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avtorTa sayuradRebod!

redaqciaSi statiis warmodgenisas saWiroa davicvaT Semdegi wesebi:

 1. statia unda warmoadginoT 2 calad,  rusul an inglisur enebze, dabeWdili 
standartuli furclis 1 gverdze,  3 sm siganis marcxena velisa da striqonebs 
Soris 1,5 intervalis dacviT. gamoyenebuli kompiuteruli Srifti rusul da ing-
lisurenovan teqstebSi - Times New Roman (Кириллица), xolo qarTulenovan teqstSi 
saWiroa gamoviyenoT AcadNusx. Sriftis zoma – 12. statias Tan unda axldes CD 
statiiT. 
 2. statiis moculoba ar unda Seadgendes 10 gverdze naklebs da 20 gverdze mets 
literaturis siis da reziumeebis (inglisur, rusul da qarTul enebze) CaTvliT.
 3. statiaSi saWiroa gaSuqdes: sakiTxis aqtualoba; kvlevis mizani; sakvlevi 
masala da gamoyenebuli meTodebi; miRebuli Sedegebi da maTi gansja. eqsperimen-
tuli xasiaTis statiebis warmodgenisas avtorebma unda miuTiTon saeqsperimento 
cxovelebis saxeoba da raodenoba; gautkivarebisa da daZinebis meTodebi (mwvave 
cdebis pirobebSi).
 4. statias Tan unda axldes reziume inglisur, rusul da qarTul enebze 
aranakleb naxevari gverdis moculobisa (saTauris, avtorebis, dawesebulebis 
miTiTebiT da unda Seicavdes Semdeg ganyofilebebs: mizani, masala da meTodebi, 
Sedegebi da daskvnebi; teqstualuri nawili ar unda iyos 15 striqonze naklebi) 
da sakvanZo sityvebis CamonaTvali (key words).
 5. cxrilebi saWiroa warmoadginoT nabeWdi saxiT. yvela cifruli, Sema-
jamebeli da procentuli monacemebi unda Seesabamebodes teqstSi moyvanils. 
 6. fotosuraTebi unda iyos kontrastuli; suraTebi, naxazebi, diagramebi 
- dasaTaurebuli, danomrili da saTanado adgilas Casmuli. rentgenogramebis 
fotoaslebi warmoadgineT pozitiuri gamosaxulebiT tiff formatSi. mikrofoto-
suraTebis warwerebSi saWiroa miuTiToT okularis an obieqtivis saSualebiT 
gadidebis xarisxi, anaTalebis SeRebvis an impregnaciis meTodi da aRniSnoT su-
raTis zeda da qveda nawilebi.
 7. samamulo avtorebis gvarebi statiaSi aRiniSneba inicialebis TandarTviT, 
ucxourisa – ucxouri transkripciiT.
 8. statias Tan unda axldes avtoris mier gamoyenebuli samamulo da ucxo-
uri Sromebis bibliografiuli sia (bolo 5-8 wlis siRrmiT). anbanuri wyobiT 
warmodgenil bibliografiul siaSi miuTiTeT jer samamulo, Semdeg ucxoeli 
avtorebi (gvari, inicialebi, statiis saTauri, Jurnalis dasaxeleba, gamocemis 
adgili, weli, Jurnalis #, pirveli da bolo gverdebi). monografiis SemTxvevaSi 
miuTiTeT gamocemis weli, adgili da gverdebis saerTo raodenoba. teqstSi 
kvadratul fCxilebSi unda miuTiToT avtoris Sesabamisi N literaturis siis 
mixedviT. mizanSewonilia, rom citirebuli wyaroebis umetesi nawili iyos 5-6 
wlis siRrmis.
 9. statias Tan unda axldes: a) dawesebulebis an samecniero xelmZRvane-
lis wardgineba, damowmebuli xelmoweriTa da beWdiT; b) dargis specialistis 
damowmebuli recenzia, romelSic miTiTebuli iqneba sakiTxis aqtualoba, masalis 
sakmaoba, meTodis sandooba, Sedegebis samecniero-praqtikuli mniSvneloba.
 10. statiis bolos saWiroa yvela avtoris xelmowera, romelTa raodenoba 
ar unda aRematebodes 5-s.
 11. redaqcia itovebs uflebas Seasworos statia. teqstze muSaoba da Se-
jereba xdeba saavtoro originalis mixedviT.
 12. dauSvebelia redaqciaSi iseTi statiis wardgena, romelic dasabeWdad 
wardgenili iyo sxva redaqciaSi an gamoqveynebuli iyo sxva gamocemebSi.

aRniSnuli wesebis darRvevis SemTxvevaSi statiebi ar ganixileba.
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Abstract.
Primary hypothyroidism caused by an underlying autoimmune 

thyroiditis disease is very common in clinical practice, while 
one of the most commonly seen types of hyperthyroidism states 
is Graves’ disease. In hypothyroidism, patients are thought to 
be lifelong treated with substitution therapy with the lacking 
levothyroxine hormone. Usually due to the started autoimmune 
process that progressively destroys the thyroid tissue, the doses 
of levothyroxine increase in a different period of time during the 
follow ups. Rarely, the doses need to be tapered down, and that is the 
exact moment when the physician should be suspicious of a possible 
conversion from a hypothyroid state to a hyperthyroid one. 

We describe a case of a woman who was diagnosed with 
hypothyroidism and treated with suitable doses of levothyroxine, 
and then gradually the levothyroxine  doses were tapered and 
eventually discontinued because of the clinical and laboratory 
confirmed state of hyperthyroidism- requiring a treatment 
with thiamazole. To our knowledge, this case is one of rarest 
worldwide so far published cases that illustrate the shortest time 
interval between the diagnosis of hypothyroidism and its switch 
to a hyperthyroid state.

Key words. Hyperthyroidism, hypothyroidism.
Introduction.

Hashimoto’s thyroiditis and Graves’ disease are the 
most common autoimmune thyroid conditions. They are 
more common in women than in men. Both conditions 
are characterized by symptoms and signs on the opposite 
spectrum of the scale and have entirely different appearances 
on radioactive iodine nuclear imaging studies [1]. Thyrotropin 
receptor (TSHR) antibodies that stimulate the thyroid (TSAb) 
cause Graves’ hyperthyroidism and TSHR antibodies which 
block thyrotropin action (TBAb) are occasionally responsible 
for hypothyroidism. Occasionally, patients switch from TSAb 
to TBAb with concomitant thyroid function changes [2].

Usually there is evolution from Graves’ disease (GD) to 
Hashimoto’s thyroiditis (HT), whereas the switch from HT 
into GD seems to be less common. This is probably due to 
the lack of critical mass of functioning thyroid tissue able to 
react to thyrotropin (TSH) receptor autoantibodies (TRABs) in 
individuals with long-standing HT [3].

The exact incidence of this conversion is not known due to 
its presumed rarity, and we could only find a limited number of 
similar cases in the literature, where this process took place over 
a variable time course spanning from months to years [1]. 
Case report.

53 years old woman presented in our office in January 2021, 
with symptoms of tiredness, palpitations, sweating, uncontrolled 
movements of the extremities and neck. Her hair started to fall 
rapidly in the past few months.

She was diagnosed with autoimmune hypothyroidism in 
2013, based on ultrasound of the thyroid gland and elevated 
aTP-O->600 iU/ml (<34 iU/ml), TSH-15,3mU/l (0,27-4,2mU/
l), fT4-5,6Pmol/l (10,30-24 Pmol/l), fT3-2,9 (3,1-6,8 Pmol/l). 
After six months the patient achieved euthyroid status-  following 
treatment with Levothyroxine  75 mcg/daily. The results were 
aTP-O->600 iU/ml (<34 iU/ml) , TSH- 3,2 mU/l (0,27-4,2mU/
l), fT4-11,5 Pmol/l (10,30-24 Pmol/l), fT3-3,7 (3,1-6,8 Pmol/l). 
This almost stable status was interestingly interrupted after 8 
years (January 2021) when the patient on a laboratory result 
showed suppressed TSH levels <0,004 mU/l (0,27-4,2mU/l) 
and a high fT4 35,7 Pmol/l (10,30-24 Pmol/l). Substitution 
therapy with levothyroxine was discontinued immediately. The 
ultrasound of the thyroid gland showed nonspecific changes: 
hypoechoic, inhomogeneous gland without any markable 
pathological formations (Figure 1).

Radioactive scan of the thyroid gland was done- symmetrical 
homogeneous accumulation of the radiopharmaceutical 
preparation in the projection of both lobes of the thyroid 
gland, without defects in the parenchyma in terms of thyroid 
dysfunctional nodules (Figure 2).

She was given beta blocker and acetyl salicylic acid during 
the first visit. Started form January until October 2021 she was 
not on  antithyroid therapy. She was regularly followed, and the 
analysis revealed normal levels of fT4 with suppressed levels 
of TSH.

In October 2021, the new laboratory results showed TSH 
<0.005 mU/l (0,27-4,2mU/l), fT4 =33.36 Pmol/l (10,30-
24 Pmol/l), aTPO= 22.77 iU/ml (<34 iU/ml), thyroglobulin 
=46,62ng/ml (0,73-84 ng/ml) , Vit. D3=27.3 ng/ml (20-40 
ng/ml), TSH receptor antibodies= 15.40 IU/l (0,00- 1,76 
IU/l). Antithyroid therapy was required, and she was given 
methimasol 40 mg daily, benzodiazepine 4 mg daily and therapy 
with beta blocker (propronalol 40 mg daily) because of the 
developed clinically and laboratory confirmed hyperthyroidism. 
The precipitating factors remained unclear, but according to 
anamnesis that she gave (divorce), severe psychological stress 
lead to this provoked conversion in the whole metabolism of not 
only the thyroid status, but also on the way the whole organism 
responded to the unknown trigger factor.

It is important to note that it took a while (October 2022) until 
the therapy reached a stable level. During that year the patient 
was bi-monthly controlled, and the dose of thiamazole was 
gradually tapered until the discontinuation which happened in 
October 2022. The anti-thyroid therapy was administered again 
after six months and the patient is so far clinically stable under 
regular control. The patient is feeling good with the anti-thyroid 
and cardiologic medications and the primary symptoms are 
diminished and she can function in her everyday life as in the 
moments before diagnosing the disease.
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Methods and laboratory tests.
Serum concentrations of TSH (normal range 0.27- 4.2mU/L), 

fT4 (normal range 10,30 -24.00 pmol/L), and fT3 (normal range 
3,1-6,8 pmol/L) were measured by electrochemiluminescence 
methods. Anti-TPO (anti-thyroid peroxidase) autoantibodies 
(normal range <34  IU/ml) were measured using 
electrochemiluminescence immunoassay methods. TBAb 
antibodies (Thyroid Receptor Binding antibodies) were not 
available at our laboratory at the first moment when the patient 
was diagnosed with hyperthyroidism in 2021. TBAb were 
measured for the first time by electrochemiluminescence in 
October 2021, when the reagents became available for use at 
our clinic laboratory, therefore comparison regarding the time 
lapse values of TBAb for our patient is not presented.
Discussion.

The first similar case was described by Joplin and Fraser 
in 1959 [7] and was followed by several others in the later 
60s and 70s [1]. In 1990 Takasu et al. [4] described a case 
series of eight cases converting to Graves’ disease following 
Hashimoto’s disease, and it was observed that those cases could 
be divided into three groups: a group of transiting Graves’ 
disease following hypothyroidism, a group of persistent Graves’ 
thyrotoxicosis following hypothyroidism and a group of 
persistent hypothyroidisms despite positive thyroid-stimulating 
immunoglobulins [1,4,5]. Moriarty et al. [6] described a case 

of a conversion related with thyroid eye disease, and according 
to their report, a variable behavior of the TRAB with the TSH 
receptor is responsible for the conversion from hypothyroidism 
to hyperthyroidism and vice versa.

An important distinguishing sign on physical examination 
is thyroid atrophy presenting at the onset of the disease while 
thyroid atrophy usually develops at advanced stages (long 
standing disease) in Hashimoto thyroiditis [2,8]. 

The potential mechanisms regarding the pendulum swinging 
from hypothyroidism to hyperthyroidism are suggested by Sandra 
M. McLaclan et al. [2] who stated that the switch may occur 
after treatment with levothyroxine (LT4), after anti-thyroid drug 
therapy (reverse switch, from TBAb to TSAb), and alterations 
may occur during pregnancy and are well recognized in transiting 
neonatal thyroid dysfunction. Factors that may impact the shift 
include: 1. LT4 treatment, usually associated with decreased 
thyroid autoantibodies, in some patients induces or enhances 
thyroid autoantibody levels; 2. antithyroid drug treatment 
decreases thyroid autoantibody levels; 3. hyperthyroidism 
can polarize antigen-presenting cells, leading to impaired 
development of regulatory T cells, thereby compromising 
control of autoimmunity; 4. immune-suppression/hemodilution 
reduces thyroid autoantibodies during pregnancy and rebounds 
postpartum; 5. maternally transferred IgG transiently impacts 
thyroid function in neonates until metabolized; 6. a Graves' 
disease model involving immunizing TSHR-knockout mice 
with mouse TSHR-adenovirus and transfer of TSHR antibody-
secreting splenocytes to athymic mice demonstrates the TSAb 
to TBAb shift, paralleling the outcome of maternally transferred 
“term limited” TSHR antibodies in neonates. Finally, but not 
less important, as illustrated by dilution analyses of patients' 
sera in vitro, TSHR antibody concentrations and affinities play 
a critical role in switching TSAb and TBAb functional activities 
in vivo [2].

More extensive cohort, immunological and genetic studies 
are necessary to gain insight into this interesting phenomenon 
[5]. Despite its rarity, it is possible that patients developing 
this conversion could be encountered by primary care physicians 
as well as hospital-based doctors and may be mistaken for over-
replacement with levothyroxine. Treatment is straightforward with 
anti-thyroid medications once the diagnosis is confirmed [1].
Conclusion.

This rare switch from a state of hypothyroidism to a state of 
hyperthyroidism is not very common in clinical endocrinology 
practice but should not be missed or misdiagnosed. Suspicion 
should be raised in the very first moment of tapering the 
levothyroxine doses in any patient with diagnosed HT during a 
regular follow up. Our recommendation is doing the TRABs (if 
available) at the moment of lowering the levothyroxine doses 
along with the regular laboratory tests of fT4, TSH, ATPOs. If 
there are any TRABs elevated, the leading way is to think and 
manage the possible and probable onset of hyperthyroidism.
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