Turk J Endocrinol Metab 2018;22:21-31

21

Ratio of Thyrotropin to Thyroglobulin as a
Novel Marker for Differentiating Between

Benign and Malignant Thyroid Nodules within
Different Bethesda Categories

Benign ve Malign Tiroid Nodullerinin Ayriminda ve
Farkli Bethesda Kategorilerinde Yeni bir Belirte¢ Olarak

Abbas Ali Tam,” Didem Ozdemir.
Mustafa Omer Yazicioglu*,” Nuran Singi**,” Reyhan Ersoy,

Tirotropin Tiroglobulin Orani

Cevdet Aydin,_ Muhammet Clneyt Bilginer,
Bekir Cakir

Ankara Yildinm Beyazit University Faculty of Medicine, Department of Endocrinology and Metabolism, Ankara, Turkey
*Ankara Ataturk Education and Research Hospital, Clinic of General Surgery, Ankara, Turkey
**Ankara Yildinm Beyazit University Faculty of Medicine, Department of Pathology, Ankara, Turkey

Abstract

Objective: We aimed to determine whether the ratio of thyrot-
ropin (TSH) to thyroglobulin (Tg) (TSH/Tg) would be able to as-
sist in predicting malignancy in thyroid nodules.

Material and Methods: Euthyroid patients operated between
the year 2007 and 2014 were retrospectively reviewed. Patients
who previously had thyroid disease or surgery and those with in-
creased levels of anti-thyroglobulin antibodies were excluded
from this study. Clinicopathological features, as well as serum
TSH, Tg, and TSH/Tg were compared between histopathologi-
cally benign and malignant groups.

Results: Data related to 370 (60.3%) benign and 244 (39.7%)
malignant patients were analyzed. The malignant patients exhibi-
ted significantly higher TSH, TSH/Tg, and total thyroid volume, and
a lower Tg compared to the benign patients (p<0.001 for each).
There were 924 (74.2%) benign and 321 (25.8%) malignant no-
dules. Cytological distribution of the nodules was observed to be
as follows: 343 (27.6%) nondiagnostic, 637 (51.2%) benign, 121
(9.7%) atypia of undetermined significance/follicular lesion of un-
determined significance (AUS/FLUS), 39 (3.1%) follicular neo-
plasm/suspicious for follicular neoplasm (FN/SFN), 64 (5.1%)
suspicious for malignancy (SM), and 41 (3.3%) malignant. TSH,
Tg, and TSH/Tg were significantly different in different Bethesda
categories (p<0.001 for each). Median TSH/Tg was the lowest in
benign (0.013), and highest in SM (0.054) and malignant (0.086)
cytologies. TSH/Tg was significantly higher in the malignant no-
dules compared to benign nodules, in AUS/FLUS, FN/SFN, and SM
categories (p=0.001, p<0.001, and p=0.003, respectively). In the
regression analysis, TSH/Tg demonstrated higher diagnostic per-
formance compared to TSH and Tg (p<0.001).

Discussion: Preoperative TSH/Tg could be used as a novel mar-
ker for differentiating between benign and malignant thyroid no-
dules. It could also assist in the prediction of risk of malignancy
and management decisions when the cytology is indeterminate.
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Ozet

Amag: Malign ve benign tiroid noddllerinin ayirnminda yeni bir
prediktif markir olarak tirotropin (TSH) tiroglobulin (Tg) oranini
arastirmay! amagladik.

Gereg ve Yontemler: 2007 ve 2014 arasinda opere edilen
otiroid hastalar retrospektif olarak dedgerlendirildi. Tiroid has-
taligi veya cerrahi 6yklsl olanlar ve artmis anti-tiroglobulin
antikorlari olanlar dislandi.Histopatolojik olarak benign ve ma-
lign gruplar klinikopatolojik Ozellikler ve serum TSH, Tg,
TSH/Tg orani agisindan karsilastirildi.

Bulgular: 370 (%60.3) benign ve 244 (%39.7) malign
hasta vardi.Benign hastalara gére malign hastalarda anlamh
olarak yiksek TSH, TSH/Tg ve total tiroid hacmi ve disik Tg
vardi (her biri igin, p<0.001). (%74.2) benign ve 321 (%25.8)
malign nodul vardi. Sitopatalojik dagihm soyleydi; 343
(%?27.6) nondiagnostik, 637 (%51.2) benign, 121 (%9.7)
onemi belirlenemeyen atipi/6nemi belirlenemeyen folliki-
ler lezyon (OBA/OBFL), 39 (%3.1) follikiiler neoplazi/follikiiler
neoplazi siphesi (FN/FNS), 64 (%S5.1) malignite stphesi
(MS) ve 41 (%3.3) malign. TSH, Tg ve TSH/Tg Bethesda
kategorilerinde anlamli olarak farkliydi (her biri igin p<0.001).
Median TSH/Tg benignde (0.013) en disuk ve MS (0.054)
ve malign sitolojilerde (0.086) en yiliksekti. OBA/OBFL,
FN/FNS ve MS kategorilerinde, TSH/Tg orani malign nodiil-
lerde benign nodillere gore ylksek bulundu (sirasiyla,
p=0.001, p<0.001 ve p=0.003). Regresyon analizinde
TSH/Tg; TSH ve Tg'ye gore daha yiksek tanisal performansa
sahipti (p<0.001).

Tartisma: TSH/Tg ameliyat 6ncesinde benign ve malign
tiroid noddillerinin ayirirminda yeni bir marker olarak kulla-
nilabilir. Ayrica indetermine sitolojisi olan nodillerde malig-
nite riskinin belirlenmesine ve ydnetimine yardimci olabi-
lir.

Anahtar kelimeler: Tirotropin; tiroglobulin; tiroid malignitesi;
TSH/Tg; Bethesda
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Nodular thyroid disease is the most common thy-
roid pathology observed in clinical practice. More
than 50% of the population has at least one thy-
roid nodule under ultrasonography examination
(1). Although nodule prevalence is very high,
only 5-10% of the nodules are malignant and re-
quire surgical and/or medical management (2).
The major concern is to discriminate the malig-
nant lesions from the benign ones, preopera-
tively. Fine-needle aspiration biopsy (FNAB) for
thyroid is the gold standard test used for this pur-
pose. Although it is a rapid, cost-effective, safe,
and reliable procedure, the nondiagnostic results
requiring re-biopsy and the indeterminate cytol-
ogy defined as the “gray zone” are the limitations
of this method (3, 4). Atypia of undetermined
significance or follicular lesion of undetermined
significance (AUS/FLUS), follicular neoplasm or
suspicious for follicular neoplasm (FN/SFN), and
suspicious of malignancy (SM) categories in the
Bethesda classification may be considered inde-
terminate cytologies. These groups are repre-
sentative of morphologically abnormal findings
that are related to an increased risk of malig-
nancy, though not enough to confirm a malignant
lesion (5). Majority of the nodules with indeter-
minate cytology are surgically excised due to
their malignancy potential, which confronts the
patients with risks of morbidity and complications
related to unnecessary surgeries (6). Therefore,
it is comprehensible that in addition to cytology,
certain other parameters are required to predict
malignancy preoperatively. Gender, age, nodule
diameter, exposure to radiation, and certain ul-
trasonography (US) features have been demon-
strated to be associated with the risk of
malignancy in previous reports (3, 7). Preopera-
tive high serum thyrotropin (TSH) has also been
demonstrated to increase the risk of malignancy
in various studies. Boelaert et al. (8) evaluated
serum TSH in patients with nodular or diffuse goi-
ter, and observed that even though within nor-
mal ranges, high serum TSH was associated with
thyroid malignancy.

Thyroglobulin (Tg) is a glycoprotein produced
specifically in the thyroid follicular cells, regard-
less of whether they are of malignant or benign
nature (9). It is a well-known marker for persist-
ent or recurrent differentiated thyroid cancer
(10). Although the role of Tg in the postoperative
period has been clearly defined, its use as a pre-
dictive marker in the preoperative period is de-
batable (9, 11, 12). Routine Tg measurement is

not recommended as an initial laboratory inves-
tigation for thyroid nodules. It is not sensitive or
specific for thyroid cancer as it exhibits increased
levels in several other thyroid diseases (13).

In the present study, our aim was to evaluate the
role of the ratio of TSH to Tg (TSH/Tg) as a novel
marker for the prediction of malignant nodules in
patients with the euthyroid nodular disease. We
also attempted to investigate whether this ratio
could be used to predict malignancy in different
Bethesda categories and thus, assist in deter-
mining the optimal management in case of inde-
terminate cytology.

A retrospective analysis of 2,900 patients oper-
ated in our center between January 2007 and De-
cember 2014 was performed. Since the high
anti-thyroglobulin (anti-Tg) levels could cause a
confounding effect on absolute Tg, patients with
high anti-Tg and the patients without simultane-
ous measurement of serum anti-Tg were ex-
cluded from this analysis. Patients with
undetectable preoperative Tg levels (<1 ng/mL)
were also excluded from the analysis because
this was suggestive of occult antibody interfer-
ence. Clinical or subclinical hypothyroidism or hy-
perthyroidism, radiation to head and neck,
history of thyroid surgery, and previous or cur-
rent use of antithyroid or thyroid hormone re-
placement therapy were the other exclusion
criteria.

Age, sex, preoperative thyroid functions, anti-
thyroid autoantibodies, US features (thyroid vol-
ume, the presence of nodule/nodules, and nodule
size and number), and FNAB results were evalu-
ated.

Serum TSH, free triiodothyronine (fT3), free thy-
roxine (fT4), anti-thyroid peroxidase (anti-TPO),
and anti-Tg levels were measured using chemilu-
minescence methods (Immulite 2000, Diagnos-
tic Products Corp., Los Angeles, CA, USA; UniCel
DxI 800, Beckman Coulter, Brea, CA). The nor-
mal levels for TSH, fT3, and fT4 were 0.4-4
pIU/mL, 1.57-4.71 pg/mL, and 0.85-1.78 ng/dL,
respectively. Anti-TPO levels higher than 35
IU/mL, and anti-Tg levels higher than 40 IU/mL
were considered positive. The normal range for
Tg was 0-78 ng/mL.

The three diameters obtained from thyroid ultra-
sonography (maximal length x width x depth)
were multiplied with n/6 to calculate the volume
of each lobe, and the sum of volumes of the two
lobes was defined as the thyroid volume. US (GE
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Logig 200 Pro with a 7.5 MHz probe, Kyunggi-do,
Korea) guided FNAB was performed in nodules
>1 cm in size. Also, cytological evaluation was
performed when suspicious US features (hypoe-
chogenicity, taller-than-wide shape, microcalcifi-
cation, infiltrative margins, increased nodular
vascularization, and absence of peripheral halo)
were observed in a subcentimeter nodule.
Cytological diagnosis was classified according to
Bethesda system, which has the following cate-
gories: nondiagnostic (ND), benign, AUS/FLUS,
FN/SFN, SM, and malignant.

Patients and nodules were grouped as benign and
malignant based on their histopathological re-
sults. Demographical and clinicopathological fea-
tures, serum TSH, Tg, TSH/Tg, and Tg/TSH were
compared between these two groups. Hashimoto
thyroiditis was determined histopathologically.
TSH and Tg levels in the patient were considered
as the values of the nodule. In case of more than
one nodule in a patient, values for each nodule
were recorded. The local ethical committee ap-
proved the study protocol.

Statistical analysis was performed using Statisti-
cal Package for Social Sciences (SPSS) for Win-
dows 20 (IBM SPSS Inc., Chicago, USA) and
MedCalc 11.4.2 (MedCalc Software, Mariakerke,
Belgium). Shapiro-Wilk test was used to deter-
mine whether the variables were normally dis-
tributed. Normally distributed variables were
expressed as a mean z*standard deviation, and
the non-normally distributed variables were ex-
pressed as median (min-max). Numbers and per-
centages of categorical variables were calculated.
Student’s T-test and Mann-Whitney U test were
used to compare the numerical values in malig-
nant and benign patients. Categorical variables
were compared using Chi-square and Fisher’s
exact tests. Numerical values in the Bethesta
groups were compared using ANOVA (post-hoc:
Bonferroni) and Kruskal-Wallis H test (post-hoc:
Dunn’s test). Significant prognostic factors for
malignancy determined in the univariate analy-
sis were included in the stepwise backward elim-
ination multivariate logistic regression model,
and independent predictors were identified. ROC
analysis was performed and area under the curve
was used to identify the diagnostic discrimination
among independent predictors. Youden’s index
method was used in order to determine the pre-
diction point of TSH/Tg ratio and Tg/TSH ratio for
malignancy. In the statistical analysis, p<0.05

was considered to be significant and the ORs
were presented with their respective 95% confi-
dence interval.

Data related to 614 euthyroid patients with nodu-
lar thyroid disease were analyzed. Histopatho-
logical diagnosis was benign in 370 (60.3%) and
malignant in 244 (39.7%) patients. Malignancy
was an incidental finding in 67 (27.5%) of the
malignant patients. Age, sex, mean age, nodule
number, mean fT3, mean fT4, and anti-TPO pos-
itivity were similar in benign and malignant pa-
tients (p>0.05 for each) (Table 1). Malignant
patients exhibited a higher rate of histopatholog-
ically confirmed Hashimoto thyroiditis compared
to benign patients (24.6% vs. 15.9%; p=0.008).
Median total thyroid volume obtained was 31.4
mL in malignant, and 20.9 mL in benign patients
(p<0.001). Malignant patients exhibited signifi-
cantly higher median TSH (1.4 pIU/mL vs. 1.1
pIU/mL; p<0.001), and lower median Tg (34.1
ng/mL vs. 59 ng/mL; p<0.001) compared to be-
nign patients. Median TSH/Tg was higher (0.04
pIU/ng vs. 0.02 pIUu/ng; p<0.001), and median
Tg/TSH was lower (23.8 ng/pIU vs. 53.1 ng/plU;
p<0.001) in malignant patients, compared to be-
nign patients (Table 1).

Preoperative cytological evaluation was per-
formed in 1245 nodules of 614 patients; the cy-
tological diagnosis was benign in 637 (51.2%),
nondiagnostic in 343 (27.6%), AUS/FLUS in 121
(9.7%), FN/SFN in 39 (3.1%), SM in 64 (5.1%),
and malignant in 41 (3.3%) nodules. Histopatho-
logically, 924 nodules (72.4%) were benign and
321 (25.8%) were malignant. Mean fT4 was sim-
ilar in all categories of Bethesda; whereas, mean
fT3 was higher in FN/SFN category compared to
the other Bethesda categories (p=0.033) (Table
2). Median TSH was similar in nondiagnostic and
benign nodules, and lower than that in the other
categories. AUS/FLUS and FN/SFN categories
presented similar median TSH, which were lower
than those observed in SM and malignant cate-
gories (p<0.001). There was no significant dif-
ference in median Tg between nondiagnostic,
benign, AUS/FLUS, and FN/SFN cytology; how-
ever, these categories exhibited significantly
higher Tg compared to the SM and malignant cat-
egories (p<0.001). Median TSH/Tg was lower in
nondiagnostic, benign, and AUS/FLUS categories
compared to the FN/SFN category; it was higher
in the SM category compared to the FN/SFN cat-
egory, and in the malignant category compared
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Benign Malignant
(n=370) (n=244) p
Sex
Male 84 (22.7%) 60 (24.6%) 0.589
Female 286 (77.3%) 184 (75.4%)

Hashimoto thyroiditis
Absent
Present

311 (84.1%) 184 (75.4%) 0.008
59 (15.9%) 60 (24.6%)

Nodule number
Solitary 52 (14.1%)

318 (85.9%)

41 (16.8%)  0.352

Multinodular 20 (83.2%)

Categorical variables are shown as numbers (%).

Benign Malignant
(n=370) (n=244) p
Age (years) 47.9+10.8 48.6 £2.5 0.429
Total thyroid volume 20.9 31.4 <0.001
(mL) (5.6-150.1) (5.9-256.8)
Anti TPO positivity 36 (9.7%) 21 (8.6%) 0.639
fT3 (pg/mL) 3.26 0.5 3.24 £0.5 0.700
fT4 (ng/dL) 1.20 +£1.18 1.19 £0.18 0.898
TSH (pIU/mL) 1.1 (0.4-3.8) 1.4 (0.4-4.0) <0.001
Tg {ng/mL) 59.0 34.1 <0.001
(1.8-2175.0) (1.3-1000)
TSH/Tg (pMIU/ng) 0.02 0.04 <0.001
(0.001-1.09) (0.001-2.24)
Tg/TSH (ng/pIu) 53.1 23.8 <0.001

(0.92-1587.3)  (0.45-2137.5)

Numerical variables are shown as mean standard deviation or median
(min-max).

Anti-TPO: Anti-thyroid peroxidase; fT4: Free thyroxine; fT3: Free triio-
dothyronine; TSH: Thyrotropin; Tg: Thyroglobulin.

to the SM category (p<0.001). Median Tg/TSH
was highest in nondiagnostic, benign, and
AUS/FLUS categories; whereas, it was signifi-
cantly lower in the FN/SFN category compared to
these categories. SM category exhibited signifi-
cantly lower Tg/TSH compared to FN/SFN cate-
gory, and malignant category exhibited
significantly lower Tg/TSH compared to SM cate-
gory (p<0.001 for each) (Table 2).

Bethesda categories were analyzed separately,
and histopathologically confirmed malignancy
was observed in 80 (23.3%) of the nondiagnos-
tic, 99 (15.5%) of the benign, 37 (30.5%) of the
AUS/FLUS, 11 (28.2%) of the FN/SFN, 53

(82.8%) of the SM, and 41 (100%) of the malig-
nant cytology (Table 3). In all Bethesda cate-
gories, mean fT3 was similar in
histopathologically benign and malignant nod-
ules. In the nodules with preoperative nondiag-
nostic and AUS/FLUS cytology, mean fT4 was
higher in malignant nodules compared to benign
nodules (p=0.017 and p=0.019, respectively).
Benign and malignant nodules presented similar
median TSH when the Bethesda categories were
considered separately, except in the nondiagnos-
tic category where malignant nodules demon-
strated higher median TSH compared to the
benign ones (1.2 pIU/mL vs. 1.0 pIU/mL;
p=0.012). Median Tg was significantly higher in
histopathologically benign nodules compared to
malignant nodules in AUS/FLUS, FN/SFN, and SM
cytology (p=0.001, p<0.001, and p=0.002, re-
spectively). Median TSH/Tg was significantly
lower in benign nodules compared to malignant
nodules in AUS/FLUS, FN/SFN, and SM categories
(p=0.001, p<0.001, and p=0.003, respectively).
Benign and malignant nodules demonstrated
similar TSH/Tg in the nondiagnostic and benign
Bethesda categories (p=0.347 and p=0.580, re-
spectively). These significant and nonsignificant
results for each Bethesda category were also
valid for Tg/TSH, however, with inverse relations
(Table 3).

Variables associated with malignancy were ex-
amined by multiple logistic regression analysis
model (Table 4). In Model I, the presence of
Hashimoto thyroiditis, total thyroid volume, TSH,
and Tg were included as variables. In addition to
the variables of Model I, TSH/Tg and Tg/TSH were
included in Model II and III, respectively. Total
thyroid volume (OR=1.045; p<0.001) and serum
TSH (OR=1.260; p=0.043) were identified as in-
dependent predictors for malignancy in Model I.
Every 1 mL increase in the volume and every 1
MIU/mL increase in TSH was associated with
1.045 and 1.260 times increased risk of malig-
nancy, respectively. In Model II, total thyroid vol-
ume (OR=1.035; p<0.001) and TSH/Tg (x100)
(OR=1.162; p<0.001) were identified as inde-
pendent predictors for malignancy. Malignancy
risk increased by 1.162 times for every 1% in-
crease in TSH/Tg. In Model III, total thyroid vol-
ume (OR=1.035; p<0.001) and Tg/TSH (x100)
(OR=0.993; p<0.001) were identified as inde-
pendent predictors for malignancy, and a 1% de-
crease in Tg/TSH was associated with 1.007
(1/0.993) times increased risk of malignancy.
Model II and III demonstrated higher model per-



Turk J Endocrinol Metab Tam et al. 25
2018;22:21-31 TSH/Tg Ratio and Thyroid Nodules

formance compared to Model I. (Nagelk-

2 :
a o g erke’s R? for Model III: 0.308, Model II:
v § 0.310, Model I: 0.203; p<0.001).
= - N % = 3 “; The diagnostic performance of total thyroid
% = i - 3 s volume, TSH, Tg, TSH/Tg, and Tg/TSH for
é + 538 ] e S 3 23 o 8 @ the prediction of malignancy was evaluated
SCRARAgL NS 9 AT S 5 using ROC curve analysis. TSH/Tg and
| ! o~ = . . . .
F 3 o o ng @ LQ 2 Tg/TSH demonstrated similar diagnostic
e 2 - 4 3 o g performance, which was higher than that of
- § total thyroid volume, TSH, and Tg
o § § (p<0.001). In addition, the diagnostic per-
v R . < formance of total thyroid volume was higher
N S S S S a than that of TSH and Tg (p<0.001) (Figure
~ - ~ < < F 9]
°,2 2 §. . 5.58,.% £ 1).
E28=20clvladgde £ A cut-off value of >0.03 for TSH/Tg could
T Q7972295243925 o)
PERC - S C S © ﬁ ko predict malignancy with 61.9% sensitivity
2 2 2 8 8 8 5 and 74.1% specificity. A Tg/TSH value of
- T T 2 2 e E <25.85 also demonstrated 61.1% sensitiv-
§ IS ity and 76.8% specificity in predicting ma-
o : Z . .
o < lignancy.
v . ©
(%2} c
- - 3 - D o
N 3 4 2 L.
B MR wSo0Imwdarn BTz
o e C SRR ® ) 2549 Clinical follow-up is sufficient for most of the
© o 1 N =2 ;Mo N5 Y c > L
©@ @ < o ™ - o2n thyroid nodules after the clinical or cytolog-
S Z ~ - o 58S . . .
N SECQ ical exclusion of malignancy. The major con-
c Y
b5 Fe-. cern is to identify malignant lesions
e = 235 preoperatively. Detecting the minority of
v oL [
Z9 ¢ thyroid cancer patients is a great challenge
X in
ks 3 b 3 3 3 22 2 for the clinician (14). Various risk factors
T o & o N o g ~ ',: © ;,; o g.; ?gi L that might assist in predicting malignancy
B @momady a0 d6a0 3%, in thyroid nodules have been investigated
< < < 0 < 0 ECEE . . .
s S ¢ o 38 o £3an to date. High serum TSH is one of those risk
- E%TgE factors. TSH plays an important role in the
a5 s ey regulation of thyroid differentiation genes,
o SR .
o 88 growth factors, and receptors (15). Mito-
= S
5 S 5 3 3 585 T genic effect of TSH on thyroid carcinoma
o o S F g = cEC Ils has been well described previousl
< < < @ 3 e 0% 5.4 cells p Yy
£ E '3\4’ E 5 s 2 §§“§§ (16, 17). Varying levels of TSH-receptor
& o a 3 3 3 3h S % mRNA are expressed in nearly all papillary
™ . : : B .
” ” ™ ” « £ i) a2 and follicular carcinomas (18).

2 g 522 Increasing serum TSH levels, although
& BE &3 within normal limits, have been reported to
= n H [T o . . . . .

2 % SV be associated with a higher risk of malig-
= 5 & 8 2 R 8 gg % = nancy in patients with thyroid nodules (8,
g F 3 3 9 3 9 w222 19). Shi et al. (14) demonstrated that the
A ] ] 2 A N q S g%’ 3 prevalence of differentiated thyroid cancer
g% 4 (DTC) increased significantly as the serum
= o ePES TSH levels increased. A serum TSH level of
c g & ~ o s S5k No

™ © — i © EogZ ¥ 1.9-4.8 mIU/L and a serum TSH level >4.8
] ©3 % ¥ s mIU/L were observed to be associated with
35 2 . g S55c2 1.57 (95% CI: 1.03-2.40; p=0.038) times
£ § 5 B i ) 25028 and 5.71 (95% CI: 2.31-14.14; p=0.0002)
9 3§ o g = = = [ 2E 258 times of the likelihood of malignancy, re-

(7] = oM < w w0 = ©c QWL R S ’
§§E§ v spectively, compared to a serum TSH level



22:21-31

7

Turk J Endocrinol Metab
2018

TSH/Tg Ratio and Thyroid Nodules

Tam et al.

26

‘Adueubijew J0j snopidsns WS ‘wsejdoau Jejnoljjo} 40j snoidsns/wsejdoau Jendijjo4 :N4S/N4 ‘@ouediyiubis pau
-lWJa33pun JO U0IS3| Je|ndijjo4/aouedlyiubls paulwdtalapun jo eidAly :sNT14/SNV ‘21soubeipuoN :dN ‘ulingojbolAyl :61 ‘uidoJjosAyl 1HSL ‘9uUluoJAY3opoll] 9344 E1) ‘DuUIXodAyy 9.4 1

(Xew-ujw) uelpaw 10 UOIIRIABP PJEPUBIST URBW SB UMOYS 2.8 S3|JeleA [eolIaWnN
S9|NPOU SHZT YIIM apew sem sisAjeue ay|

£00°0

T00°0>

T00°0

0850

VA2

(89°00€-5+°2)
91T
(61°9/¥-5+°0)
00°€T
{2y 614-€9°TT)
[WAVAS
(0°L2-v¥€)
€€'87
(98°208-66°0T)
0£°6S
(§z°162-28°0)
£T'ET
(6°1€5-€'1)
90/
(5°£€72-€9'2)
€419
(€°£851-26°0)
€1°8L
(S /£T2-¥6°0)
509
(€£/85T1-T+'2)
0'v9
HSL/61

£00°0

T00°0>

100°0

0850

VAZNY
d

(80t'0-£00°0)
980°0
(02 2-200°0)
£10°0
(980°0-100°0)
£20°0
(162°0-££0°0)
G500
(160°0-100°0)
LT0°0
(T£+°0-£00°0)
£+0°0
(0£2°0-200°0)
$70°0
(08€'0-100°0)
9700
(880°1-100°0)
€100
(590°1-100°0)
L7100
(#1#°0-100°0)
9100
61/HSL

2000

T00°0>

T00°0

£%9°0

5280
d

(6£¥-1'2)
6°€C
(005-£'1)
S /T
(0001-£°€7)
9'98
(6'95-8'8)
0'ce
(b68-1°1T)
18
(165-6'€)
6' TP
(000T-+'¥)
7701
(000T-+'G)
06
(5212-8'T)
1°08
(o00t-2°2)
9'/5
(0001-8'T)
v'/9
61

STL°0

€€T0

260

0€E€0

<100

(8'€-5°0)

9'T - TP 0FPT'E - 0C'0F1C'T 184 W jueubijen

(5¢-+70)

S'T TS'0F8T'E 6T 0F0C'T €5 W

(£7€-90)

7T ¥85°0 9v'0F60°'C ¥6S'0 ST OFOT'T TT d WS

(£'2-9°0)

v'T 09'0F6S°€E CTO0F9T'T TT W

(2€-570)

TT SSC'0 0S'0FLE'E€ 8E€9'0 TTOF0TT 8¢ el N4S/N4

(8¢-+°0)

v'1 £5°0FCH'E 9T'0FSC'T LE W

(0°%-1°0)

€T 090°0 9v'0FvC’'E 6T10°0 OTOFLIT'T 8 d sn1d/sny

(e€-v'0)

TT TS'0FEE'E S8T'0F8T'T 66 W

(2€-¥'0)

6'0 ¢6T°0 SP'OF9C’E 90¥'0 LT'0F0C'T 8€S 9 ubluag

(T°e-v°0)

T TP oFIC'E 9T 0FECT 08 W

(7 e-+70)

01 [PT0 LPOFECTE LTO0 LT'OFST'T £9¢ g onsoubejpuop

HSL1 d €1} d 13 u saliobajed
epsayieg

'sa110633eD0 epsaylag Jua4a4Ip YIm soinpou jueubiew pue ubiuaq Ajjeaibojoyiedoisiy ui s|joad| HS1/b61 pue 61 /HS1 ‘61 ‘HSL ‘#14 ‘€14 J0 uosedwo) ¢ a|qel




Turk J Endocrinol Metab
2018;22:21-31

Tam et al. 27
TSH/Tg Ratio and Thyroid Nodules

95% CI
lower upper p
5 1.014 1.033 <0.001
0 1.007 1.576 0.043

Nagelkerke R?=0.203; p<0.001*

Variables B+SE OR
Model I
Total thyroid volume 0.044£0.006 1.04
TSH 0.2314+0.114 1.26
Model II
Total thyroid volume 0.034+0.003 1.03
TSH/Tg 0.150+0.020 1.16
Nagelke
Model III
Total thyroid volume 0.034£0.003 1.03
Tg/TSH -0.008+0.001 0.99

5 1.012 1.029 <0.001
2 1.117 1.209 <0.001
rke R?2=0.310; p<0.001*

5 1.012 1.029 <0.001
3 0.990 0.996 <0.001

Nagelkerke R?=0.308; p<0.001*

TSH: Thyrotropin; Tg: Thyroglobulin.

Model I: Hashimoto thyroiditis, total thyroid volume, TSH, and Tg were included.
Model II: Hashimoto thyroiditis, total thyroid volume, TSH, Tg and TSH/Tg were included.
Model III: Hashimoto thyroiditis, total thyroid volume, TSH, Tg and Tg/TSH were included.

OR: Odds ratio, CI: Confidence interval.
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Figure 1: Diagnostic performance of risk factors for the prediction of malignancy.

of 1.0-1.9 mIU/L. Higher TSH has also been ob-
served to be associated with an increased risk of
lymph node metastasis and an advanced disease
stage (14). Another study suggested an associ-

ation between higher serum TSH and signifi-
cantly increased risk of DTC. The risk of malig-
nancy increased by 25% when the TSH levels
were in the range of 0.40-1.39 mIU/L, while the
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increase was 35% when the TSH levels were in
the range of 1.40-4.99 mIU/L (p=0.002) (20).
Similar to these findings, we also observed
higher serum TSH (within normal ranges) in
histopathologically malignant patients compared
to benign patients. In contrast to these findings,
Kim et al. (21) reported similar serum TSH lev-
els in both papillary thyroid cancer (PTC) and be-
nign nodules. There are also additional studies
that reported lack of association between TSH
and malignancy (6, 22).

Tg is closely associated with the synthesis and
deposition of thyroid hormones, and small
amounts of physiological Tg are released into pe-
ripheral circulation in healthy people. Detection
of Tg in serum after total thyroidectomy in pa-
tients with DTC is suggestive of recurrent or per-
sistent disease (23). Unlike the setting of
postoperative cancer follow-up, the use of Tg in
the preoperative assessment of thyroid nodules
is debatable (12). Guarino et al. (24) did not find
any diagnostic or prognostic value of preopera-
tive Tg measurement in thyroid nodules. Another
study examining the role of preoperative Tg, in
addition to the US features, in predicting malig-
nancy in thyroid nodules demonstrated that it
could not be used for differentiating malignant
nodules from the benign ones. The authors con-
cluded that the only predictive factors for malig-
nancy were suspicious US features (25). On the
contrary, there exist studies which suggest a pos-
sible role of Tg in the preoperative diagnosis of
malignancy (26, 27). However, Tg measurement
is not yet a recommended laboratory examina-
tion during the preoperative assessment of thy-
roid nodules (13).

In the present study, we observed that both TSH
and Tg were risk factors for malignancy in euthy-
roid patients with thyroid nodules. The other risk
factors determined were as follows: the presence
of Hashimoto thyroiditis, increased total thyroid
volume, increased TSH/Tg and decreased
Tg/TSH. However, the diagnostic value of total
thyroid volume was higher than that of serum
TSH and Tg. In the regression analysis, total thy-
roid volume, TSH, TSH/Tg, and Tg/TSH were
identified as independent predictors of malig-
nancy. ROC curve analysis demonstrated that
both TSH/Tg and Tg/TSH were better predictors
compared to the other risk factors. As confirmed
in the present study, TSH/Tg appears to be one of
the promising thyroid malignancy markers under
investigation. Wang et al. (28)evaluated TSH/Tg

in 158 benign and 242 malignant nodules, and
suggested that a high preoperative serum
TSH/Tg was a risk factor for thyroid cancer and
that TSH/Tg correlated with malignancy better
than serum TSH. Sensitivity and specificity of
TSH/Tg for prediction of malignancy were 74.3%
and 61.5%, respectively, in patients with normal
anti-Tg levels. In the mentioned study, however,
patients with positive anti-Tg and patients with Tg
non-producing and TSH unresponsive tumors,
such as medullary and anaplastic cancer, were
not excluded from the analysis. In another study
including 134 benign and 68 malignant patients,
preoperative TSH and Tg were not useful in de-
tecting thyroid cancer, and although TSH/Tg was
obtained as a predictor for malignancy in the uni-
variate analysis, it did not remain statistically sig-
nificant in the multivariate analysis. Patients on
antithyroid or thyroid hormone replacement ther-
apy, along with one patient with thyroid metas-
tasis from renal cell carcinoma, were also
included in the mentioned study (29). In com-
parison with the previous two studies, the sam-
ple size was higher and the study population was
more uniform in our study. Similar to the report
by Wang et al. (28), both TSH and TSH/Tg were
obtained as predictors for malignancy in the
present study, and TSH/Tg was observed to be
superior to TSH.

The risk of malignancy and recommended clinical
management have been described for each cate-
gory in The Bethesda System for Reporting Thy-
roid Cytopathology (TBSRTC) (30). A benign
cytology accurately predicts a benign nodule that
can be followed-up, while a malignant cytology
carries a 97-99% risk of cancer, requiring thy-
roidectomy. AUS/FLUS, FN/SFN, and SM cate-
gories are cytologically indeterminate groups that
present a 5-15%, 15-30%, and 60-75% risk of
malignancy, respectively. In these categories, the
samples are adequate for cytological evaluation
and abnormal morphological findings are also ob-
served, which are, however, not enough to con-
firm malignancy (31). Clinical risk factors, US
features, and molecular testing results ought to
be considered during the management of nodules
with SM and FN/SFN cytologies. In the nodules
with AUS/FLUS cytology, repeat FNAB or molec-
ular tests may be performed, according to their
clinical and US features (13). Thyroidectomy is
suggested in this category in case of nondiag-
nostic or persistent AUS/FLUS cytology, or in case
of a cytological result associated with greater
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malignancy potential obtained in repeated FNAB.
If repeated FNAB is benign, clinical follow-up is
adequate (32). When cytology is indeterminate,
both the patient and the physician stand at a
crossroad and require reliable markers to choose
the right path. We tried to evaluate whether we
could use TSH/Tg to decide the management of
nodules with different Bethesda categories, par-
ticularly the indeterminate ones. We demon-
strated that TSH/Tg was markedly higher in
malignant nodules compared to the benign ones
in the AUS/FLUS, FN/SFN, and SM categories. In
addition, it was increasing in the malignant nod-
ules as the cytology moved from the Bethesda
category with lower to higher risk of malignancy.
A similar situation was noted for Tg/TSH. In the
AUS/FLUS, FN/SFN, and SM categories, Tg/TSH
was lower in histopathologically malignant nod-
ules compared to benign nodules, and it de-
creased as the cytology moved from the
Bethesda category with lower to higher risk of
malignancy.

There were certain limitations in our study. We
attempted to conduct a uniform group study,
however, while doing that, a selection bias might
have occurred inherently. The ratio of histopatho-
logically confirmed malignant nodules was higher
than expected in all the Bethesda categories. Our
center is one of the biggest tertiary referral cen-
ters in our country, and a considerable number
of patients with high suspicion of malignancy are
referred from other centers. Another limitation
was that the number of nodules was low in cer-
tain Bethesda categories. We are aware that pa-
tients with multiple nodules might have
dominated the findings, particularly TSH/Tg and
Tg/TSH, in the module-based analysis. In such
patients, the nodule exhibiting highest malig-
nancy potential in the cytological examination
might have been chosen instead of including each
nodule separately in the analysis. However, this
approach would lead to consideration of only the
nodule with the highest risk of malignancy and
the other nodules would not be represented. In
general practice, when cytology is benign, thy-
roidectomy is suggested as an option only in case
of large lesions or indeterminate results such as
follicular neoplasm. This might partly explain the
higher Tg levels in the histopathologically benign
group. Lastly, we included only euthyroid patients
in our study. This may also be considered a
strong aspect of our study. However, from an-

other perspective, patients with normal TSH, fT3,
and fT4 displaying hot nodules in scintigraphy
might exhibit lower TSH than the patients dis-
playing warm or cold nodules. We could not ex-
clude this possibility as we did not perform
thyroid scintigraphy.

High serum TSH, even within normal ranges, was
observed to be associated with an increased risk
of thyroid malignancy. However, TSH/Tg proved
to be a better predictor of malignancy compared
to TSH or the other risk factors identified in this
study. TSH/Tg could serve as a novel, cost-effec-
tive, practical, and applicable index for risk strat-
ification of thyroid nodules, and when combined
with other factors, it could assist clinicians in
forming important decisions regarding the man-
agement of nodules. Further prospective and
large-scale research are required to support
these findings.
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