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Abstract Serum thyroglobulin (Tg) and thyroglobulin antibody (TgAb) levels are used to monitor
patients with differentiated thyroid cancer (DTC) after total thyroidectomy with or without
radioiodine (RAIl) ablation. However, they are also measured in patients who are treated with
thyroid lobectomy (TL)/hemithyroidectomy (HT). Data on the levels of Tg and its trend in
those undergoing TL/HT is sparse in India. We reviewed retrospective data of DTC patients
who underwent TL/HT and were followed-up with postoperative Tg levels between 2015 and
2020. Out of 247 patients, 17 had undergone either TLor HT, which included papillary thyroid
cancer (n = 12), follicular thyroid cancer (n =4), and noninvasive follicular thyroid neoplasm
with papillary-like nuclear features (NIFTP) in 1 patient. All patients with DTC had tumor
size <4.cm (T1/2, clinical NO, Mx). The median follow-up was 15 months (range, 1-125) and
the medianTg level was 7.5 ng/mL (interquartile range [IQR]; 3.6, 7.5) and ranged from 0.9 to
36.7 ng/mL. The median thyroid-stimulating hormone (TSH) level was 2.03 IU/L (IQR; 1.21,
3.59) and it ranged from 0.05 to 8.54 IU/L. As of last follow-up, none of them underwent
completion thyroidectomy; however, eight patients had a decline in Tg ranging from 8 to
64%, four patients had increase in Tg ranging from 14 to 145%, three patients had stable Tg,
Keywords and one of them had an increase in TgAb titers. As per American Thyroid Association (ATA)
= serum thyroglobulin  response-to-treatment category, six patients had indeterminate response, five patients had
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= hemithyroidectomy biochemical incomplete response, four patients had excellent response, and two did not have
= lobectomy follow-up Tg and TgAb levels. While absolute values of Tg were well below 30 hg/mL in almost
= Tg levels all patients with HT/TL, the Tqg trends were difficult to predict, and only 23% of patients were
= differentiated thyroid able to satisfy the criteria for “excellent response” on follow-up. We suggest keeping this
cancer factor in mind in follow-up and while counselling for HT in patients with low-risk DTC.
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Background

The 2015 American Thyroid Association (ATA) guidelines'
recommend thyroid lobectomy (TL) as the initial procedure
for patients with DTC < 1cm (if surgery is chosen, instead of
active surveillance), no extrathyroidal extension (ETE), no
clinical lymph nodal metastasis, no prior history of head and
neck irradiation, and no familial history of thyroid carcino-
ma. TL is also recommended for patients with DTC >1cm
and < 4 cm (without ETE and clinical evidence of lymph node
[LN] metastasis), low-risk papillary thyroid cancer (PTC), and
follicular thyroid carcinoma (FTC).! Neck ultrasonography
and serial serum thyroglobulin (Tg) measurements are more
preferred as follow-up tools than whole-body radioiodine
(RAI) scans.! The NCCN guidelines recommend measuring Tg
and thyroglobulin antibody (TgAb) 6 to 12 weeks after initial
surgery and assessing trend patterns in TL patients. While
the ATA response-to-treatment classification is focused on
patients undergoing total thyroidectomy (TT) with or with-
out RAI remnant ablation, it can also be applied to patients
with DTC undergoing TL or hemithyroidectomy (HT) without
RAI remnant ablation, by using modified definitions of the
response-to-therapy categories (- Table 1).3 Recent studies
showed that the response-to-treatment system was effective
for modifying the initial risk estimates of structural
recurrence/persistence and provided valuable information
for predicting structural recurrence even in TL patients.
Although specific criteria for distinguishing normal residual
thyroid tissue from persistent or recurrent thyroid cancer
have not been defined, most patients with an excellent
response have a serum Tg level <30ng/mL, undetectable
TgAb, and negative imaging (mostly a normal ultrasound
of the neck) (=Table 1). A rising value of Tg over time is
suspicious for thyroid cancer (or growth of normal thyroid
tissue). Those with detectable TgAb would be considered to
be “indeterminate” ATA response to treatment and those
with rising titers of Tg and/or TgAb antibodies are regarded
as “biochemical incomplete” response (=Table 1). Any struc-

Table 1 Response to treatment definitions after initial TL3

Excellent response Stable, nonstimulated Tq level <30
ng/mL and undetectable TgAb and

negative imaging

Biochemical incomplete Nonstimulated Tg level >30ng/mL
response or

increasing Tg level values over time
with similar TSH levels

or

increasing TgAb levels

and

negative imaging

Structural or functional evidence of
disease regardless of Tg or TgAb

Structural incomplete
response

Indeterminate response Nonspecific findings on imaging

studies

or
TgAb levels stable or declining in the
absence of structural or functional
disease

Abbreviations: Tg, thyroglobulin; TgAb, thyroglobulin antibody; TL,
thyroid lobectomy; TSH, thyroid-stimulating hormone.
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tural evidence of cancer detected either by ultrasound or
cross-sectional or functional imaging is regarded as “struc-
turally incomplete response,” regardless of the levels of Tg or
TgAb. Data on Tg levels and trends of Tg in patients who have
undergone TL/HT is limited from India. In this study, we
reviewed and assessed the Tg and TgAb levels during the
follow-up in patients who underwent HT.

Materials and Methods

We reviewed retrospective data of patients with thyroid
cancer who had followed-up at Narayana Hrudayalaya Hos-
pitals, Bangalore, between 2015 and 2020. We included only
patients who underwent TL/HT either in our institution or
elsewhere for DTC. Decisions on the extent of surgery were at
the discretion of the treating physician, with consideration
for patient preference. Patients with a minimum follow-up
period of 3 months and who had sufficient data on Tg and
TgADb levels during follow-up were included. Any patients
with histopathological diagnoses other than FTC/PTC, or
with cervical lymph node metastases, or distant metastases
were excluded from the analysis. All patients underwent Tg
and TgAb during follow-up, using immunochemilumines-
cent assay with Roche Cobas C311 analyzer (Roche Diagnos-
tics GmbH, Mannheim, Germany) from 2010 to
September 2017 with lower limit of detection of 0.4 ng/mL
and ADVIA Centaur XxPT immunoassay system (Siemens
Healthcare Diagnostics Inc., Tarrytown, NY, USA) from Octo-
ber 2017 to date with lower limit of detection of 1.6 ng/mL.
TgAb was simultaneously assayed with normal titers be-
tween O to 115 IU/mL (Roche Cobas C311) and 0 to 60 IU/mL
(ADVIA Centaur xPT). Disease stage was determined based on
the eighth edition of the American Joint Committee on
Cancer (AJCC) staging system, and response to treatment
was categorized using ATA response to treatment.’® The
follow-up period was defined as the time between removal of
the first lobe and the last documented laboratory tests for
thyroid-stimulating hormone (TSH), Tg and TgAb. Patients
received thyroxine replacement to maintain TSH levels be-
tween 0.5 to 2.5 IU/L on follow-up, and Tg levels on compa-
rable and similar levels of TSH were analyzed.

Statistical Methods

Data was analyzed using SPSS (IBM SPSS Statistics for Win-
dows, Version 20.0. Armonk, NY: IBM Corp) for descriptive
and inferential statistics. Categorical data are presented in
terms of number and percentage, whereas continuous data
are presented as mean and standard deviation (SD) or
median and range.

Results

Atotal of 247 charts were reviewed, out of whom 17 patients
have undergone either TL/HT. There were 13 females, and the
mean =+ SD (range) age of these patients was 35 + 12 (16-59)
years. The complete details of basic and clinical details of the
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HT patients are presented in ~Table 2. Among the 17
patients, 12 had PTC (10 classic and 2 follicular variant), 4
had FTC, and one had noninvasive follicular thyroid neo-
plasm with papillary-like nuclear features (NIFTP). All the
PTC and FTC were less than 4 cm (tumor stage T1 or T2 with
clinical NO). Fourteen patients were on thyroxine replace-
ment therapy. After a median follow-up of 15 months (range,
1-125), the median Tg level was 7.5 ng/mL (interquartile
range [IQR]; 3.6,7.5) and it ranges from 0.9 to 36.7 ng/mL. The
median TSH level was 2.03 IU/L (IQR; 1.21, 3.59) and it ranges
from 0.05 to 8.54 IU/L. At the end of follow-up, 8 patients had
decline in Tg (ranging from 1-20ng/mL; range 7.7-63.5%)
with 7 patients having undetectable TgAb and 2 patients
having TgAb in the normal range (18-201U/mL) and 4
patients had increase in Tg (1, 3, 3.5, and 11, respectively;
range 13.6-144.7%), and all these patients had undetectable
TgADb antibodies; 3 patients had stable Tg, with two patients
having undetectable antibodies and one of them having
three-fold increase in TgAb titers. Two patients had fol-
lowed-up less than 6 months and did not have a follow-up
Tg or TgAb. No patient had suspicious nodules in the opposite
lobe or suspicious lymph nodes on ultrasound of the neck. No
patient underwent completion thyroidectomy as of current
follow-up information. As per ATA response to treatment
category, 6 patients had indeterminate response (35%), 5
patients had biochemical incomplete response (29%), and 4
patients had excellent response (23%).

Discussion

With the increasing prevalence of low-risk DTC among
patients, individualized treatment with emphasis on risk-
adapted approach is recommended.” HT is adequate in the
management of DTC patients, if a 1% risk of recurrence to the
remnant thyroid is accepted.® This is a more conservative
approach, and a follow-up strategy has been suggested in
recent literature, which shows that the therapeutic efficacy
of TL is comparable with that of TT.! It has been recom-
mended that regular neck ultrasound and serum Tg meas-
urements are essential in the follow-up of these patients.
The prognostic value of Tg following TL for DTC has gained
interest in recent years as part of a paradigm shift aimed at
risk-adapted, individualized therapy and follow-up. Vais-
mann et al suggested that in the follow-up of lobectomy
patients, any increase or decrease in serum Tg levels by more
than 20% in two consecutive measurements was clinically
significant, and they suggested that stable or decreased
serum Tg levels was associated with a lower probability of
recurrence.* A recent study from Israel find that serum Tg
used independently is of limited value for predicting or
detecting disease recurrence following TL.2 While Tg is a
well-established component of the 2015 ATA response-to-
treatment system following TT with or without iodine abla-
tion, its interpretation following TL/HT is challenging. This is
due to Tg produced by the remaining lobe, which shows
considerable interpatient variability due to lobe size, TSH
levels, lymphocytic thyroiditis, thyroid nodules, iodine sta-
tus, and other factors. If a lobe produces about half the Tg
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produced by the intact thyroid gland (range 20-60 ng/mL),
then small amounts of Tg produced by persistent/recurrent
cancer tissue might go unnoticed within the total amount
measured. Despite this challenge, Momesso et al suggested
based on neck ultrasound and basal Tg levels, a Tg threshold
of <30 ng/mL in the absence of antibodies for the definition
of excellent response to therapy.>° But, Park et al reported
that serum Tg levels in TL/HT patients increased gradually
without definite evidence of disease recurrence during the
follow-up, suggesting a compensatory increase of the rem-
nant thyroid tissue after lobectomy, which may have con-
tributed to the increase seen in the serum Tg levels. They also
found that decreased or stable serum Tg levels did not
guarantee a lower probability of recurrence.® Similarly, Ritter
et al showed that there was an overlap between Tg levels in
patients who underwent TL/HT and those who had disease
recurrence (22.5 + 22.3 ng/mL) and those who did not (11.3
+ 13.8ng/ml), with no threshold that could distinguish
between the two groups.® They also noted that, although
in half the cases with recurrence, there was a steady rise in Tg
levels during follow-up, this was also observed in 34% of the
nonrecurrent group. They concluded that both basal Tg levels
and increasing Tg levels during follow-up were not indicators
of disease recurrence.

There are some practical issues applying the Tg cutoff
levels to decide on ATA response-to-treatment classification.
The presence of detectable “normal level” titers of TgAb can
also affect the level of Tg and this is most relevant when TgAb
titers go down and Tg levels increase. The relevance of these
changes are unclear. Rising TgAb titers also pose another
difficulty to the clinicians. The biggest challenge of HT is the
inability to accurately stage the disease, in view of not doing a
RAI whole body scan. In our study, the proportion of patients
achieving excellent response to treatment was better (30%)
in the TT cohort compared with only 23% of those with TL/HT
cohort. Most patients with HT/TL have detectable but “nor-
mal range” TgAb and some indeterminate ultrasound lesions
which place them in the “indeterminate category.” We feel
that interpretation of Tg levels in HT is complex and leads to
difficulties in counselling and “comforting” the patient. We
are limited by a small sample of retrospective observation,
and also have not correlated Tg levels with presence of
nodules in the contralateral lobe or background of thyroiditis
and iodine status. However, we were able to show that the
levels of Tg after HT were well within the accepted range
of <30 ng/mL as quoted in the literature, however the trend
of Tg and impact of TgAb on Tg levels makes interpretation
complex on follow-up.

Conclusion

At a median follow-up of 15 months in patients who under-
went TL/HT, the median Tg level was 7.5 ng/mL, and Tg levels
were either stable or decreased in 65% of the patients. While
absolute values of Tg are well below 30 ng/mL in almost all
patients with HT/TL, the Tg trends are difficult to predict and
only 23% of patients were able to satisfy the criteria for
“excellent response” on follow-up. While carefully selected

Vol. 11 No. 1/2022 © 2021. Medintel Services Pvt Ltd. All rights reserved.



55

Munnagi et al.

e
[}
v)
=
(1]
()
=
o
-
=
-
o
U
)
R
-
=
[}
e
[
—
5=
(@]
-
L
>
o
)
(9)
U
=
o
=
=
=
U
I

(panuizuod)
jem
(g1> 01 03 s19ja1d Juanied Aw
939|dwodul | z'1z) aAnebau -0129pl0JAy3 uona|dwod
Gl [e21Wdyd0lg o1 |ewoN | (%z'Ly) e€hql [eULION vl 8L SIA LLL o4 pajjesunod [z | (W) D14 LE E|
(51> 03 B ur aseasnul
9|dwodur | £'g1) anebau Joujw ‘punosesyjn ydau
ov [e21WdYd0Ig 0} |[eWIoN (%0v) € Aq | [eULION 4 SoL ON vz'€ | |ewlou ‘dn-mojjo) sieak € | g Old 6 N
Buiseanap puan b pau
(L'6L 03 Jo Aydeibouos |euwrion
L | @eunwialspu) | pgL) |eutoN | (%€°G€) 0 Aq 1 [eWLION L6l L9€ SIA 6'¢ | “Atejdedoniw [euappul | ey Old 43 4
Jem 03 si9ya.d
juanjed Awoldapioliys
uo3a|dwo)
€ U3||90x3 annebaN [ (%291) ¢ 4q 1 [eWLION vl oL SIA € oy pajjasunod |z | (IN) DL4 44 E|
Aydeibouos
9 VN VN VN |BWION €0¢ 9'L S9A 86C°L |ewsou ‘Asejidedondiy | el Jld |
Pa1139p JVN4 Buisealdap puaiy
9q0| 1 ul e3lE B] ‘uoisa| ajeulwIIdpUl
skem|e J10yd90dAy Aydeibouos
GL | @1eulwRIapUl anneban | (%9°16) 8 4q 1 pauyap 6 S'L SIA 60T DLdAd s moT | ¢ Old 9L 4
(g1> 0 9|qe1s puany
8 /1) an13ebaN b1 ‘|ewusou Aydeibouos
8 u3||95x3 0} [eWlON A |[ew.IoN 14 L N 8¢ DLdAd st moT z | (Ad)D1d 14 N
pal4949p DVN4
£39qo| Y3 Y1 9qo| ausoddo
939|dwodu| skemje uo wiwi g pue / S9|NPOU 1339WIIUIQNS
29 [e21WAYd0Ig anebaN | (%2vvL) LLAG L | sajnpou gyl ¢ 4 98l ON 6v'C 9|qess ‘Asejidedodiy | ey Old 19 N
puaiy 6] bupnpal
ubiuaq JvN4 pue DYNH uo ubjuaq
skemje ‘ww 9N 3|Npou |e1d3e|elu0d
vb | S3eunuialepu aAebaN (%L2) L Aq 1 | -pouaqoj o] 4 6LL ON L's ‘apisino pajesado | L | (W) DL 44 4
(51> 01
919|dwodul | g'71) aaizeban Ajpnizesadoald
4l [e21WAYd0Ig 03 [ewlIoN (%L€L) LAQ | [BWLION vl €8 SOA €s'L ‘@uasapaid Juszed | qiL Old 6 E|
paq prothyy
10 3qo| aysoddo ul uoisa)
3qo| 1 ysi-ybiy oydesbouos
L WN VN VN | ?npou wwy L9 TLL SIA 758 oN ‘Asejidedooiy | 1 Old 143 E|
¢auop
(uow) jusawjealy ol (sbueyd %) n/d ase| | n/4 b1-1aue n/4 | usunean j0u Awo3daplolAy) (s1e3A)
dn-mojjo4 | osuodsai vy puainy bj-uy puaiy b1 1e NgN 3se] [ b1 3seq | auixoshyl [ HsL 3se] uona|dwod Ay 1 31dH aby | 1apusn

Awo3daqo|/AwoldaploiAynway Juamiapun syuaned jo sjie3ap [eaiuld pue soiydeibowap diseg z ajqel

No. 1/2022 © 2021. Medintel Services Pvt Ltd. All rights reserved.

1

Vol.

South Asian Journal of Cancer



= ‘welbouosesyn ‘nsn duowtoy bunenwiis-prolAyy ‘Hs] ‘uinqojbolAyl ‘b f1adued prosAyy Asejpided ‘)4 ‘Aydesbowoy uoissiwa uoiusod
] ‘13d ‘se4n3eay seapnu yi-Asejided yam wsejdoau ‘d1 4N 3|qe|IeAe JouU ‘YN (3jew ‘| ‘uoiseaul JejnasearoydwiA| ‘|A7 9pou ydwi| ‘N7 (ABojoyiedoisiy ‘3dH ‘ewouidied piosAyl Aejjided jo jueliea tejndijjof ‘“J1dAd
= t190ued plodAy3 Jejndijjoy ‘1 4 {A60]03Ad uonedidse 9| pasu-auly “Q¥N4 950dn|bAxoapolony ‘D4 {dn-moj|o ‘N /4 (9|eway ¢ (uoIIeID0SSY PloJAY | UBdLIBWY ‘1Y dbueyd ou ‘— 3seadap ‘ 1 9seadul ‘| :suolelnliqqy
2
c aninebau |[ewJou ueds
W B di3 9|pasu 13d a4 ‘foueubijew 1oy
(51> 03 ‘anebau aniebau sapou ydwid| jo
- 9°5¢) annebau DVNA NT T DVN4 ‘sapou diydesbouos
g Gzl | @euiwalepul 01 |ewioN | (%8'vp) €4q 1 | @leulLISIBpU| vl L€ SIA LS0°0 | 9|qels ‘dn-mojjo) sieak oL | 7 | (Ad) DLd 33 E|
= MO} JB|NISBA A13buns
() ou ‘wnjy 104 dn pamoj|oy J0u
he] ou ‘ww -8 juanjed ‘AwoloaplolAyy
S a33|dwooul ¥61 03 69 NTIAT uona|dwod
S [ |earwaydolg | wouy paseasou| — | ejeulwIzIapU| 61 se SIA S6'L 10§ pP3[|9sunod z Jld 1z N
=
— skeme Aydeibouos
5 8L Ju3||0X3 aAiebaN (%2°09) S Aq 1 [ewioN vl €€ SOA STl [ewsou ‘Atejidedondipy | el Old r43 E|
...m Awo3d3plolAyy
= (g1 >03 2yl uo3e|dwod
@ Z'61) ?Anebau wuw g ajnpou yum papaadold
2 14 ojeulullalapu| 0] |eW.ION (%5°€9) ZL Aq 1 proiAys 331 79l 69 SOA 8v'v jou Dusy ‘dL4IN € d1dIN [474 E|
v
5 Jw/bu | > sjpA9)
i ww 9— b ‘0qo| aysoddo
Lo skemje sa|npou s9|npou wojibuods
> 43 Ju3|[22x3 aniebaN < | 3qo| 13| 7L € vl 60 SOA L1210 | ‘dn-mo|joj sieah € Isow)y (W) D14 13 E|
m [ Buiseadap puany b “dau
° 9|qe1d93ap Jo Aydeibouos |ewioN
@ 8¢ | o3eulllislapul 03 3AnebaN (%'zs) 94q 1 |[eWION g6l S'S SSA veLL | Asejpdedosdiw jeyuspiou 4 Old 8¢ 4
© Jauop
(uow) juawlealy ol (abueyd %) n/43se; | n/4 b1-1ue n/4 | uswiesan j0u Awo3ld3plolAy} (s1eak)
% dn-mojjo4 asuodsal y1y puany bj-uy puainy b1 1e NgN 3seq | b1 3se7 | suixosAyp | HsL 3se] uona|dwod Aypp 1 IdH aby | 1spusn
E
]
T (panunuod) z sjqel
€)
LN

No. 1/2022 © 2021. Medintel Services Pvt Ltd. All rights reserved.

Vol. 11

South Asian Journal of Cancer



Hemithyroidectomy for Differentiated Thyroid Cancer

Munnagi et al. 57

patients with “low-risk” DTC can be followed up after TL/HT
with serial Tg/TgAb and neck sonography, one needs to
understand the complexity in interpretation of Tg/TgAb
levels on follow-up and consider this aspect while recom-
mending HT in “low-risk” DTC.
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