibitory effect of TSH on receptor binding, detected
as TSH-stimulation blocking antibodies (TSBAb) and thyrotropin binding inhibiting im-
munoglobulins (TBII), causes hypothyroidism in patients with autoimmune thyroiditis
with a different pathological background than that of HT. Thus, the conversion between
hypothyroidism and hyperthyroidism in TRAb-positive GD reflects a push–pull effect
between inhibitory and stimulatory antibodies. The clinical presentation is determined
by the predominant antibody and varies with time among patients [13,23] in the entire
observation period in this case; therefore, this mechanism cannot be applied to all cases
of HT conversion to GD. Multiple factors are reportedly involved in the conversion of
these two types of autoimmune thyroiditis. Whether the disease is directed towards GD
or HT is influenced by the balance of Th1/Th2 cytokines within the thyroid tissue. Th1
is the predominant lymphocyte in HT [24]. Additionally, GD as a T2-driven disease has
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become controversial, with some reports disproving this hypothesis, reinforcing a priority
role of Th1 [25,26]. High levels of Th1 chemokine receptor are present in patients with GD
with an active phase. Recent studies have also showed that MMI progressively induced
transition from Th1 to Th2 predominance [27]. Therefore, the autoimmune response in
thyroid-specific autoimmune disorders includes components of both Th1 and Th2 types.
Cytokines and/or chemokines were not examined in this case. However, previous studies
suggest that the dominant lymphocyte in the thyroid tissue of the present case was Th1,
and the pathology shifted from HT to GD. In addition, age-related immunological changes
are a driving factor that causes the conversion, and people aged 80 years and above are
more likely to experience the conversion [4]. Immunomodulators such as alemtuzumab
are also known to cause thyrotoxicosis [28]. These factors, however, are not necessarily
applicable in previous reports, including the present case.

Furthermore, TSAb are detected in 90% of GD cases and 10% of HT cases [29]; however,
the number of cases of HT converting to GD reported so far is small. Additionally, the
complication rate of thyroid ophthalmopathy in HT shifting to GD later is 7.8%, higher
than the 4.3% observed in HT without conversion to GD [30]. It is considered that the
patients with HT preceding GD had positive TSAb levels in the period of HT diagnosis,
since TSAb is associated with the development of thyroid ophthalmopathy. Therefore,
the prevalence of TSAb-positive patients is possibly higher than previously reported. The
paucity of reported cases of transition from HT to GD suggests that TSAb is not the sole
determinant of disease transition.

Whether TSAb-positive patients with HT have the ability to secrete hormones from
thyroid follicular cells is an important factor to consider in the conversion from HT to GD.
Exposure of thyroid follicular cells to TPOAb and TgAb induces intracellular lymphocytic
infiltration and irreversible hypofunction owing to fibrosis and atrophy [22,31]. Our patient
presented with severe hypofunction, which later converted to hyperfunction due to GD.
Therefore, the thyroid follicular cells, in this case, regained the ability to secrete thyroid
hormone in the stage of GD after HT. The thyroid US, in this case, displayed an average
size without atrophy. This confirms that the thyroid had not yet reached the final stage of
HT with irreversible changes present.

Among the 50 patients in the literature, TSAb during the HT period was unmeasured
in 39, negative in 8, and positive in 3, including this case. TSAb levels in eight cases turned
positive in the GD period. Three patients, including the present case, remained positive
during both HT and GD. A previous report stated that TSAb was positive at least 2 months
prior to the onset of GD; however, it is unclear when TSAb in other cases was measured
during HT. In HT preceding GD, the median period of conversion from HT to GD was
7 years; only a few cases had a conversion period as short as 2 months, as in our case. It is
likely that TSAb production, thus, starts before the appearance of clinical hyperthyroidism
caused by GD, since TSAb is detected in the majority of general GD cases. Consequently,
long-term or regular monitoring of TSAb in HT may help to identify the patients with a
risk of transition to GD.

Additionally, TPOAb and TgAb are detected in 95% and 60–80% of HT patients,
respectively [32]. These autoantibodies are major factors in the pathogenesis of HT. Con-
versely, 50–70% of GD patients show positive TPOAb and TgAb, and these increase the
possibility of conversion of GD to HT after treatment with antithyroid drugs. However, the
clinical significance of these antibodies in GD remains unclear [33].

It may seem paradoxical that the thyroid gland in HT responds to stimulation by TSAb
and produces excessive hormone, despite the lack of response to stimulation by excess TSH.
This mechanism can be explained by the higher affinity of TSAb as TSH receptor agonists
than TSH [34]. Therefore, hypersecretion occurs under intensive stimulation by TSAb, even
if the thyroid gland has a poor ability to produce hormones.

Another factor related to thyroid responsiveness in HT conversion to GD is the effect of
T4 replacement during recovery of thyroid function. All cases in the literature received T4
replacement therapy. HT patients receiving T4 replacement may develop GD under positive
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TSAb levels [35]. Additionally, T4 replacement reportedly increases both TSAb positivity
and antibody titers in patients with hypothyroidism due to blocking of TSBAb [24,30].
These studies indicate that replacement therapy for hypothyroidism may influence the
emergence of TSAb, resulting in the development of GD. However, it should be noted that
not all patients who developed GD following HT showed TSAb positivity.

The male-to-female ratios in patients with general GD and HT are 1:10 and 1:18,
respectively. GD usually occurs at a young age, and has a peak of 30–60 years, whereas HT
occurs in middle-aged individuals around 40–60 years. In the literature, most patients were
female, with a male-to-female ratio of 1:9, and the age of GD onset was 36–55. In terms of
sex differences, the incidence of HT preceding GD was close to that of general GD, and
the age of onset was similar to that of general HT and GD. As mentioned above, patients
converting from HT to GD have not been reported as frequently as those converting from
GD to HT and have not been defined. One possible explanation for this discrepancy is
the difference in the clinical presentation between GD and HT. Hyperthyroidism in GD
interrupts daily activity due to the overt symptoms, such as palpitations, hyperhidrosis,
weight loss, and finger tremors. On the other hand, symptoms associated with HT are
generally vague and include non-specific findings such as malaise, coldness, and facial
edema. Therefore, it is possible that HT prior to GD was not evaluated and GD in the same
individual was solely diagnosed. According to this hypothesis, the number of patients
who develop GD following HT is higher than reported. The male-to-female ratio, 1:9, in
HT preceding GD supports this theory, since it is closer to the ratio in general GD than in
general HT.

Most cases of HT preceding GD were treated with MMI, in which the adverse effect
of neutropenia was reported. Dose-dependent neutropenia occurs within 3–4 months
after MMI initiation [36]. Moreover, neutropenia in HT preceding GD was observed in
two cases, in a report by Clifford and Wakil [10] and the present case. Neutropenia occurred
on day 26 of treatment with 25 mg carbimazole and on day 41 of 5 mg MMI, respectively.
The rate of neutropenia as an adverse effect of antithyroid drugs in GD shifted from HT
was 4.7%, higher than in general GD (0.1–0.5%) [37]. In addition, five cases (10.4%) of HT
preceding GD spontaneously improved without antithyroid drugs or radioactive iodine,
whereas GD generally requires long-term treatment. This result suggests that patients
of HT preceding GD may have more opportunities to achieve remission than in general
GD. Thus, some cases with GD following HT are potentially transient and simply need
symptomatic therapy and observation.

This study could not clarify the determinants of pathology in cases of autoimmune
thyroiditis that converted from HT to GD. One of the limitations of this study is that omics
analysis was not performed and the molecular basis of the conversion from HT to GD could
not be clarified, as the use of samples including blood specimens was beyond the scope of
this study.

Based on the above, we provide clinically useful observations of HT-to-GD autoim-
mune thyroiditis. In patients with HT, the possibility of conversion to GD should be
considered if TSAb is positive after the initiation of replacement therapy. Hyperthyroidism
is often transient, and some patients do not require thyroid therapy. Additionally, the
incidence of neutropenia, caused by antithyroid drugs, is similar in HT-preceded GD and
general GD. Therefore, these factors should be considered when selecting treatment for HT
preceding GD. Moreover, chronological observation of TSAb levels may also be useful in
predicting conversion to GD.

5. Conclusions

HT preceding GD can be a subtype of autoimmune thyroiditis, as not all patients
with HT convert to GD. According to our speculation, HT preceding GD occurs more
frequently in a clinical background than has been reported. The clinical characteristics do
not necessarily match those reported in HT or GD, suggesting the need to be especially
careful when determining treatment strategies. Close observation and monitoring of TSAb



Medicina 2023, 59, 757 8 of 9

in HT patients will help to increase the reported cases of conversion from HT to GD and
clarify the clinical presentation.

Author Contributions: Conceptualization, J.T. and T.O.; methodology, H.I., J.T. and A.T.; validation,
K.U., D.I. and J.T.; writing—original draft preparation, N.D. and J.T.; writing—review and editing, J.T
and A.T.; supervision, K.O. and A.T. All authors have read and agreed to the published version of
the manuscript.

Funding: This research received no external funding.

Institutional Review Board Statement: The study was conducted in accordance with the Declaration
of Helsinki and approved by the Ethics Committee of Aichi Medical University. (Protocol code:
2022-H056; Date of approval: 31 March 2023).

Informed Consent Statement: Written informed consent has been obtained from the patient to
publish this paper.

Data Availability Statement: Not applicable.

Conflicts of Interest: The authors declare no conflict of interest.

References
1. Effraimidis, G.; Wiersinga, W.M. Mechanisms in endocrinology: Autoimmune thyroid disease: Old and new players. Eur. J.

Endocrinol. 2014, 170, R241–R252. [CrossRef] [PubMed]
2. Antonelli, A.; Ferrari, S.M.; Ragusa, F.; Elia, G.; Paparo, S.R.; Ruffilli, I.; Patrizio, A.; Giusti, C.; Gonnella, D.; Cristaudo, A.; et al.

Graves’ disease: Epidemiology, genetic and environmental risk factors and viruses. Best Pract. Res. Clin. Endocrinol. Metab. 2020,
34, 101387. [CrossRef] [PubMed]

3. Kamijo, K. TSH-receptor antibody measurement in patients with various thyrotoxicosis and Hashimoto’s thyroiditis: A compari-
son of two two-step assays, coated plate ELISA using porcine TSH-receptor and coated tube radioassay using human recombinant
TSH-receptor. Endocr. J. 2003, 50, 113–116. [CrossRef] [PubMed]

4. Kamath, C.; Young, S.; Kabelis, K.; Sanders, J.; Adlan, M.A.; Furmaniak, J.; Rees Smith, B.; Premawardhana, L.D. Thyrotrophin
receptor antibody characteristics in a woman with long-standing Hashimoto’s who developed Graves’ disease and pretibial
myxoedema. Clin. Endocrinol. 2012, 77, 465–470. [CrossRef]

5. Kraiem, Z.; Baron, E.; Kahana, L.; Sadeh, O.; Sheinfeld, M. Changes in stimulating and blocking TSH receptor antibodies in a
patient undergoing three cycles of transition from hypo to hyper-thyroidism and back to hypothyroidism. Clin. Endocrinol. 1992,
36, 211–214. [CrossRef]

6. Ahmad, E.; Hafeez, K.; Arshad, M.F.; Isuga, J.; Vrettos, A. Hypothyroidism conversion to hyperthyroidism: It’s never too late.
Endocrinol. Diabetes Metab. Case Rep. 2018, 2018, 18–0047. [CrossRef] [PubMed]

7. Bishay, R.H.; Chen, R.C. Hashimoto’s Thyroiditis and Graves’ Disease in One Patient: The Extremes of Thyroid Dysfunction
Associated with Interferon Treatment. Case Rep. Endocrinol. 2016, 2016, 6029415. [CrossRef]

8. Cho, B.Y.; Shong, Y.K.; Lee, H.K.; Koh, C.S.; Min, H.K. Graves’ hyperthyroidism following primary hypothyroidism: Sequential
changes in various activities of thyrotropin receptor antibodies. Acta Endocrinol. 1989, 120, 447–450. [CrossRef]

9. Chung, Y.H.; Ou, H.Y.; Wu, T.J. Development of hyperthyroidism following primary hypothyroidism: A case report. Kaohsiung J.
Med. Sci. 2004, 20, 188–191. [CrossRef]

10. Clifford, L.; Wakil, A. Conversion of Primary Hypothyroidism to Hyperthyroidism: A Case Report. J. ASEAN Fed. Endocr. Soc.
2018, 33, 190–193. [CrossRef]

11. Ekpebegh, C.; Elmezughi, K.; Mtingi, L. Graves’ disease following hypothyroidism due to Hashimoto’s thyroiditis in a black
South African lady: A case report. Pan. Afr. Med. J. 2019, 32, 186. [CrossRef]

12. Fan, W.; Tandon, P.; Krishnamurthy, M. Oscillating hypothyroidism and hyperthyroidism—A case-based review. J. Community
Hosp. Intern. Med. Perspect. 2014, 4, 25734. [CrossRef] [PubMed]

13. Furqan, S.; Haque, N.U.; Islam, N. Conversion of autoimmune hypothyroidism to hyperthyroidism. BMC Res. Notes 2014, 7, 489. [CrossRef]
14. Gonzalez-Aguilera, B.; Betea, D.; Lutteri, L.; Cavalier, E.; Geenen, V.; Beckers, A.; Valdes-Socin, H. Conversion to Graves disease

from Hashimoto thyroiditis: A study of 24 patients. Arch. Endocrinol. Metab. 2018, 62, 609–614. [CrossRef] [PubMed]
15. Kasagi, K.; Konishi, J.; Iida, Y.; Mori, T.; Torizuka, K. Changes in thyroid-stimulating and TSH-binding inhibitory activities in a

patient who developed hyperthyroidism due to Graves’ disease following primary hypothyroidism. Clin. Endocrinol. 1986, 25,
519–525. [CrossRef]

16. Takasu, N.; Yamada, T.; Sato, A.; Nakagawa, M.; Komiya, I.; Nagasawa, Y.; Asawa, T. Graves’ disease following hypothyroidism
due to Hashimoto’s disease: Studies of eight cases. Clin. Endocrinol. 1990, 33, 687–698. [CrossRef] [PubMed]

17. Pak, S.; Valencia, D.; Fershko, A. Transformation of hashimoto thyroiditis to Graves’ disease. Res. Rev. Insights 2017, 1, 1–2. [CrossRef]
18. Watari, J.; Jassil, N. Conversion of Hypothyroidism to Hyperthyroidism: A Rare Clinical Phenomenon. AACE Clin. Case Rep.

2020, 6, e279–e281. [CrossRef] [PubMed]

https://doi.org/10.1530/EJE-14-0047
https://www.ncbi.nlm.nih.gov/pubmed/24609834
https://doi.org/10.1016/j.beem.2020.101387
https://www.ncbi.nlm.nih.gov/pubmed/32107168
https://doi.org/10.1507/endocrj.50.113
https://www.ncbi.nlm.nih.gov/pubmed/12733717
https://doi.org/10.1111/j.1365-2265.2012.04397.x
https://doi.org/10.1111/j.1365-2265.1992.tb00960.x
https://doi.org/10.1530/EDM-18-0047
https://www.ncbi.nlm.nih.gov/pubmed/30427164
https://doi.org/10.1155/2016/6029415
https://doi.org/10.1530/acta.0.1200447
https://doi.org/10.1016/S1607-551X(09)70105-6
https://doi.org/10.15605/jafes.033.02.12
https://doi.org/10.11604/pamj.2019.32.186.18713
https://doi.org/10.3402/jchimp.v4.25734
https://www.ncbi.nlm.nih.gov/pubmed/25432652
https://doi.org/10.1186/1756-0500-7-489
https://doi.org/10.20945/2359-3997000000086
https://www.ncbi.nlm.nih.gov/pubmed/30624501
https://doi.org/10.1111/j.1365-2265.1986.tb03604.x
https://doi.org/10.1111/j.1365-2265.1990.tb03906.x
https://www.ncbi.nlm.nih.gov/pubmed/1982861
https://doi.org/10.15761/RRI.1000117
https://doi.org/10.4158/ACCR-2020-0076
https://www.ncbi.nlm.nih.gov/pubmed/32984538


Medicina 2023, 59, 757 9 of 9

19. Takeda, K.; Takamatsu, J.; Kasagi, K.; Sakane, S.; Ikegami, Y.; Isotani, H.; Majima, T.; Majima, M.; Kitaoka, H.; Iida, Y.; et al.
Development of hyperthyroidism following primary hypothyroidism: A case report with changes in thyroid-related antibodies.
Clin. Endocrinol. 1988, 28, 341–344. [CrossRef]

20. Kempegowda, P.; Nayak, A.U. Thyrotoxicosis in patients with hypothyroidism is not just overtreatment. BMJ Case Rep. 2017,
2017, bcr-2017-221061. [CrossRef] [PubMed]

21. Lu, R.; Burman, K.D.; Jonklaas, J. Transient Graves’ hyperthyroidism during pregnancy in a patient with Hashimoto’s hypothy-
roidism. Thyroid 2005, 15, 725–729. [CrossRef]

22. Weetman, A.P. Autoimmune thyroid disease. Autoimmunity 2004, 37, 337–340. [CrossRef] [PubMed]
23. McLachlan, S.M.; Rapoport, B. Thyrotropin-blocking autoantibodies and thyroid-stimulating autoantibodies: Potential mech-

anisms involved in the pendulum swinging from hypothyroidism to hyperthyroidism or vice versa. Thyroid 2013, 23, 14–24.
[CrossRef] [PubMed]

24. Nanba, T.; Watanabe, M.; Inoue, N.; Iwatani, Y. Increases of the Th1/Th2 cell ratio in severe Hashimoto’s disease and in the
proportion of Th17 cells in intractable Graves’ disease. Thyroid 2009, 19, 495–501. [CrossRef] [PubMed]

25. Fallahi, P.; Ferrari, S.M.; Ragusa, F.; Ruffilli, I.; Elia, G.; Paparo, S.R.; Antonelli, A. Th1 Chemokines in Autoimmune Endocrine
Disorders. J. Clin. Endocrinol. Metab. 2020, 10, 1046–1060. [CrossRef]

26. Gallo, D.; Piantanida, E.; Gallazzi, M.; Bartalena, L.; Tanda, M.L.; Bruno, A.; Mortara, L. Immunological Drivers in Graves’
Disease: NK Cells as a Master Switcher. Front. Endocrinol. 2020, 11, 406. [CrossRef]

27. Inukai, Y.; Momobayashi, A.; Sugawara, N.; Aso, Y. Changes in expression of T-helper (Th) 1- and Th2-associated chemokine
receptors on peripheral blood lymphocytes and plasma concentrations of their ligands, interferon-inducible protein-10 and
thymus and activation-regulated chemokine, after antithyroid drug administration in hyperthyroid patients with Graves’ disease.
Eur. J. Endocrinol. 2007, 156, 623–630. [CrossRef] [PubMed]

28. Alamo, A.; Condorelli, R.A.; La Vignera, S.; Calogero, A.E. Autoimmune thyroid disease following treatment with alemtuzumab
for multiple sclerosis. Int. J. Immunopathol. Pharmacol. 2019, 33, 2058738419843690. [CrossRef]

29. Diana, T.; Krause, J.; Olivo, P.D.; Konig, J.; Kanitz, M.; Decallonne, B.; Kahaly, G.J. Prevalence and clinical relevance of thyroid
stimulating hormone receptor-blocking antibodies in autoimmune thyroid disease. Clin. Exp. Immunol. 2017, 189, 304–309. [CrossRef]

30. Ponto, K.A.; Binder, H.; Diana, T.; Matheis, N.; Otto, A.F.; Pitz, S.; Pfeiffer, N.; Kahaly, G.J. Prevalence, Phenotype, and Psychosocial
Well-Being in Euthyroid/Hypothyroid Thyroid-Associated Orbitopathy. Thyroid 2015, 25, 942–948. [CrossRef]

31. Chiovato, L.; Bassi, P.; Santini, F.; Mammoli, C.; Lapi, P.; Carayon, P.; Pinchera, A. Antibodies producing complement-mediated
thyroid cytotoxicity in patients with atrophic or goitrous autoimmune thyroiditis. J. Clin. Endocrinol. Metab. 1993, 77, 1700–1705.
[CrossRef] [PubMed]

32. Frohlich, E.; Wahl, R. Thyroid Autoimmunity: Role of Anti-thyroid Antibodies in Thyroid and Extra-Thyroidal Diseases. Front.
Immunol. 2017, 8, 521. [CrossRef]

33. Hedley, A.J.; Young, R.E.; Jones, S.J.; Alexander, W.D.; Bewsher, P.D. Antithyroid drugs in the treatment of hyperthyroidism of
Graves’ disease: Long-term follow-up of 434 patients. Scottish Automated Follow-Up Register Group. Clin. Endocrinol. 1989, 31,
209–218. [CrossRef] [PubMed]

34. Nagayama, Y.; Takeshita, A.; Luo, W.; Ashizawa, K.; Yokoyama, N.; Nagataki, S. High affinity binding of thyrotropin (TSH) and
thyroid-stimulating autoantibody for the TSH receptor extracellular domain. Thyroid 1994, 4, 155–159. [CrossRef] [PubMed]

35. Takasu, N.; Matsushita, M. Changes of TSH-Stimulation Blocking Antibody (TSBAb) and Thyroid Stimulating Antibody
(TSAb) Over 10 Years in 34 TSBAb-Positive Patients with Hypothyroidism and in 98 TSAb-Positive Graves’ Patients with
Hyperthyroidism: Reevaluation of TSBAb and TSAb in TSH-Receptor-Antibody (TRAb)-Positive Patients. J. Thyroid. Res. 2012,
2012, 182176. [CrossRef]

36. Malboosbaf, R.; Azizi, F. Long-Term Treatment with Antithyroid Drugs: Efficacy and Safety. Int. J. Endocrinol. Metab. 2020,
18, e101487. [CrossRef]

37. Nakamura, H.; Miyauchi, A.; Miyawaki, N.; Imagawa, J. Analysis of 754 cases of antithyroid drug-induced agranulocytosis over
30 years in Japan. J. Clin. Endocrinol. Metab. 2013, 98, 4776–4783. [CrossRef]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.

https://doi.org/10.1111/j.1365-2265.1988.tb03664.x
https://doi.org/10.1136/bcr-2017-221061
https://www.ncbi.nlm.nih.gov/pubmed/28710200
https://doi.org/10.1089/thy.2005.15.725
https://doi.org/10.1080/08916930410001705394
https://www.ncbi.nlm.nih.gov/pubmed/15518055
https://doi.org/10.1089/thy.2012.0374
https://www.ncbi.nlm.nih.gov/pubmed/23025526
https://doi.org/10.1089/thy.2008.0423
https://www.ncbi.nlm.nih.gov/pubmed/19415997
https://doi.org/10.1210/clinem/dgz289
https://doi.org/10.3389/fendo.2020.00406
https://doi.org/10.1530/EJE-07-0019
https://www.ncbi.nlm.nih.gov/pubmed/17535861
https://doi.org/10.1177/2058738419843690
https://doi.org/10.1111/cei.12980
https://doi.org/10.1089/thy.2015.0031
https://doi.org/10.1210/jcem.77.6.7903315
https://www.ncbi.nlm.nih.gov/pubmed/7903315
https://doi.org/10.3389/fimmu.2017.00521
https://doi.org/10.1111/j.1365-2265.1989.tb01244.x
https://www.ncbi.nlm.nih.gov/pubmed/2481576
https://doi.org/10.1089/thy.1994.4.155
https://www.ncbi.nlm.nih.gov/pubmed/7919997
https://doi.org/10.1155/2012/182176
https://doi.org/10.5812/ijem.101487
https://doi.org/10.1210/jc.2013-2569

	Introduction 
	Literature Review 
	Case Report 
	Discussion 
	Conclusions 
	References

