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Objective. To evaluate the efficacy and safety of percutaneous polidocanol injection (PPI) in treating cystic thyroid nodules.
Materials and Methods. A total of 158 cystic or predominantly cystic thyroid nodules (>80% cystic component) in 143 patients
were evaluated. 114 patients with compressive symptoms or aesthetic complaints were offered PPI. 44 individuals without
compressive symptoms and aesthetic complaints who were only followed up clinically were used as the control group. The
efficacy and safety of PPI were evaluated for 1 month, 3 months, 6 months, 9 months, and 12 months of follow-up. Results. In
the PPI group, the mean baseline volume of 15.6 + 18.9 cm® reduced at the 1-month follow-up to 5.1 + 5.6 cm® (p < 0.001) and
0.6+ 0.9 (p <0.001), and nodules shrunk according to the time after PPI (p < 0.001). A complete response (if >70% decrease) to
PPI at the 12-month follow-up occurred in 100% of the cystic or predominant cystic nodules. None of the nodules
recurred at the 12-month follow-up after PPL. The side effects were mild. Twenty patients (17.5%) developed mild
localized pain, and fourteen cases (12.3%) experienced mild or moderate fever after PPI. Conclusions. PPI is a safe and

effective alternative to treat benign cystic or predominant cystic thyroid nodules.

1. Introduction

Thyroid nodules are characterized by excessive structural
growth, functional transformation, and/or cystic degenera-
tion of one or several areas within the gland [1]. According
to various studies, 15-30% of thyroid nodules are cystic or pre-
dominantly cystic [2, 3]. After simple fine-needle aspiration,
most cystic lesions (around 80%) refill and enlarge over time
[4]. Surgery is a long-established therapeutic option for
benign thyroid nodules. However, the cost of thyroid surgery,
risk of temporary or permanent complications, and impact on
quality of life remain relevant concerns. Ethanol ablation (EA)
is an effective and safe treatment technique [5]. However, in a
randomized study, percutaneous ethanol injection (PEI)

achieved remission in 68% of cystic thyroid nodules after
one treatment injection [4]. Ethanol sclerotherapy is also asso-
ciated with some complications. Mild transient pain or aburn-
ing sensation at the site of injection is the most commonly seen
following ethanol sclerotherapy and is a result of leakage of
ethanol into the subcutaneous tissue [4, 6]. Other uncommon
complications include hematoma, dyspnea, and vocal cord
paralysis [7, 8]. More importantly, it is difficult to obtain the
99% ethanol in China. Therefore, there is a need for novel
sclerosants. Polidocanol injection is well known as a novel
foam sclerosant that is currently administered by injection
mostly for the treatment of hemangiomas [9], haemorrhoidal
disease [10], symptomatic hepatic cysts [11], gastric varices
[12], and reticular veins of the lower limbs [13]. The aim of
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Ficurg 1: Ultrasonographic images of a 23-year-old woman before, during, and after treatment: (a) a cystic thyroid nodule of
ultrasonographic images before PPI treatment; (b) during PPI treatment; (c) 12 months after PPI treatment; the nodule decreased

significantly (arrow). PPI: percutaneous polidocanol injection.

the present study was to prospectively determine the efficacy
and safety of polidocanol injection for the treatment of benign
cystic or predominant cystic thyroid nodules.

2. Materials and Methods

From October 2013 to April 2015, a total of 117 cystic (>90%
cystic component) and 41 predominantly cystic thyroid nod-
ules (>80% cystic component) in 143 patients (128 patients
had single nodule, and 15 patients had two cystic or predom-
inantly cystic nodules) were evaluated with fine-needle aspira-
tion cytology (FNAC), using 21 G hypodermic needles at the
outpatient clinic of The First Affiliated Hospital of Wenzhou
Medical University. And complete fluid aspiration was
performed at this time. Benign cytological results were from
two separate US-guided fine-needle aspirations to exclude
malignancy. 114 consecutive patients with compressive
symptoms or aesthetic complaints were offered polidocanol
treatment. 44 individuals without compressive symptoms
and aesthetic complaints who were only followed clinically
were used as the control group. This prospective study was
conducted over a period of one year.

US examination was performed in all patients before
treatment and at the time of the 1, 3, 6, 9, and 12 months
of follow-up examinations. The three orthogonal diame-
ters of each nodule that were measured were the largest
diameter and two mutually perpendicular diameters. The
volume of each nodule was calculated using the equation
volume =7 abc/6, where a is the largest diameter and b
and ¢ are the other mutually perpendicular diameters.

Upon US examination, the changes in the volume of the
nodules were evaluated.

Before and after PPI treatment, the patients were asked
to rate pressure symptom score on a visual analog scale
(0-10cm) and cosmetic grade ((1) no palpable mass, (2) a
palpable mass but no cosmetic problem, (3) cosmetic prob-
lem on swallowing only, and (4) readily detected cosmetic
problem) [14].

To assess safety, any possible complications both during
and immediately after the procedure were evaluated. Major
and minor complications were defined by the definitions of
the Society of Interventional Radiology [15]. Procedure-
related pain was graded into four categories (grade 0, no pain
or mild pain similar to pain during lidocaine injection; grade 1,
pain greater than lidocaine injection, but not needing medica-
tion; grade 2, pain needing medication; grade 3, PPI procedure
incompletely terminated due to severe pain) [14].

According to the decrease in nodular volume, polidocanol
results were categorized as incomplete response (if <70%
decrease) or complete response (if >70% decrease) [16].

The procedures were performed in the outpatient clinic.
Patients were placed in a supine position with mild neck
extension. An 18-gauge needle was inserted into the cystic
portion of the thyroid nodule under ultrasound guidance
without local anesthesia. The fluid was first completely aspi-
rated. The syringe tube was then replaced with another one
containing polidocanol injection while keeping the puncture
needle in place. The amount of polidocanol injected was
about 25-33% of the amount of fluid aspirated. Then, we
extracted and flushed the injection for 5 times to assure the
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TasLE 1: Clinical characteristics of patients in the PPI and control
groups.

Control

PPI (n=114) (n = 44) p value
Gender 72F/42M 26F/18M 0.29
Age (years) 48.63 +12.73 45.21+11.18 0.20
Baseline volume (cm?) 15.6 +18.9 2.3+3.0 <0.001
Ultrasound findings 0.83
Cystic (n) 59 25
Predominantly cystic (1) 55 19

PPI: percutaneous polidocanol injection; F: female; M: male.

uniform distribution of the injection and the polidocanol was
left in the cysts (Figure 1).

This study was approved by the Ethics Committee of The
First Affiliated Hospital of Wenzhou Medical University. All
study participants provided written informed consent before
the experiments. The written informed consent was provided
by each eligible patient, and the study conformed to the
Declaration of Helsinki.

3. Statistical Analysis

The comparison of parametric quantitative variables between
both groups was analyzed with Student’s ¢-test and nonpara-
metric variables with the Mann-Whitney test. Qualitative
variables were evaluated with the chi-square test. The com-
parison of volumes at different periods was conducted with
the Friedman test, confirmed with nonparametric multiple
comparison for dependent data. The same comparison in
the control group was conducted with the paired Wilcoxon
test. We applied the likelihood ratio to compare complete
or incomplete response rates after polidocanol treatment
using the chi-square test. Multivariate analysis was performed
with the Statistical Package for Social Sciences (SPSS), version
19.0. We used a confidence interval of 95% and a significance
level of 5%.

4. Results

The clinical data for 114 consecutive patients with polidoca-
nol treatment and 44 individuals in the control group are
given in Table 1. At baseline, the volume of the nodules in
the polidocanol treatment group ranged from 2.5 to
138.7 cm’, with an average of 15.6 + 18.9 cm”. In the control
group, the initial volume of the nodules ranged from 0.9 to
142cm® (mean 2.3+3.0cm’). After a follow-up of 12
months, the volumes in the control group ranged from 0.4
to 16.4cm’ (mean 2.8 + 3.5cm’, p = 0.501).

At 1-month follow-up, the volume of the nodules in PPI
group ranged from 0.2 to 31.30cm’, with an average of
5.1+56cm’. At 3 months, 6 months, and 9 months of
follow-up, the cyst nodules showed significant reduction in
the volume. The mean volumes of nodules at the 3 months,
6 months, and 9 months of follow-up were 2.0 + 3.8 cm’,
0.7+ 1.0cm’, and 0.7 +0.9cm’, respectively. At 12-month
follow-up, the nodules ranged in volume from 0.01 to
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FIGURE 2: Volumes at baseline and the time of follow-up in the PPI
group; volumes at baseline and the time of follow-up in the control
group. PPI: percutaneous polidocanol injection.

4.9cm’, with an average of 0.6+0.9cm’. Compared with
the baseline volume, the reduction after PPI treatment
showed a significant difference (p < 0.01, Figure 2).

Compared with the volume at 1-month follow-up, the
reduction at 12-month follow-up was also significantly dif-
ferent (p <0.01, Figure 2). Compared with the outcomes
between both groups, we observed that the nodules in the
PPI group showed a significantly larger reduction in volume
(p <0.001, Figure 2).

Compared with baseline, a reduction at 1-month follow-
up was 65.11 +£23.01% (p < 0.001, Table 2). Compared with
the volume at 1-month follow-up, the reduction at 12-
month follow-up showed a significant difference (p < 0.001,
Table 2). The therapeutic success rate to PPI at 1-month
follow-up occurred in 36.8% of the cystic or predominant
cystic nodules. At 3-month follow-up, the therapeutic
success rate to PPI was observed in 89.5% of the nodules,
98.2% of the nodules at 6-month follow-up, and 100% of
the nodules at 12-month follow-up (p for comparison
between all the follow-ups < 0.001). Mean symptom score
and cosmetic grade also significantly vanished in the vast
majority at last follow-up of PPI group (p < 0.001, Table 2).

A comparison of the results between baseline and post-
PPI showed no statistical difference in TSH (p =0.579) or
free T4 (p =0.621) levels.

Twenty of the 114 (17.5%) patients after PPI treatment
reported mild localized pain that lingered for 1 to 3 days.
Fourteen cases of the 114 (12.3%) patients experienced mild
or moderate fever after polidocanol injection. The fever lin-
gered for 1-4 days that required no treatment or antipyretic
drug. None suffered the major complications in this study.

5. Discussion

Simple aspiration is the treatment of choice for diagnostic
and therapeutic purposes in symptomatic patients with cystic
or predominant cystic thyroid nodules. However, the recur-
rence rate is up to 80% [17], even after repeated aspirations.
Success rate of PEI, defined as near disappearance or marked
size reduction (>50%), has been reported to vary from 72% to
95% [4, 8, 16]. PEI remains the first line treatment for pure
thyroid cysts or predominantly cystic (cystic components
comprising >80%) benign nodules [18, 19]. However, a pro-
spective randomized double-blind study showed that the
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TasLE 2: Efficacy of PPI in cystic thyroid nodules at follow-up.

Baseline 1 month 3 months 6 months 12 months p
Size reduction (%) — 65.11 £23.01 85.87 £14.45 94.75+£5.76 95.58 £4.18 <0.001
Success rate, n (%) — 42/114 (36.8) 102/114 (89.5) 112/114 (98.2) 114/114 (100) <0.001
Symptom score 4.71£1.62 2.34+0.96 1.12+0.83 0.21 +0.40 0.21 +0.40 <0.001
Cosmetic grade 3.49+0.50 2.05+0.64 1.65+0.53 1.37+£0.50 1.21+£0.41 <0.001

PPI: percutaneous polidocanol injection.

cure was obtained in 64% of patients after one treatment of
PEI sclerotherapy only and the other patients needed one
more treatment session [4]. Furthermore, side effects related
to ethanol seepage outside the capsule may cause pro-
nounced pain or more serious side effects such as paresis of
the vocal cords or extraglandular fibrosis, which may impede
subsequent surgery in case of treatment failure [7]. Radiofre-
quency (RAF) is scarcely employed in the management of
cystic thyroid lesions. Although both ethanol ablation and
RFA are effective and safe treatment techniques, ethanol
ablation is a less expensive and simpler procedure than
RFA [20].

It is difficult to obtain the 99% ethanol used as a sclero-
sant in China because the absolute ethanol production has
been disrupted for four years, and hospital-made absolute
ethanol cannot obtain the registered document of approval.
Polidocanol (Polidocanol®) is an effective sclerosant consist-
ing of 95% hydroxypolyethoxydodecane and 5% ethyl alco-
hol. The Food and Drug Administration (FDA) has
approved polidocanol as a medicinal sclerosant in the United
States, as it has its equivalents in European countries.

Although there are many studies in other areas, few stud-
ies have examined polidocanol as a sclerosant for cystic or
predominant cystic thyroid nodules. In our present study,
the rate of volume reduction of the nodules was 95.58% 12
months after PPI. Moreover, we achieved a 100% therapeutic
success (size reduction >70%) in 114 patients and none of
the nodules recurred at 12-month follow-up. The observed
success rate was better than those reported previously PEI
[14, 21]. And symptom scores and cosmetic scores vanished
in the vast majority. The mechanism of treating cyst is prob-
ably destroying endothelial cells of capsule wall which causes
aseptic inflammation; thus endothelial tissue atrophies and
cyst cavity adhere and occlude [22]. A rabbit model histo-
pathologic evaluation results revealed that inflammation
and fibrosis were significantly increased. This finding shows
that polidocanol can be effectively used to treat thyroid nod-
ules by means of fibrosis [23]. Meanwhile, it has anesthetic
effects, no need for intracystic anesthesia or sedation for the
patients [24]. The primary clinical application of polidocanol
is its endovascular use for sclerosing varicose veins, and,
therefore, it is a safer agent for using without reaspiration.
It can be left in the cyst cavity to achieve a complete adhesion
with only a one-step application. So its procedure was easier
than PEL

In our experience, mild pain was only seen in 17.5% of
patients and mild or moderate fever was seen in 12.3%
patients treated with PPI. There were no serious side effects
related to ethanol seepage outside the capsule.

The present study had some limitations. We did not com-
pare PPI treatment with a control group treated with ethanol
because we could not obtain absolute ethanol. Secondly,
the patients were followed up only for one year. Further
studies with larger patient samples are needed to confirm
these findings.

The findings of this study indicate that PPI is a safe, effec-
tive, and rapid treatment that can be performed on an outpa-
tient basis. The cost of PPI treatment for benign cystic or
predominant cystic thyroid nodule is 600 RMB, and the cost
of PEI treatment was 260 RMB. Although PPI has a higher
cost than PE], it is still inexpensive. In short, it may be an
effective alternative to ethanol injection.

Conflicts of Interest

The authors have declared that no conflict of interest exists.

Authors’ Contributions

Xiaohua Gong, Qi Zhou, and Fang Wang contributed equally
to this work.

Acknowledgments

This study was funded by the Wenzhou Science and Tech-
nology Bureau (Y20150040). The authors would like to
acknowledge their colleagues in Endocrinology Department
and Pathology Department of The First Affiliated Hospital
of Wenzhou Medical University for the assistance in the
present study.

References

[1] L. Hegediis, S. J. Bonnema, and F. N. Bennedbaek, “Manage-
ment of simple nodular goiter: current status and future
perspectives,” Endocrine Reviews, vol. 24, no. 1, pp. 102-
132, 2003.

[2] C.R.McHenry,S.]J. Slusarczyk, and A. Khiyami, “Recommen-
dations for management of cystic thyroid disease,” Surgery,
vol. 126, no. 6, pp. 1167-1172, 1999.

[3] E. L. Mazzaferri, “Management of a solitary thyroid nodule,”
New England Journal of Medicine, vol. 328, no. 8, pp. 553-
565, 1993.

[4] F. N. Bennedbak and L. Hegediis, “Treatment of recurrent
thyroid cysts with ethanol: a randomized double-blind
controlled trial,” Journal of Clinical Endocrinology and
Metabolism, vol. 88, no. 12, pp. 5773-5777, 2003.

[5] J.Y.Sung,J. H. Baek, K. S. Kim et al., “Single-session treatment
of benign cystic thyroid nodules with ethanol versus



International Journal of Endocrinology

(7]

(9]

(10]

(11]

(12]

(13]

(14]

(15]

(16]

(17]

(18]

radiofrequency ablation: a prospective randomized study,”
Radiology, vol. 269, no. 1, pp. 293-300, 2013.

C. L. Perez, T. M. Fighera, F. Miasaki et al.,, “Evaluation of
percutaneous ethanol injections in benign thyroid nodules,”
Arquivos Brasileiros de Endocrinologia e Metabologia, vol. 58,
no. 9, pp. 912-917, 2014.

F. N. Bennedbek, S. Karstrup, and L. Hegediis, “Percutaneous
ethanol injection therapy in the treatment of thyroid and para-
thyroid diseases,” European Journal of Endocrinology, vol. 136,
no. 3, pp. 240-250, 1997.

S. R. Jayesh, P. Mehta, M. P. Cherian, V. Ilayaraja, P.
Gupta, and K. Venkatesh, “Efficacy and safety of USG-
guided ethanol sclerotherapy in cystic thyroid nodules,”
The Indian Journal of Radiology & Imaging, vol. 19, no. 3,
pp. 199-202, 2009.

C. Grover, A. Khurana, and S. N. Bhattacharya, “Sclero-
therapy for the treatment of infantile hemangiomas,” Jour-
nal of Cutaneous and Aesthetic Surgery, vol. 5, no. 3,
pp. 201-203, 2012.

K. H. Moser, C. Mosch, M. Walgenbach et al., “Efficacy and
safety of sclerotherapy with polidocanol foam in comparison
with fluid sclerosant in the treatment of first-grade hae-
morrhoidal disease: a randomised, controlled, single-blind,
multicentre trial,” International Journal of Colorectal Disease,
vol. 28, no. 10, pp. 1439-1447, 2013.

Z. Spérchez, P. Radu, F. Zaharie, N. Al Hajjar, and M.
Sparchez, “Percutaneous treatment of symptomatic non-
parasitic hepatic cysts. Initial experience with single-session
sclerotherapy with polidocanol,” Medical Ultrasonography,
vol. 16, no. 3, pp. 222-228, 2014.

W. Clements, K. Cavanagh, F. Ali et al., “Variant treatment for
gastric varices with polidocanol foam using balloon-occluded
retrograde transvenous obliteration: a pilot study,” Journal of
Medical Imaging and Radiation Oncology, vol. 56, no. 6,
Pp. 599-605, 2012.

M. Bertanha, M. Sobreira, C. Pinheiro Lucio Filho et al.,
“Polidocanol versus hypertonic glucose for sclerotherapy
treatment of reticular veins of the lower limbs: study pro-
tocol for a randomized controlled trial,” Trials, vol. 15,
no. 1, p. 497, 2014.

Y. J. Kim, J. H. Baek, E. J. Ha et al., “Cystic versus predomi-
nantly cystic thyroid nodules: efficacy of ethanol ablation and
analysis of related factors,” European Radiology, vol. 22,
no. 7, pp. 1573-1578, 2012.

D. Sacks, M. C. TE, J. F. Cardella, and C. A. Lewis, “Society of
Interventional Radiology clinical practice guidelines,” Journal
of Vascular and Interventional Radiology, vol. 14, no. 9,
pp. 199-202, 2003.

M. C. Ferreira, C. Piaia, and A. C. Cadore, “Percutaneous
ethanol injection versus conservative treatment for benign
cystic and mixed thyroid nodules,” Archives of Endocrinology
and Metabolism, vol. 60, no. 3, pp. 211-216, 2016.

F.N. Bennedbzk, L. K. Nielsen, and L. Hegediis, “Effect of per-
cutaneous ethanol injection therapy versus suppressive doses
of L-thyroxine on benign solitary solid cold thyroid nodules:
a randomized trial,” Journal of Clinical Endocrinology and
Metabolism, vol. 83, no. 3, pp. 830-835, 1998.

R. Guglielmi, C. M. Pacella, A. Bianchini et al., “Percutaneous
ethanol injection treatment in benign thyroid lesions: role and
efficacy,” Thyroid: official journal of the American Thyroid
Association, vol. 14, no. 2, pp. 125-131, 2004.

(19]

[20]

[21]

(22]

(23]

(24]

H. Gharib, E. Papini, R. Paschke et al., “American Association
of Clinical Endocrinologists, Associazione Medici Endocrino-
logi, and European thyroid association medical guidelines for
clinical practice for the diagnosis and management of thyroid
nodules,” Endocrine Practice, vol. 16, Supplement 1, pp. 1-
43, 2010.

J. Y. Sung, Y. S. Kim, H. Choi, J. H. Lee, and J. H. Baek,
“Optimum first-line treatment technique for benign cystic
thyroid nodules: ethanol ablation or radiofrequency abla-
tion?” American Journal of Roentgenology, vol. 196, no. 2,
pp. 210-214, 2011,

J. H. Kim, H. K. Lee, J. H. Lee, I. M. Ahn, and C. G. Choi,
“Efficacy of sonographically guided percutaneous ethanol
injection for treatment of thyroid cysts versus solid thyroid
nodules,” AJR. American Journal of Roentgenology, vol. 180,
no. 6, pp. 1723-1726, 2003.

X. Jie and X. Geng, “Curative effect of lauromacrogol and
absolute ethyl alcohol injection guided by ultrasound on
simplex hepatic cyst,” Pakistan Journal of Pharmaceutical
Sciences, vol. 28, no. 3, pp. 697-700, 2014.

U. O. Idiz, E. Aysan, I. Can, N. Buyukpinarbasili, E. Y.
Yardimci, and H. Bektasoglu, “The effects of lauromacrogol
on thyroid tissue in rabbits. Is this a safe option for the
treatment of nodular thyroid disease?” Annali Italiani di
Chirurgia, vol. 87, pp. 192-197, 2016.

T. Yonguc, V. Sen, O. Aydogdu, I. H. Bozkurt, S. Yarimoglu,
and S. Polat, “The comparison of percutaneous ethanol and
polidocanol sclerotherapy in the management of simple renal
cysts,” International Urology and Nephrology, vol. 47, no. 4,
pp. 603-607, 2015.



	Efficacy and Safety of Ultrasound-Guided Percutaneous Polidocanol Sclerotherapy in Benign Cystic Thyroid Nodules: Preliminary Results
	1. Introduction
	2. Materials and Methods
	3. Statistical Analysis
	4. Results
	5. Discussion
	Conflicts of Interest
	Authors’ Contributions
	Acknowledgments

