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Abstract

Purpose Drop-out in clinical long-term follow-up is a general problem that is potentially harmful to patients. No data about
patients that drop out from thyroid ultrasound follow-up is available literature. The aim of the present retrospective study
was to evaluate the characteristics of patients that dropped out from ultrasound thyroid nodule follow-up.

Patients and methods We reviewed medical records of all consecutive patients who underwent a fine needle aspiration from
January 2007 to March 2009 in our department. All the patients with benign nodule(s) were recommended annual ultra-
sounds; patients who had dropped out from follow-up were included and a telephone interview was obtained to evaluate the
reasons for dropping out.

Results 289/966 (30%) of patients with benign nodules dropped out during follow-up; 94% of them within the first 5 years.
Phone interviews were obtained from 201/289 (70%) of the patients. In the 57% of cases, the main declared reason for
dropping out was nodular dimension stability during the first 2-3 years; 8.7% of them had forgotten about the appointment;
6.4% of subjects claimed to check only serum TSH, and 3.2% stated that they would undergo an ultrasound only if the
nodule(s) were symptomatic. Finally, 10.7% patients continued follow-up in other centres.

Conclusion we showed that a third of patients miss their thyroid ultrasound follow-ups, and that the major cause is the low
perceived threat coming from the disease. As a certain amount of drop-out is inevitable, attempting to reinforce our patients’
awareness regarding their own health state is mandatory.

Trial registration Trial registration: no. 4084.
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Introduction

Thyroid nodules are a common clinical problem worldwide
[1]. In addition, the number of incidental thyroid lesions
detected on imaging examinations performed for different
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reasons is growing, probably as a consequence of the
increasing use of imaging exams [2].

Fine needle aspiration cytology (FNA) is the gold stan-
dard exam to differentiate benign from malignant lesions; in
fact, it is safe, cost-effective and can be performed in an
outpatient setting [3]. Fortunately, more than 90% of
detected nodules are clinically benign lesions [4]. In this
case, clinicians recommend serial ultrasound exams in
accordance with the most authoritative guidelines [5, 6].
The purpose of monitoring is to identify nodular growth,
with the assumption that this variable is an indication of
malignancy and suggestive of the false diagnosis of a
benign nodule at first evaluation.

We have recently observed in a large group of patients
that a small number of benign lesions showed evidence of
nodule growth during a follow-up period of 10 years [7].
However, in the same observational study 289/1248
patients (23%) dropped out during follow-up [7].
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Drop-out in clinical long-term follow-up is a general
problem that is potentially harmful to patients [8]. To the
best of our knowledge, no data about patients that drop out
from thyroid ultrasound follow-up have been reported in the
available literature.

The aim of the present observational study was to eval-
uate the characteristics of patients that dropped out from
ultrasound thyroid nodule follow-up.

Subjects and methods

We reviewed the medical and imaging records of patients
admitted to the FNA from January 2007 to March 2009.
The indication to FNA was in accordance with the most
authoritative guidelines edited in 2006 [9, 10].

All the patients with benign nodule(s) underwent annual
ultrasound evaluations in our department. We used a
LOGIQ 9 (GE, Healthcare, Milwaukee, WI, USA) or
AplioTM500 (Toshiba Medical Systems Corp, Otawara,
Japan) ultrasonographic scanner fitted with a 10-14-MHz
linear transducer for morphological study.

We selected only patients who had dropped out from
follow-up. Drop-out was considered for all patients who did
not show up at annual ultrasound follow-up after the benign
cytology report. A telephone interview was conducted in
order to evaluate the reasons for dropping out.

The study was conducted according to the principles of
the Helsinki Declaration and the guidelines of the Institu-
tional Ethical Committee. All patients gave written consent
for the storage and use of their data.

The study was approved by the Comitato Etico di
Brescia (no. 4084).

Statistical analysis

All data were collected in an electronic case report database.
Statistical analyses were performed using SPSS 20.0 soft-
ware (SPSS, Inc., Evanston, IL, USA).

Comparisons between groups and differences between
proportions were calculated using y* for categorical vari-
ables and ANOVA test for quantitative variables, as
appropriate. The Kaplan-Meier curve was fitted to deter-
mine the dropout time. Two-tailed p < 0.05 was considered
statistically significant.

Results
From January 2007 to March 2009, 1248 patients under-

went thyroid fine needle aspiration cytology in our depart-
ment. Among them, 966 (77.4%) patients were given a

cytological diagnosis of benign nodule. During follow-up,
289/966 (30%) patients (202 women and 87 men), with a
mean age of 52.5 (21-72) years dropped out.

The baseline features of the study population, comparing
patients who did drop-out towards those who did not, are
reported in Table 1. Patients were comparable for gender,
TSH values and nodule characteristics. In detail, hypoe-
choic pattern, blurred margins, microcalcifications and
intranodular vascular pattern were fewer (but not sig-
nificant) sings of malignancy of the drop-out group. Dif-
ferently, they were older (52.5+14.3 vs 45.6 +£13.9 yrs,
p <0.0001, respectively), and showed a higher number of
multiple nodules than those who were retained (52.2 vs
44.8%, p = 0.019, respectively).

Significantly, 271/289 patients (94%) dropped out within
the first 5 years of follow-up, as evidenced by the
Kaplan—Meier curve, shown in Fig. 1. In detail, 2.8% of
patients withdrew on the first appointment; 10, 14.9, and
11.1% of subjects dropped out at the second, third and
fourth follow-up appointments, respectively. In the fifth

Table 1 Baseline characteristics of the study population, comparing
patients who did drop-out towards those who did not

Patients who did not Patients who p Value
drop-out dropped-out
Gender (F/M) 4741203 202/87 0.514
Mean (SD) age 45.6 (13.9) 52.5 (14.3) 0.0001
Mean (SD) TSH, mIU/L. 2.4 (0.8) 2.5 (0.7) 0.814
Nodule Characteristics
No of multiple 303 (44.8%) 151 (52.2%) 0.019
nodules (%)
Mean nodule volume in ml 2.4 (1.2) 2.4 (1.0) 0.568
Mean maximum diameter 27.5 (9.4) 27.1 (8.8) 0.486
in mm (SD)
Ultrasound findings
Hypoechoic pattern (%) 484 (71.5%) 197 (68.2%) 0.299
Blurred margins (%) 356 (52.5%) 106 (36.7%) 0.238
Microcalcifications (%) 428 (63.2%) 164 (56.7%) 0.269
Intranodular vascular 287 (42.3%) 121 (41.8%) 0.880
pattern (%)
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Fig. 1 The Kaplan Meier dropout estimation among patients submitted
to ultrasound follow-up
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u Forgotten
u On follow-up but closer to my home
u The nodule is stable, it doesn't growth anymore

4 Without a reason

u | check only the TSH

v ® | will do the ultrasound only if nodule grows

Fig. 2 Reasons for missing scheduled clinic appointments

year of follow-up, 55% of the patients did not show up for
the scheduled check-up.

Phone interviews were obtained from 201/289 (70%) of
the patients who were not retained, and the results are
shown in Fig. 2.

In detail, 28/201 (14%) of patients did not provide a
reason for dropping out, 8.7% had forgotten about the
appointment, 13 (6.4%) subjects claimed to check only
serum TSH, 3.2% stated that they would undergo an ultra-
sound evaluation only if the nodule(s) were bothering them,
whereas 21 (10.7%) patients did proceed with follow-ups,
but in a hospital closer to their home. In these last patients,
no cases of malignancy were reported by phone interview.

Finally, 57% of the subjects declared that they dropped
out from the follow-up as the nodule was stable during the
first years, without any further growth. Among these
patients, 89% dropped out at fifth years of follow-up.

Discussion

This retrospective study showed that 30% of patients with
benign thyroid nodules do not attend ultrasound follow-up.
Moreover, 94% of them fail to attend within the first 5 years
of monitoring.

The American Thyroid Association (ATA) guidelines
suggest ultrasound follow-up stratified accordingly
to different ultrasound features, in patients with
benign nodules

In particular, an ultrasound evaluation at 6-12 months for
follow-up in high-risk ultrasound patterns, and no need in
very low-risk group [5]. However, it is important to
underline that these suggestions are based on an average-
low quality of evidence, as reported by the ATA guidelines
themselves [5]. Moreover, the American Association of
Clinical Endocrinologists, American College of Endocri-
nology, and Associazione Medici Endocrinologi suggested
to perform ultrasound examination in benign nodules in
~12 months after FNA. If nodules are unchanged repeat the
exam after 24 months; this assumption was again based on

@ Springer

low quality of evidence, as reported by the guidelines
themselves [6].

In addition, a survey obtained from a large sample of
patients referred to the Thyroid Nodule Clinic at the Brig-
ham and Women’s Hospital in Boston, found that most
benign thyroid nodule can be safely recommended for
follow-up at 2—4 years with no risk of mortality or like-
lihood of harm [11]. Recently, our group showed that in a
longer period of follow-up only 11% of patients with benign
lesions showed evidence of nodule growth [7]. However, it
is important to emphasise that the growth occurred in a
linear fashion, starting from the first year of observation,
and more important nodule growth started within the first 5
years of follow-up for 79% of the patients [7]. This is a key
point, because in the present study we showed that almost
all patients (94%) who dropped out of follow-up, were lost
within the first 5 years of monitoring. Furthermore, the
dimensional stability of the lesions within the first three
years of follow-up was the main cause of dropout in the
belief that the nodule (s) would no longer grow.

It is important to highlight that the purpose of monitoring
is to identify nodular growth, considering this variable as an
indicator of malignancy and suggesting a false diagnosis of
a benign nodule at the first evaluation [12]. Indeed, how
relevant is nodule growth as a marker of the development of
malignancy is still matter of controversy [13].

Several factors related to patient, provider, disease, treat-
ment, clinical administration, or environment, may affect
clinic attendance. From orthodontic and orthopaedic surveys,
it has been reported that clinical compliance decreases pro-
portionally to the interval between the completion of treat-
ment and the follow-up examination. The most common
reasons for this include change of address, and death [8]. In
diabetic patients, drop-out rates are quite high, ranging from 4
to 50% in different countries. The major reasons for this
include low perceived concern for the disease and conflicts
with work [14, 15]. To the best of our knowledge, no studies
have specifically evaluated this topic in patients affected by
thyroid diseases. In the present study, we showed that a large
number (30%) of patients are lost during follow-up and we
found that the majority of patients dropped out after a few
checkups, in the first 5 years of monitoring, due to a ‘general’
low perceived concern for the disease (Fig. 2).

In agreement with Grover et al. [16], in our study drop-out
was also associated with higher age, even if our population set
was younger than those reported by colleagues. This result
was also evidenced by a larger set of patients [17].

In few observation studies, a longer waiting time from
referral to scheduled appointment was significantly asso-
ciated with missed appointments [18].

Moreover, Murdock et al. reported forgetting an
appointment, particularly in case of long waiting time, as
the most common reason (36%) for nonattendance, in a
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survey-based study of gastroenterology patients [19]. Con-
versely, in our study less than 9% of subjects forgot their
appointments. We have no explanation for this difference,
as our institute has not adopted any reminder (i.e. letter,
phone call or SMS) days before appointment, as was done
in the above-mentioned study [19]. On the other hand, in
our study, low perceived concern for the disease clearly
emerged as the major cause of follow-up drop out. We
believe that standardised recordings of sonographic fea-
tures, as EU-TIRADS [20], will improve the selection of
patients with potentially malignant nodules, who could be
introduce in a recall system.

In conclusion, we showed that a large set of patients miss
their ultrasound thyroid follow-ups and a low perceived
threat from the disease appears to be the major cause of this.
As a certain amount of ‘reasons’ for patient drop-out are
inevitable, attempting to reinforce our patients’ awareness
regarding their own state of health is necessary.

Data Availability

The data supporting the findings of this study are available
from the corresponding author, upon request.

Funding Open access funding provided by Universita degli Studi di
Brescia within the CRUI-CARE Agreement.

Compliance with ethical standards
Conflict of interest The authors declare no competing interests.

Ethics approval The study was approved by the Comitato Etico di
Brescia (no. 4084).

Publisher’s note Springer Nature remains neutral with regard to
jurisdictional claims in published maps and institutional affiliations.

Open Access This article is licensed under a Creative Commons
Attribution 4.0 International License, which permits use, sharing,
adaptation, distribution and reproduction in any medium or format, as
long as you give appropriate credit to the original author(s) and the
source, provide a link to the Creative Commons license, and indicate if
changes were made. The images or other third party material in this
article are included in the article’s Creative Commons license, unless
indicated otherwise in a credit line to the material. If material is not
included in the article’s Creative Commons license and your intended
use is not permitted by statutory regulation or exceeds the permitted
use, you will need to obtain permission directly from the copyright
holder. To view a copy of this license, visit http://creativecommons.
org/licenses/by/4.0/.

References

1. K.G. Sharbidre, M.E. Lockhart, F.N. Tessler, Incidental thyroid
nodules on imaging: relevance and management. Radio. Clin. North
Am. 59, 525-533 (2021). https://doi.org/10.1016/j.rc.2021.03.004

10.

11.

12.

13.

14.

15.

16.

. G.H. Tan, H. Gharib, Thyroid incidentalomas: management

approaches to nonpalpable nodules discovered incidentally on
thyroid imaging. Ann. Intern. Med. 126, 226-231 (1997). https://
doi.org/10.7326/0003-4819-126-3-199702010-00009

. C. Cappelli, I. Pirola, B. Agosti, A. Tironi, E. Gandossi, P.

Incardona, F. Marini, A. Guerini, M. Castellano, Complications
after fine-needle aspiration cytology: a retrospective study of 7449
consecutive thyroid nodules. Br. J. Oral. Maxillofac. Surg. 55,
266-269 (2017). https://doi.org/10.1016/j.bjoms.2016.11.321

. L. Hegediis, Clinical practice. The thyroid nodule. N. Engl. J. Med.

351, 1764-1771 (2004). https://doi.org/10.1056/NEJMcp031436

. B.R. Haugen, E.K. Alexander, K.C. Bible et al. 2015 American

Thyroid Association Management Guidelines for Adult Patients
with Thyroid Nodules and Differentiated Thyroid Cancer: The
American Thyroid Association Guidelines Task Force on Thyroid
Nodules and Differentiated Thyroid Cancer. Thyroid 26(1), 1-133
(2016). https://doi.org/10.1089/thy.2015.0020

. H. Gharib, E. Papini, J.R. Garber et al. American Association of

Clinical Endocrinologists, American College of Endocrinology,
and Associazione Medici Endocrinologi Medical Guidelines for
Clinical Practice for the Diagnosis and Management of Thyroid
Nodules—2016 Update. Endocr. Pract. 22, 622—-639 (2016). https://
doi.org/10.4158/EP161208.GL

. C. Cappelli, 1. Pirola, E. Gandossi, M. Rotondi, C. Casella, D.

Lombardi, B. Agosti, A. Ferlin, M. Castellano, Ultrasound of benign
thyroid nodules: a 120 months follow-up study. Clin. Endocrinol. 94,
866-871 (2021). https://doi.org/10.1111/cen.14408

. B. Kahl, H. Fischbach, C.W. Schwarze, How to deal with the

drop-out in clinical follow-up studies: results of a long-term fol-
low-up study of orthodontically treated patients. Am. J. Orthod.
Dentofac. Orthop. 108, 415-420 (1995). https://doi.org/10.1016/
s0889-5406(95)70040-4

. D.S. Cooper, G.M. Doherty, B.R. Haugen et al. Management

guidelines for patients with thyroid nodules and differentiated
thyroid cancer. Thyroid 16, 109-42 (2006). https://doi.org/10.
1089/thy.2006.16.109

H. Gharib, E. Papini, R. Valcavi et al. American Association of
Clinical Endocrinologists and Associazione Medici Endocrinologi
medical guidelines for clinical practice for the diagnosis and
management of thyroid nodules. Endocr. Pract. 12, 63-102
(2006). https://doi.org/10.4158/EP.12.1.63

E. Nou, N. Kwong, L.K. Alexander, E.S. Cibas, E. Marqusee,
E.K. Alexander, Determination of the optimal time interval for
repeat evaluation after a benign thyroid nodule aspiration. J. Clin.
Endocrinol. Metab. 99, 510-516 (2014). https://doi.org/10.1210/
jc.2013-3160

C. Durante, G. Costante, G. Lucisano et al. The natural history of
benign thyroid nodules. JAMA 313, 926-935 (2015). https://doi.
org/10.1001/jama.2015.0956

N. Singh Ospina, S. Maraka, A. Espinosa DeYcaza et al. Diag-
nostic accuracy of thyroid nodule growth to predict malignancy in
thyroid nodules with benign cytology: systematic review and
meta-analysis. Clin. Endocrinol. 85, 122-131 (2016). https://doi.
org/10.1111/cen.12975

Kahl B, Long-term results of a clinical follow-up evaluation of
orthodontically and orthopaedically treated patients stability,
relapse or new anomaly. In: University of Cologne (1993).

A.L. Graber, P. Davidson, A.W. Brown, J.R. McRae, K. Wool-
ridge, Dropout and relapse during diabetes care. Diabetes Care 15,
1477-1483 (1992). https://doi.org/10.2337/diacare.15.11.1477

S. Grover, D. Dua, S. Chakrabarti, A. Avasthi, Dropout rates and
factors associated with dropout from treatment among elderly
patients attending the outpatient services of a tertiary care hospital.
Indian J. Psychiatry 60, 49-55 (2018). https://doi.org/10.4103/
psychiatry.IndianJPsychiatry_410_17

@ Springer


http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
https://doi.org/10.1016/j.rcl.2021.03.004
https://doi.org/10.7326/0003-4819-126-3-199702010-00009
https://doi.org/10.7326/0003-4819-126-3-199702010-00009
https://doi.org/10.1016/j.bjoms.2016.11.321
https://doi.org/10.1056/NEJMcp031436
https://doi.org/10.1089/thy.2015.0020
https://doi.org/10.4158/EP161208.GL
https://doi.org/10.4158/EP161208.GL
https://doi.org/10.1111/cen.14408
https://doi.org/10.1016/s0889-5406(95)70040-4
https://doi.org/10.1016/s0889-5406(95)70040-4
https://doi.org/10.1089/thy.2006.16.109
https://doi.org/10.1089/thy.2006.16.109
https://doi.org/10.4158/EP.12.1.63
https://doi.org/10.1210/jc.2013-3160
https://doi.org/10.1210/jc.2013-3160
https://doi.org/10.1001/jama.2015.0956
https://doi.org/10.1001/jama.2015.0956
https://doi.org/10.1111/cen.12975
https://doi.org/10.1111/cen.12975
https://doi.org/10.2337/diacare.15.11.1477
https://doi.org/10.4103/psychiatry.IndianJPsychiatry_410_17
https://doi.org/10.4103/psychiatry.IndianJPsychiatry_410_17

516

Endocrine (2023) 79:512-516

17.

18.

O. Torres, M.B. Rothberg, J. Garb, O. Ogunneye, J. Onyema, T.
Higgins, Risk factor model to predict a missed clinic appointment in
an urban, academic, and underserved setting. Popul Health Manag.
18, 131-136 (2015). https://doi.org/10.1089/pop.2014.0047

M.P. Shrestha, C. Hu, S. Taleban, Appointment wait time, pri-
mary care provider status, and patient demographics are associated
with nonattendance at outpatient gastroenterology clinic. J. Clin.
Gastroenterol. 51, 433-438 (2017). https://doi.org/10.1097/MCG.
0000000000000706

@ Springer

19.

20.

A. Murdock, C. Rodgers, H. Lindsay, T.C.K. Tham, Why do
patients not keep their appointments? Prospective study in a
gastroenterology outpatient clinic. J. R. Soc. Med. 95, 284-286
(2002). https://doi.org/10.1258/jrsm.95.6.284

G. Russ, S.J. Bonnema, M.F. Erdogan, C. Durante, R. Ngu, L.
Leenhardt, European Thyroid Association Guidelines for ultra-
sound malignancy risk stratification of thyroid nodules in adults:
the EU-TIRADS. Eur. Thyroid J. 6(5), 225-237 (2017). https://
doi.org/10.1159/000478927


https://doi.org/10.1089/pop.2014.0047
https://doi.org/10.1097/MCG.0000000000000706
https://doi.org/10.1097/MCG.0000000000000706
https://doi.org/10.1258/jrsm.95.6.284
https://doi.org/10.1159/000478927
https://doi.org/10.1159/000478927

	When and why patients drop out from benign thyroid nodules follow-up: a single centre experience
	Abstract
	Introduction
	Subjects and methods
	Statistical analysis
	Results
	Discussion
	The American Thyroid Association (ATA) guidelines suggest ultrasound follow-up stratified accordingly to different ultrasound features, in patients with benign nodules
	Publisher&#x02019;s note Springer Nature remains neutral with regard to jurisdictional claims in published maps and institutional affiliations.Funding
	Compliance with ethical standards

	ACKNOWLEDGMENTS
	References




