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Background and Objectives: The relationship between Hashimoto thyroiditis (HT) and papillary thyroid cancer
(PTC) is still controversial. Some studies suggested that molecular basis of the association between HT and PTC.
BRAF'™™ mutation is the most common genetic alteration founded in PTC. This study was to determine a role
of BRAF™ mutation in PTC with concurrent HT and their association with other clinicopathological factors.
Materials and Methods: We enrolled 452 patients who underwent thyroid surgery between 2009 and 2012 for
classical PTC. The status of BRAF'®™* mutation was evaluated by direct sequencing. HT was defined as presence
of lymphocytic thyroiditis in pathology or positive serum anti-thyroid peroxidase antibody. Results: Total 139
patients (30%) with PTC had coexistence HT. HT was significantly associated female (p=0.006), and younger
age (p=0.045). BRAF"®™® mutation was confirmed in 264 patients (58%). The frequency of BRAF'™ mutation
was significantly lower in PTC with coexistence HT (48.2%) compared by PTC without HT (62.9%, p=0.004).
However, there was no significant difference in clinicopathological feature of PTC according to the presence
of HT in patients with BRAF™ mutated PTC. BRAF'®™ mutation was less frequent in PTC with coexistence HT.
Conclusion: These findings suggested that HT and BRAF™ mutation might be independent factors in
development and progression of PTC.
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Table 1. Clinical and pathological characteristics of patients with PTC according to

Mutation in PTC with Concurrent Hashimoto Thyroiditis
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Fig. 1. Frequency of BRAF®F mutation in classical PTC
according to the coexistence of HT.

the co—existence of HT

Total HT Without HT
(n=452) (n=139) (n=313) p value
Age (years) 48.3+10.92 46.59+10.23 491+11.14 0.045*
Gender (male) 92 (20.4%) 17 (12.2%) 75 (24.0%) 0.006*
Tumor size (cm) 1.03%+0.88 0.95+0.63 1.07£0.97 0.82
Multifocality 137 (30.3%) 50 (36.0%) 87 (27.8%) 0.08
Extrathyroidal invasion 248 (54.9%) 5 (54.0%) 173 (55.3%) 0.91
Cervical LN metastasis 0.36
N1a 154 (34.1%) 41 (29.5%) 113 (36.1%)
N1b 48 (10.6%) 5 (10.8%) 33 (10.5%)
pTNM staging 0.29
[ & I 252 (55.8%) 83 (59.7%) 169 (54.0%)
& IV 197 (43.6%) 5 (39.6%) 142 (45.4%)
BRAF'® mutation 264 (58.4%) 67 (48.2%) 197 (62.9%) 0.004*

HT: Hashimoto thyroiditis, LN: lymph node, PTC: papilary thyroid cancer, pTNM: pathological tumor—node—metastasis
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Table 2. Univariate and multivariate analysis of the clinical and pathological factors associated with co—existence of HT in patients

with classical PTC

Univariate analysis

Multivariate analysis

OR (95% Cl) p value OR (95% Cl) p value
Gender (female) 1.16 (1.05-1.29) 0.004 1.16 (1.04—1.28) 0.005*
Age (years) 0.99 (0.991-0.999) 0.023 0.99 (0.991-0.998) 0.013
BRAF™™E mutation 0.87 (0.80-0.95) 0.003 0.86 (1.08-1.89) 0.012*

Cl: confidence interval, HT: Hashimoto thyroiditis, OR: odds ratio, PTC: papillary thyroid cancer

Table 3. Clinical and pathological characteristics of patients
with BRAF® mutated PTC according to the co—existence
of HT

HT Without HT

(n=67) e NS

4568+£9.37 47.9%+10.78 0.15
7 (10.4%) 46 (23.4%) 0.03*
1.00£0.71 1.03%£0.77 0.67
57 (85.0%) 27 (13.7%) 0.09
38 (56.7%) 121 (61.4%) 0.68

Age (years)

Gender (male)

Tumor size (cm)
Multifocality
Extrathyroidal invasion

Cervical LN metastasis 0.12
Nia 17 (25.4%) 77 (39.1%)
N1b 10 (14.9%) 23 (11.7%)

pTNM staging 0.15
I & | 43 (64.2%) 105 (53.3%)
& v 24 (35.8%) 92 (46.7%)

HT: Hashimoto thyroiditis, LN: lymph node, PTC: papillary
thyroid cancer, pTNM: pathological tumor—node—metastasis
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