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Use of thyroid hormones in hypothyroid and euthyroid patients:
a THESIS questionnaire survey of Serbian physicians

Ynorpeba THPOUIHUX XOPMOHA KOJ XUITOTUPOUJIHHUX U €yTUPOUIHUX MallijeHara:

THESIS ankera nekapa y Cpouju

SUMMARY

Introduction/Aim Hypothyroidism is a common
disease and treatment with levothyroxine (LT4) is
effective. However, variations in management are
frequent.

The aim of this study was to identify practices and
attitudes of Serbian physicians relating to the
treatment of hypothyroidism.

Methods An anonymized questionnaire was
distributed electronically to members of the Serbian
Thyroid Society, Serbian Association of Endocrine
Surgeons, and Section for Endocrinology of the
Serbian Medical Society.

Results Out of 170 invitations, 99 responses were
received. LT4 was the first choice for the treatment
of hypothyroidism in 90% of patients. After starting
LT4 replacement therapy most respondents would
recheck thyroid-stimulating hormone (TSH) in 4-6
weeks (n=51, 62%) and in 8 weeks (n=29, 35%).
Sixty-one percent of respondents (n=60) indicated
that they would consider treating euthyroid patients
with LT4, the commonest indication being female
infertility with high levels of thyroid antibodies
(54%, n=50). More than half respondents (58%,
n=45) would recommend combined LT4+LT3
therapy for patients.on LT4 with normal serum TSH
who still complain of symptoms of hypothyroidism.
Fifty-three percent (n=41/77), reported that the
frequency of patients with normal serum TSH who
still complain of hypothyroid symptoms is less than
5%.

Conclusions LT4 was the first choice of therapy for
the treatment of hypothyroid patients, whereas
LT3+LT4 combination treatment is considered in
patients with persistent symptoms of hypothyroidism
despite normalization of TSH. The most common
indication for thyroid hormone treatment in
euthyroid patients was female infertility with high
levels of thyroid antibodies. Alternative LT4
formulations like liquid solution or soft-gel capsules
-formulations presently not available in our country,
were largely reserved for specific conditions
(interfering drugs, malabsorption, inability to take
LT4 in the fasting state, unexplained poor
biochemical control of hypothyroidism).
Keywords: THESIS; survey; Serbia; thyroid
hormones; hypothyroidism; Levothyroxine
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CAKETAK

Yeoa/Ilum Xumnornpeosa je 4ecto 060IbEkbE KOje ce
edukacHo neun seBoTupokcuaoM (LT4) Mana
IIOCTOj€ M3BECHE KOHTPOBEP3€ Be3aHE 3a TCPAIH]y.
[Twb paga je 6Mo CTIMTHBAEkE CTAaBOBAJIEKApa y
CpOuju npema Tepanmju XUIoTUPeo3e.

MeTone AHOHMMHA aHKETA j€ SNEKTPOHCKHUM ITyTeM
nocnata yiaanosuma Cprickor TuponaHor

VY apyxemwa, Cprckor yapyxKema eHIOKpUHUAX
XHpypra 1 4wianoBuma EHIOKPHHOJIOMIKE CEeKLje
Cprckor Jlekapekor HApymiTsa.

Pesyararn Of ykymnso 170 nekapa kojuMa je aHKeTa
ynyhena, 99 je ogrosopmio. LT4 je Ouo mpBa nuHUja
JieYeha XUMOTHPEeo3e 3a BehnHy ydecHUKa aHKeTe
(90%). IMocne 3amounmama cyncturynuje LT4
BehnHa ydecHUKa O TOHOBHJIA XOPMOH IITHTHE
xaresne (TCX) 3a 4-6 menespa (N = 51; 62%) wm
ocam Henesba (N = 29; 35%). 61% ydecHuKka aHkeTe
(n =60) 6u neuwnno eyTupouHe nanujente ca LT4, a
Hajuemrha MHAMKAIM]a je OO KEHCKH UH(EPTHUIIUTET
ca BUCOKUM HHMBOOM aHTHTHPOWIHUX aHTHUTEJA
(54%, n = 50). Bumre ox monoBuHe yuecHuKa (58%,
n=45/77) 6u LT4+LT3 xoMOMHOBaHy Teparnujy
pernopyJuiia nmanyjearuma va LT4 ca HopMaaHIM
BpenHoctuMma TCX KojH U Jajbe UMajy CHMITTOME
xunorupouansma. 53% (N =41/77) cmatpa na je
ydecTaJocT manujerara ca HopmaaauM TCX koju ce
U JlaJbe JKaJle Ha CHMIITOME XUIIOTHPOHUIM3Ma Marba
o1 5% a 49% uMa yTHcak Jja ce TO HHje IIPOMEHHUIIO
3a TIOCJIeIbHX IET TOIUHA.

3akibyuak LT4 je Ouo npBa JIMHUja Jedema
XHUIIOTHpeo3e, ok Ou LT3+LT4 xomOuHOBaHy
Tepanujy BehrnHa ydecHHKa Mpernopydmnia
MalyjeHTUMa ca Iep3UCTEHTHIUM CUMITOMUMA
XHUIIOTHPEO3e YIPKOC HOpMaIn3oBaHoOM HHBOY TCX.
Hajuenrha naankanuja 3a neyere XOpMOHa IITUTHE
KJIe3/1e KOJ €yTHPOUIHUX TarujeHara je onuo
KEHCKH NH(EPTUINTET ca BUCOKMM HHBOOM
AQHTUTHPOMHHX aHTUTENA. AJTEpHATHBHE
¢dopmynanuje LT4, momyT TeyHOT pacTBOpa MK rei-
KarcyJja Koje Hucy noctymnHe y CpOuju, y aHKeTH Cy
YTIaBHOM OMIIE pe3epBHCaHe 3a crenupruIHa cTama
(JlekOBH KOjU OMeTajy ancopIIyjy, CTBapHa WIH
CyMIba Ha MaJIaTICOPIIIH]jy, HeMOTyhHOCT y3umama
LT4 mamre, HEoOjammmyBa J1oma OHOXeMHjcKa
KOHTpOJIa XUTIOTUPOUIU3MA).

Kbyune peun: THESIS; ankera; CpOuja; Tupouiau
XOPMOHH; XMIIOTHPEO3a; JICBOTHPOKCHH

Copyright © Serbian Medical Society
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INTRODUCTION

Hypothyroidism is a common disease affecting approximately 3% of the European
population [1]. The treatment of choice for hypothyroidism is levothyroxine (LT4). For optimal
efficacy, the traditional tablet formulation requires that patients avoid concomitant ingestion
with food, drinks, and certain medications. Some comorbidities influence the bioavailability of
LT4 and may mandate repeated-dose adjustments. In such situations, other formulations, like
LT4 oral solution could have an increased absorption rate in comparison to LT4 tablets, and
potentially could be a better choice [2]. As 5-10% LT4 treated hypothyroid patients have
persistent complaints despite serum thyroid-stimulating harmone (TSH) values within the
reference range, the combination of LT3+LT4 therapy has been proposed as-an experimental
treatment modality [3].

Although numerous papers publications, including European Thyroid Association
guidelines [4] are available” concerning this topic, the choice of therapy is influenced by
local/regional conditionsand traditions.

In Serbia, LT4 tablets is the only formulation currently available, and the only
formulation included. in National guidelines on hypothyroidism published by the Serbian
Thyroid Society and Ministry of Health [5]. The health care system in Serbia is mainly public
and-based on universal health coverage but private healthcare is also available. The majority
of hypothyroid patients are managed by endocrinologists in secondary care. The Balkan
Peninsula and the Serbian region are iodine deficient. lodine prophylaxis was introduced in
1951 and a recent national survey established that iodine deficiency disorders have been
eliminated [6].

LT4 is an effective treatment for hypothyroidism, however, controversies such as the use
of combination treatment or unorthodox indications and variations in management exist. This

study was part of a larger project investigating thyroid practices across Europe
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The aim was to identify practices and attitudes of Serbian physicians relating to the

treatment of hypothyroidism.

METHODS

Ninety-nine members of either the Serbian Thyroid Society, Serbian Association of
Endocrine Surgeons, or Section for Endocrinology of the Serbian Medical Society participated
in a web-based survey investigating the treatment of hypothyroidism. The survey was
conducted using Lime-Survey, an open-source online survey tool. Lime=Survey was hosted on
servers belonging to the Faculty of Medicine, University of Belgrade. The Treatment of
Hypothyroidism in Europe by Specialists: An International Survey (THESIS) questionnaire
was translated and adapted in Serbian by a bilingual clinician and further checked by two senior
physicians fluent in English. The survey contained 25 questions, eight related to the
demographic and professional characteristics of the responder, and 17 related to
hypothyroidism treatment. Survey responses were collected anonymously and stored
electronically. The survey platform automatically blocked repeated submissions from the same
computer. A total of 170 physicians were invited, and 99 responded and participated in the
survey following two reminders (response rate 58%). According to the latest Health Statistical
Yearbook of the Republic of Serbia, from 2019, the total number of practicing endocrinologists
and endocrine surgeons is 184 and 10, respectively [7]. The survey opened on 25 September

2020 and closed on 26 November 2020.

Statistical analysis
The statistical analysis was performed using multinomial regression for nominal
variables, ordinal logistic regression for ordinal data and logistic regression for binomial data.

For table analysis, chi-square and Fisher exact test were used. Statistical significance (alpha

DOI: https://doi.org/10.2298/SARH211221110N Copyright © Serbian Medical Society
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error) was at 0.05 level. R statistical environment was used for the analyses.

Ethical approval

Responses on the online platform were collected anonymously. Respondents agreed to
fill out the survey voluntarily, were aware that they could at any point leave the survey and did
not receive any incentives. Personal identifiable data were not collected. Institutional board

review was not necessary as the survey was anonymous.

RESULTS

The demographic and professional characteristics of the participants

The demographic and professional characteristics of the participants are presented in
Table 1. Most of the physicians were women aged 40-60 years, with 20-40 years of medical
practice. The vast majority .of respondents were endocrinologists and were employed at
university centers. Importantly, nearly all respondents managed hypothyroid patients in their
routine practice. Twenty-seven (27%) of 99 respondents were not members of any endocrine
society. Twenty-seven.(27%) were members of the European Thyroid Association, 2 (2%) of
the’American Thyroid Association, and 66 (66%) of the other national societies. Some of the

respondents were members of multiple societies.

First choice of therapy for hypothyroidism

LT4 was the primary choice of therapy for the treatment of hypothyroid patients for most
respondents in this survey (Table 2). Generally, they reported that for most of their patients
they have control over the type of LT4 brand that they prescribe (n=82; 92% responders, 89
responses). Thirty-three percent of physicians (n=28 out of 86) thought that LT4 tablets are

least liable to variable absorption compared to 27% (n=23 out of 86) who selected soft-gel
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capsules, and 11% (n=9 out of 86) liquid solution. Twenty-six respondents (30%) did not

expect significant differences between the preparations.

Monitoring Thyroid Hormone Treatment

After starting LT4 replacement therapy most respondents would recheck TSH in 4-6
weeks (n=51, 62%) and in 8 weeks (n=29, 35%). Only one 1% (n=1) would recheck TSH after
2 weeks, and 1% (n=1) based their choice of interval on clinical assessment. Even after
switching to a different formulation or changing from one manufacturer’s L T4 tablet to another
most respondents would recheck TSH in 4-6 weeks (n=34, 42%, 82 responses) and in 8 weeks
(n=22, 27%, 82 responses). However, a number of physicians would not recheck TSH (n=14,
17%, 82 responses) or would recheck TSH according to clinical judgment (n=12, 15%, 82

responses).

Treating Patients with Dietary Supplements
Dietary ssupplements were deemed to be acceptable in addition to thyroid hormones
mainly 'in patients with hypothyroidism due to autoimmune thyroiditis (n=57, 70%, 82

responses).

Treating Euthyroid subjects with Thyroid Hormones

In euthyroid patients, almost 40% (n=36 out of 92 responses) of respondents would never
recommend LT4. The most common indication for thyroid hormone treatment in euthyroid
patients was female infertility with a high level of thyroid antibodies (54%, n=50 out of 92
responses). For all other indications, the distribution of those who would recommend thyroid

hormone was similar (23-31%). Results are presented in Table 3.
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Using Different LT4 Formulations

Table 4 summarizes the preferences of the respondents regarding the administration of
LT4 as a tablet, soft-gel capsule, and liquid solution. Soft-gel capsule and liquid solution are
presently not available in our country. In all clinical scenarios, the liquid solution was the last

choice.

Combination Treatment with LT4 + LT3
Regarding the possible indications for combined LT4+LT3 treatment, more than half
respondents would recommend combined LT4+LT3 therapy to patients with normal serum

TSH who still complain of symptoms suggestive of hypothyroidism (Table 5).

Persistence of hypothyroid symptoms despite normal serum TSH
About half of the respondents (53%) considered that the frequency of patients with
normal serum TSH who still complain of hypothyroid symptoms is less than 5% and that this

has not changed in the last 5 years (49%).

Physicians with hypothyroidism in relation to their own treatment

Five respondents (7%) indicated that they had hypothyroidism. One experienced
excessive tiredness and none of them tried combination treatment with LT4+LT3 or desiccated
thyroid extract. Out of 69 non-hypothyroid physicians, fifty-one (74%) would not try
combination treatment with LT4+LT3 or desiccated thyroid extract if they experienced
persistent symptoms on LT4. However, out of 51 physicians who would not treat themselves

32 (62.7%) would treat their patients with the LT4+LT3 combination.

DOI: https://doi.org/10.2298/SARH211221110N Copyright © Serbian Medical Society
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Correlations between baseline characteristics and responses

Multivariate analysis of answers based on the respondents’ age, gender, specialization,
and years of medical practice did not influence physicians’ answers while the place of
employment and number of patients treated per year showed some trends.

Physicians treating a high volume of hypothyroid patients (over 100 patients per year)
tended to monitor the serum TSH at 8 weeks rather than to 4-6 weeks after initiation of LT4
treatment compared to other physicians (p=0.047, OR 2.9).

University-based physicians (57%) were less inclined than other-physicians (90%) to use
combined LT4 + LT3 to treat persistent symptoms in patients with normal TSH (p<0.01,
OR=0.1).

By multivariate analysis using the place of employment and number of patients treated,
the use of LT4 + LT3 to treat obesity was less likely by university-based physicians (p<0.01
OR=0.04) and by physicians treating a large. number of patients (over 100, p <0.01, OR=0.08),
than the rest of the responders.. Using the same multivariate analysis, university-based
physicians strongly agreed with the statement that LT4 + LT3 combination should never be
used (p<0.01, OR=7.6), compared to other physicians.

Endocrinologists employed at university centres agreed with the statement that chronic
fatigue-syndrome was the cause of the persistence of hypothyroid symptoms despite normal
serum TSH (OR 7.3), while those who treated more than 50 thyroid patients per year disagreed
with this statement (OR 0.09).

Only 1 out of 10 endocrinologists employed at university hospitals considered “normal
serum TSH in hypothyroid patients who complain of unexplained weight gain” as possible
indications for combined LT4+LT3 treatment.

Forty-three percent of endocrinologists employed at university hospitals would never use

LT4+LT3 therapy due to the low quality of available evidence (OR 6,2).

DOI: https://doi.org/10.2298/SARH211221110N Copyright © Serbian Medical Society
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DISCUSSION

The current study was the first of its kind among Serbian endocrinologists.

The typical Serbian endocrinologist respondent is a woman female, 40-60 years old with
20-40 years of medical practice. Most endocrinologists are employed at a university centre and
are members of the national endocrine society.

Almost all guidelines indicate that LT4 is the only recommended option for the treatment
of hypothyroidism. The ETA recommendations commented on the possibility of LT4+LT3
combination therapy also, but rather as a short-term trial or last option in patients who do not
respond sufficiently to LT4 treatment [4]. Attitudes of Serbianphysicians are in line with these
recommendations as. LT4 is the first choice of therapy for 90% of Serbian physicians. At
variance with evidence-based recommendations, 7% of .the physicians would use the
LT4+/LT3 combination as the first choice, although this formulation is not available on the
Serbian market.

After the start of the LT4 replacement therapy, most respondents would recheck TSH in
4-6 weeks (62%) and in 8 weeks (35%). The volume of patients seen significantly influenced
the choice of monitoring interval, as physicians treating with more than 100 patients per year
tend to use an 8-week monitoring interval (p=0.047, OR 2.9, compared to physicians with a
lower-case load who monitor their patients at shorter intervals). Similarly, after a change of the
LT4 manufacturer, most respondents would check TSH in 4-6 weeks (42%) and in 8 weeks
(27%). On the other hand, 17% would not check TSH at all, or according to clinical judgement
(15%). The longer interval between thyroid function tests preferred by respondents with the
high number of hypothyroid patients can be explained that by the assumption that in a busy
practice prolonging the monitoring interval also reduces the clinician’s workload (either
perceptually or really). However, we could not confirm a similar trend after the LT4

manufacturer change scenario. A high percentage of the physicians (32%) would not routinely
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check TSH after a change in the formulation of LT4, probably based on confidence in the
bioequivalence of the preparations.

More than half respondents (58%) would recommend combined LT4+LT3 therapy to
patients with normal serum TSH who still complain of symptoms suggestive of
hypothyroidism. On the other hand, 31% reported no indication for combined treatment due to
the low quality of available evidence for efficacy. Of the latter, the majority worked at the
university clinic (p<0.001, OR=7.64). However, 21 of 99 respondents did. not answer this
question. Working at the university clinic was the only factor we could identify for not
answering this question (p=0.035, OR=3.55). Even if we assume that all missing responses
from university-affiliated physicians are negative, the conclusion remains unchanged:
respondents working at university clinics consider that there is no indication for combined
treatment (p=0.002, OR=6.50).

As a whole, this approach of the majority of Serbian respondents appears not consistent
with the ETA guidelines that recommend only a short trial of treatment for patients who
complain of hypothyroid like symptoms after the attainment of biochemical euthyroidism.

Among Serbian physicians’ dietary supplements are a popular adjunct to the treatment
of-hypothyroidism mainly in patients with hypothyroidism due to autoimmune thyroiditis
(70%).-Only 8.5% of physicians responded that supplements should never be used. Despite
lack of evidence, many European Thyroid Association members recommend selenium
supplementation in Hashimoto’s thyroiditis [8].

Physician perceptions of persistence of hypothyroid symptoms despite normal serum
TSH in Serbia are different to the previously published data of THESIS study from other
European countries. In Serbia, 53% of the physicians think that the prevalence of patients with
normal TSH and persistent symptoms of hypothyroidism is less than 5%. Also, 49% of Serbian

physicians think that there has been no change in number the prevalence of such patients over
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recent years and 17% think it is decreasing. This pattern is more similar to Romanian and
Bulgarian data and different to the Danish data implying that regional differences in patient
perception of symptoms and/or physicians’ approach to patient complaints [9]. Also, this
survey was conducted during the COVID-19 pandemic, when most physicians were working
in the COVID hospitals. That could have influenced physicians’ perceptions of their current
and previous experiences.

Almost 40% of respondents would never recommend LT4 treatment for-euthyroid
patients. The most common indication for thyroid hormone treatment in euthyroid patients was
female infertility with high levels of thyroid antibodies (54%).'Such practice is in contrast with
the available evidence - a large prospective study and a recently published randomized clinical
trial refuted any benefit of LT4 treatment for female infertility with a high level of thyroid
antibodies [10,11]. Surprisingly, all ‘other indications were also selected in significant
percentages (23-31%) which are not in line with current recommendations and differ from the
results of other THESIS publications [12-14]. Such an approach to patients that implies
unnecessary treatment with LT4 carries the risk of over-replacement which can have
detrimental long-term_physical and psychological consequences [15]. It is interesting to note
that physicians affiliated with university hospitals were significantly less likely to treat
euthyroid patients for non-evidence-based indications (fatigue OR 0.35, obesity OR 0.29,
hyperlipoproteinemia OR 0.25, depression 0.33), except for female infertility with high levels
of thyroid antibodies and goiter increasing in size. Therefore, the only risk factor for the use of
LT4 for some non-evidence-based indications was working in a non-university hospital.
However, we could not identify other or universal risk indicators for this physician behavior.
Furthermore, we did not explore patient preferences that could significantly influence
physicians’ behavior.

The development of new oral formulations as liquid preparation and soft gel capsules
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represents the most recent advance regarding LT4 therapy. They are mainly indicated for
specific conditions, like malabsorption, interfering drugs, inability to take LT4 in the fasting
state or unexplained poor biochemical control of hypothyroidism [16]. However, Serbian
endocrinologists still preferred tablets and thought that there were no major changes with the
different formulations. The liquid solution was the least chosen formulation for all clinical
scenarios as presented in Table 4. This is most probably due to a fact that tablets from only two
manufacturers are available in Serbia. Considering that soft-gel capsules.and liquid solution
are more expensive, and they are not available in Serbia, Serbian endocrinologists do not
recommend and do not have experience with them.

Interest in measuring satisfaction and quality of life (QOL) with regards to healthcare has
grown in recent years and is considered an' important patient-reported outcome measure
[17,18]. Population studies have confirmed. that between 5% and 30% of patients with a
diagnosis of hypothyroidism treated with LT4 alone continue to have symptoms compared to
controls even when the serum thyrotropin is within the normal reference range [19, 20, 21].

Most physicians agreed that the main reasons for the persistence of hypothyroid
symptoms despite normal serum TSH include psychosocial factors, the inability of LT4 to
restore normal physiology, presence of underlying inflammation due to autoimmunity,
comorbidities, and chronic fatigue syndrome.

Major determinants of Serbian physician opinions and preferences are practice volume
and practice settings. Physicians working in the university setting and at high volume practices
had different opinions and preferences compared to other physicians.

From the patients’ point of view, an online survey by the British Thyroid Foundation [22]
showed that there was no association between satisfaction or QOL with a type of thyroid
hormone replacement treatment for hypothyroidism. Patient expectations, poor experiences

with healthcare professionals and lack of information from the general practitioner on
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hypothyroidism had a major impact on satisfaction and QOL.

Limitations of the survey

Since the survey was conducted during the Covid-19 pandemic the number of physicians
who participated in this survey may not be representative especially of those employed at
regional hospitals. Also, those who responded were about 50% of the total number of relevant

clinicians in Serbia.

CONCLUSION

Serbian physicians preferred LT4, as the first choice of therapy for the treatment of
hypothyroid patients. LT3 + LT4 combination /treatment.is mainly considered in patients with
persistent symptoms of hypothyroidism who are biochemically euthyroid. In a biochemically
euthyroid patient, the most common indication for thyroid hormone treatment was female
infertility with a high level of thyroid antibodies. Alternative LT4 formulations, like liquid
solution or soft-gel capsules, were recommended for patients with suspected or proven
malabsorption, use of interfering drugs, lifestyle issues and unexplained poor biochemical

control of hypothyroidism.
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Table 1. Characteristics of respondents

Gender n (%)
Male Female 30 (30.3%)
69 (69.7%)
Age (years) n (%)
20-30 4 (4%)
31-40 19 (19.2%)
41-50 34 (34.3%)
51-60 33 (33.3%)
61-70 9(9.1%)
70 + 0
Years in medical practice n (%)
<20 40 (40.4%)
21-40 58 (58.6%)
> 40 1 (1%)
Specialization* n (%)
Endocrinology 65 (66%)
Internal medicine 53 (54%)
Pediatric Endocrinology 4 (4%)
Nuclear Medicine 1 (1%)
Surgery 6 (6%)
Other 0
Place of employment* n (%)
University Centre 71 (72%)
Regional hospital 15 (15%)
Private clinic 19 (19%)
General Practice 1 (1%)
Basic researcher 4 (4%)
Treats thyroid patients n (%)
Daily 65 (68%)
Weekly 29 (30%)
Rarely 2 (2%)
Missing 3 (3%)
Number of patients with n (%)
hypothyroidism treated
10-50/ year 9 (9.4%)
51-100/ year 23 (24%)
> 100/ year 62 (64.6%)
rarely 2 (2%)
Missing 3 (3%)

* Total is greater than the number of respondents because some respondents choose multiple

answers
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Table 2. First choice of therapy for the treatment of hypothyroid patients

Thyroid hormone Responses, n (%)
LT4 88 (90%)

LT3 2 (2%)
Desiccated thyroid extract 1 (1%)

LT4 and LT3 combination 7 (71%)

Missing 1
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Table 3. Responses on indications for thyroid hormone treatment in euthyroid subjects

Indications Responses Total responses
n (%) (n)

Unexplained fatigue 29 (32%) 92

Obesity resistant to life-style interventions 21 (23%) 92

Severe hypercholesterolemia, as a complementary | 26 (28%) 92

treatment

Depression resistant to anti-depressant 22 (24%) 92

medications

Female infertility with a high level of thyroid 50 (54%) 92

antibodies

Simple goiter growing over time 25 (27%) 92

No, treatment is never indicated for these patients 36 (39%) 92
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Table 4. Responses on the choice of LT4 formulations in different clinical scenarios.

Scenario Formulation Total
responses (n)

A patient who self-reports

intolerance to various foods Tablets 24 (28%)

raising the possibility of

Soft-gel capsules 29 (34%)

celiac disease, malabsorption, Liquid solution 11 (13%) 86
lactose intolerance, or No major changes with the
intolerance to common different formulations 22 (26%)
excipients
0
A patient established on Tablets 46 (56%) o
. Soft-gel capsules 16 (20%)
generic LT4 who has o .
: . . Liquid solution 8 (10%) 82
unexplained poor biochemical 1 ch h th
control of hypothyroidism* N.O major changes with the
different formulations 12 (15%)
A patient with poor Tablets 17 (21%)
biochemical control who is Soft-gel capsules31 (38%)
unable (due to a busy Liquid solution 14 (17%) 82
lifestyle) to take LT4 fasted No majorchanges with the
and separate from food/drink different formulations 20 (24%)
V)
A patient established on LT4 RN 0
who has good biochemical Soft;gel capsules 17 (21%)
Liquid solution 4 (5%) 82

control of hypothyroidism/but
continues to have symptoms

No major changes with the
different formulations 24 (30%)
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Table 5. Possible indications for combined T4+T3 treatment

20

Possible indications

Responses, n (%) *

Total
responses n

For a short period, in patients recovering

combined therapy should never be used

0
from protracted hypothyroidism 17.(22%)
In patients with normal serum TSH who still
complain of symptoms suggestive of 45 (58%)
hypothyroidism
In hypothyroid patients with normal serum
TSH who complain of unexplained weight 10 (12%)
gain
Due to the low quality of available evidence, 24 (31%)

78

TSH — thyroid-stimulating hormone
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Table 6. Perceptions about the persistence of hypothyroid symptoms despite normal serum

thyroid-stimulating hormone

Frequency Responses, Total
n (%) responses, n

<5% 41 (53%)

6—10% 17 (22%)

11-30% 7 (9%) 78

>30% 0

Not sure 13 (17%)

Trends

I am seeing more such cases 8 (10%)

I am seeing fewer such cases 13 (17%) 73

No change 38 (49%)

Not sure 19 (24%)
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Figure 1. Distributions of a degree of agreement with the explanations for the persistence of
hypothyroid symptoms despite normal serum thyroid-stimulating hormone; counts on the y-
axis
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Figure 2. Physician’s ranking of the explanations for the persistence of hypothyroid
symptoms despite normal serum thyroid-stimulating hormone (1 is the most likely and 8 is
the least likely explanation); the bold line represents the median and boxes the 95%

confidence limits
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