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INTRODUCTION
Aim of this study is to determine the role of beta-catenin in well 
differentiated and  poorly differentiated/ undifferentiated carcinomas.

BETA-CATENIN
It is a part of membrane bound cell growth signaling complex that 
plays a role in cell adhesion as well as promotion of growth through 
activation of wnt signaling pathways. Oncogenic signaling may result 
in release of this beta- catenin to accumulate in cytoplasm and 
translocate into the nucleus there by promoting the transcription genes 
(bcl-1 and c-myc) to induce cell proliferation.

Hence abnormal expression of this molecule in various thyroid tumors 
may be helpful in predicting the outcome of the disease.

β –catenin is a protein in humans  encoded by the CTNNB1. Normal 
thyroid follicular cell  shows strong immunoreactivity for beta-
catenin. Thyroid tumors may show residual/weak membranous 
immunoreactivity and diffuse cytoplasmic and nuclear positivity of 
variable intensity.

AIM :
To study the immunohistochemical expression of beta catenin in 
thyroid tumors and thereby comparing its expression in well 
differentiated and poorly differentiated / undifferentiated carcinomas.

Objectives :
1.  To study the expression of beta catenin in different thyroid tumors.
2.  To study the value of beta catenin in differentiating well 

differentiated and poorly differentiated / undifferentiated 
carcinomas.

3.  To identify tumors which may not have favorable outcome.

Role Of Immunohistochemistry In Thyroid Tumors
For most of the thyroid tumors, diagnosis can be reached by 
morphology alone. However, in tumors with morphological overlap as 
seen in follicular adenoma, follicular carcinoma and follicular variant 
of papillary carcinoma, diagnosis may be quite difcult. Nuclear 
features characteristic of papillary carcinoma can also be seen in 
hyalinising trabecular adenoma and multinodular goitre with papillary 
hyperplasia. Certain tumors have overlapping features.. Even 
follicular patterned lesions are identied based on the nuclear features 
like nuclear grooving, intranuclear pseudoinclusions and nuclear 

overlapping and interobserver variations are not uncommon. Thus it 
may lead to inappropriate diagnosis/nomenculature. Hence in order to 
overcome this difculty in addition to the histopathological study of 
the tissue sections, many immunohistochemical markers are 
evaluated. These may really be helpful in distinguishing papillary 
thyroid carcinoma from other follicular patterned lesions.

MATERIALS AND METHODS:
Prospective study conducted from June 2016 to May 2017 at 
Coimbatore Medical College Hospital, Coimbatore. Total number of 
cases-30

Inclusion criteria:
1.  All thyroidectomy specimens which include Total thyroidectomy, 

neartotal thyroidectomy, Subtotoal thyroidectomy, and 
Hemithyroidectomy.

2.  Both male and female patients
3.  All age are included

Exclusion criteria
Benign lesions of thyroid

METHODS
All those 30 cases reported as carcinomas were evaluated further with 
immunohistochemical analysis. Initially after receiving the specimens 
they were xed in 10% formalin after processing they were embedded 
in parafn block and stained with eosin and hematoxylin. After 
staining the slides were reported by the pathologists and categorized as 
the following
1.  Papillary carcinoma
2.  Follicular variant of Papillary carcinoma of thyroid
3.  Cribriform morular variant of papillary carcinoma of thyroid
4.  Hobnail variant of papillary carcinoma of thyroid
5.  Follicular carcinoma
6.  Medullary carcinoma
7.  Poorly differentiated carcinoma

IMMUNOHISTOCHEMISTRY –PROCEDURE
From the selected cases blocks were taken.They were cut and mounted 
on the poly l lysine coated slides. Endogenous peroxidase activity was 
blocked with 0.3% hydrogen peroxide in methanol. Next antigen 
retrieval was done by heating in microwave oven by using Tris –EDTA 
buffer at pH 7.5. The study was done using beta –catenin, a monoclonal 
antibody.
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ABSTRACT
Aim and objectives: To evaluate the expression of beta-catenin in well differentiated and poorly / undifferentiated thyroid tumors. Also to identify 
tumors which may not have favourable outcome.
Methods : In this study , parafn blocks from 30 thyroidectomy specimens are stained  with monoclonal antibodies reactive with beta-catenin. 
These include 22 cases of papillary carcinoma of thyroid (PTC) ( 16 cases of conventional  PTC,  3 cases of Follicular variant, 2 cases of cribriform 
morular variant , 1 case of hobnail variant), 4 cases of Follicular carcinoma(FC), 3 cases of Medullary carcinoma (MC) and 1 case of Poorly 
differentiated carcinoma (PDC)
Results : Papillary carcinoma conventional type, other variants of PTC and FC express residual membranous positivity and diffuse cytoplasmic 
positivity with occasional nuclear positivity. PTC,FVPC and hobnail variant show few nuclear inclusion positivity. PDC shows diffuse 
cytoplasmic positivity with severe loss of membrane positivity
Conclusion: Loss of  membrane positivity of beta catenin with cytoplasmic and nuclear  expression correlates well  with aggressive behaviour i.e 
increased invasiveness and metastasis.
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PTC- Papillary carcinoma of thyroid, FVTC- Follicular variant of papillary carcinoma of thyroid, FC- follicular carcinoma, MC-medullary 

carcinoma, PDC- Poorly differentiated carcinoma, Beta-catenin
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Table 1

Table 2

OBSERVATION AND RESULTS 
A total of 30 cases of thyroidectomy specimens for different thyroid 
tumors, received over the period of June 2016 to May 2017 were 
studied. After obtaining the Ethical clearance from the Ethical 
committee of Coimbatore Medical College and Hospital, Coimbatore, 
the study was conducted. We evaluated 30 thyroid tumors which 
include papillary carcinoma conventional type and few other variants 
of papillary carcinoma, follicular carcinoma, poorly differentiated 
carcinoma and medullary carcinoma. In these thyroid tumors the 
histomorphological pattern and immunohistological pattern of 
expression of beta- catenin were studied, analysed and compared with 
the literature.

Table 4

Intensity of Cytoplasmic Staining of BetaCateninin Thyroid Tumors

Chart 1 

In the present study  beta-catenin in papillary carcinoma of thyroid 
shows 3+ membranous positivity in 54.6% of cases (12 out of 22 cases) 
and 2+membranous positivity in 45.45% of cases (10 out 22 cases). 
Follicular carcinoma shows membrane positivity of 1+ in50% of cases 
(2 out of 4 cases) and membrane positivity of 2+ in remaining 50% of 
cases (2 out of 4 cases). In the present study, Poorly differentiated 
carcinoma show 1+ membranous staining and medullary carcinoma 
shows negative membranous staining in all the cases studied .

In overall, Papillary carcinoma show strong/moderate cytoplasmic 
beta catenin positivity and strong/moderate membrane positivity. In 
follicular carcinoma both cytoplasmic and membrane positivity are 
moderate or less. Poorly differentiated carcinoma show strong/diffuse 
cytoplasmic positivity and very minimal membane positivity.

Table 5 Statistical analysis of cytoplasmic beta-catenin expression 
in papillary carcinoma thyroid with and without metastasis

Chart 2
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Table 6- statistical analysis of membranous expression of beta-
catenin in papillary carcinoma of thyroid with and without 
metastsis

Figure: 1 IHC- papillary carcinoma conventional type shows residual 
membranous and cytoplasmic staining of beta-catenin. occasional 
nuclear inclusions show positivity Low power view(40x).

Figure: 2 IHC- papillary carcinoma conventional types shows 
strong cytoplasmic and residual membranous positivity of beta – 
catenin .High power view (40x).

Figure 3: IHC- papillary carcinoma conventional type diffuse 
cytoplasmic and residual membrane positivity shown in oil immersion

Figure 4: Follicular variant of papillary carcinoma of thyroid showing 
strong cytoplasmic and residual membranous staining of beta-catenin. 
Focal nuclear positivity also seen (arrow). Low power view (40 x ).

Figure 5: IHC- Cribriform morular variant of papillary carcinoma 
shows loss of membrane positivity (red arrow) with focal areas  of 
strong cytoplasmic positivity(black arrow) High power view (40x).

Figure 6: IHC- follicular carcinoma of thyroid shows moderate  
cytoplasmic positivity with focal areas of residual membranous 
positivity .oil immersion view(100x).

Figure 7: IHC- Diffuse cytoplasmic staining of beta-catenin in poorly 
differentiated carcinoma of thyroid. High power view (40x).

Figure 8: IHC- Medullary carcinoma of thyroid shows negative 
staining for beta-catenin. Low power view (10x)

DISCUSSION: 
Thyroid lesions are most common endocrine tumors comprising 6 to 
10%. They are more common in females and in the age group between 
35 to 65 years. Every year about 3.8% of new cases of thyroid cancer 
occur. Prognosis and followup  vary in various thyroid tumors and 
conrming the diagnosis is essential. Diagnosis of thyroid tumors by 
the usual hematoxylin and eosin stained sections may be  challenging  
because of the overlapping histological features. Interpretation of  
thyroid tumors particularly follicular pattern may be difcult. 
Similarly the characteristic nuclear features seen in papillary 
carcinoma of thyroid may not be present in all cases. Encapsulated 
tumors with follicular pattern and some of the follicular lesions with 
incomplete vascular or equivocal capsular invasion may be difcult to  
differentiate.  In these shortcomings, immunohistochemistry may be 
useful in distinguishing these lesions.. In this study, the usefulness of 
beta-catenin in differentiating the thyroid tumors and prognostic 
signicance were analysed and it is correlated with age, sex and 
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histomorphology. The observation and results of this study were 
compared with the previously conducted studies. As per the study 
conducted by Farahati J et al in 1997 thyroid tumors most commonly 
occurred in the age group between 30 to 60 years. In our study we also 
observed that thyroid Tumors were common in the age group 30 to 50 
years .This is in accordance with the above study  Chen A Y et al in 
2009, observed that thyroid tumors were more common in females 
when compared to males .In our study, we also observed that incidence 
of thyroid tumors were more in females than males, with female to 
male ratio of 4:1 as shown in table 2. According to the statistics 
released by National cancer institute in 2018 papillary carcinoma is the 
predominant malignancy constituting 70- 80 % of all thyroid cancers 
followed by follicular carcinoma constituting 10-15%. In the present 
study we obtained similar results with papillary carcinoma 
constituting 73.4%, followed by follicular carcinoma 13.3%. In 2013, 
Fabio Muradas Girardi et al, did a retrospective study of prevalence of 
variants of papillary carcinoma of thyroid in a single centre. They 
found out that classic or conventional type of papillary carcinoma to be 
the common type constituting 31.7 %, followed by follicular variant 
and oncocytic variant constituting 16% and 1.9% respectively. Other 
variants of about 0.1 to 0.7 % only. In our study, classic or conventional 
papillary carcinoma of thyroid was found to be the most common type 
constituiting 72.7% followed by follicular and cribriform variant 
comprising 13.6% and 9 % respectively. Hence, this correlates with the 
previous study which also shows predominance of conventional type 
of papillary carcinoma of thyroid. S.Rezk et al, studied the diagnostic 
utility of beta-catenin in thyroid lesions and observed that papillary 
carcinoma, follicular carcinoma and follicular variant of papillary 
carcinoma showed strong cytoplasmic / membranous staining and 
minimal residual membranous staining in 87%,80% and 71% 
respectively. They also observed that the intranuclear inclusions were 
distinctly positive in 83% of papillary carcinoma of thyroid and 20% of 
follicular variant of papillary carcinoma.

Ishigaki et al, in their study observed cytoplasmic /membrane 
immunoreactivity for beta –catenin in 67 % of papillary carcinoma and 
25% in follicular carcinoma. In this present study papillary carcinoma 
showed 2+ and 3 + membranous staining and cytoplasmic positivity 
varying from 1+(one case only) , 2+ (in some cases) and 3+(most of the 
cases). Follicular carcinoma show 1+ and 2 + membranous positivity 
and 1+ and 2+ cytoplasmic staining. Poorly differentiated carcinoma 
show 1+ membranous positivity and 3+ cytoplasmic positivity.

Sethi K et al in 2011, in their study have analysed beta-catenin and few 
other markers as a diagnostic and prognostic marker in thyroid 
carcinoma. They observed that the diagnostic accuracy of beta 
–catenin was 96% and 94% for the diagnosis of papillary thyroid 
carcinoma and follicular carcinoma respectively. They also 
observed that they were strongly expressed in invasive papillary 
carcinoma and follicular carcinoma. In our study, among the 22 
cases of papillary carcinoma 11 cases had metastasis and other 11 did 
not have metastasis. On comparing the membranous and 
cytoplasmic staining between those with metastasis and those 
without metastasis, the following observation was found. 
Betacatenin membrane staining in papillary carcinoma with 
metastasis show 2+ (corresponding to more loss of membrane 
staining ) in 9 out of 11 cases and 3+ (corresponding to less loss of 
membrane staining) in 2 out 11 cases with metastasis. The 
cytoplasmic staining in all the 11 cases with metastasis show 3+( 
strong/diffuse) cytoplasmic positivity. Among the 11 cases without 
metas tas i s  10  cases  showed 3+ membranous  s ta in ing 
(corresponding to less loss of membrane staining) and 1 case showed 
2+ membrane staining(corresponding to more loss of membrane 
staining). Cytoplasmic staining was variable with 1+ in one case , 2+ 
in 7 cases and 3+ in 3 cases. The 3 cases without metastasis but with 
3+(diffuse/strong) cytoplasmic positivity may behave aggressively 
and may need more close follow up. Junk C K et al in 2009, in their 
study, IHC of beta-catenin found to be showing strong cytoplasmic 
and nuclear staining in cribriform morular variant of PTC, but in our 
study we observed strong cytoplasmic with occasional nuclear 
positivity only.

Rossai D et al in 2013, observed that 80% poorly differentiated 
carcinoma showed immunoreactivity for beta-catenin, which seems to 
be related to a worse prognostic behaviour. They concluded that poorly 
differentiated carcinoma represents an intermediate step in the 
biological process of dedifferentiation towards anaplastic thyroid 
carcinoma. This shift was underlined by the beta-catenin expression 

and hence worse clinical behaviour

Hence the loss of beta- catenin membrane reactivity and its 
cytoplasmic / nuclear localisation has been found to correlate with loss 
of differentiation and poor prognosis. In our study papillary carcinoma 
with metastasis show strong cytoplasmic positivity and moderate 
residual membrane positivity( i.e translocation of beta-catenin from 
membrane to cytoplasm) when compared with those without 
metastasis. These ndings are consistent with invasive and metastatic 
properties of thyroid tumor. So, in our study pattern of staining in 
different thyroid lesions is consistent with wnt signaling pathway via 
translocation of beta-catenin from the cell membrane to the 
cytoplasm/nucleus in malignant lesions. The specicity of beta-
catenin as a prognostic marker with Chi square test of these variables 
showed signicant p value

SUMMARY AND CONCLUSION  
In this study, parafn blocks from 30 thyroidectomy specimens were 
stained with monoclonal antibodies for beta-catenin. Tissues from 
normal thyroid specimens served as control.

Papillary carcinoma conventional type, other variants of papillary 
thyroid carcinoma and follicular carcinoma expressed diffuse 
cytoplasmic and focal nuclear positivity with moderate to strong 
residual membranous  staining. Papillary thyroid carcinoma, follicular 
variant of papillary thyroid carcinoma and hobnail variant show few 
nuclear inclusions staining positive for beta-catenin. Poorly 
differentiated carcinoma show strong/diffuse cytoplasmic positivity 
for beta-catenin and minimal with membrane positivity. Hence the loss 
of beta- catenin membrane reactivity and its cytoplasmic / nuclear 
localisation has been found to correlate with loss of differentiation and 
poor prognosis. Papillary carcinoma with metastasis show strong 
cytoplasmic betacatenin positivity and moderate membranous 
positivity in most of the cases when compared with the cases without 
metastasis . This reduction of membranous positivity along with more 
of cytoplasmic positivity is consistent with the progressive loss of 
intracellular adhesions that could be related to the invasive and hence 
the metastatic properties of thyroid cancer cells.

The specicity of beta-catenin as a prognostic marker with Chi square 
test of these variables showed signicant p value

REFERENCES
1. McNicol AM, Lewis PD . The endocrine system. In: LewisPD (ed) Systemic pathology. 

Churchill Livingstone, Edinburgh;1999. pp 131-182.
2.  Doniah I. The thyroid gland. In:SymmersWStc (ed.) Systemic pathology , vol 4, 2nedn. 

Edinburgh: Churchill Livingstone; 1978:1975-2037
3.  Chen AY, Jemal A, Ward EM. Increasing incidence of differentiated thyroid cancer in the 

United States, 1988-2005.Cancer. 2009 Aug 15;115(16):3801-7
4.  Bohm J, Niskanen L, Kiraly K, et al. Expression and prognostic value of alpha-, beta- 

and gamma-catenins in differentiated thyroid carcinoma. J ClinEndocrinolMetab .2005 
May;85(12):4806–4811

5.  Xu B, Yoshimoto K, Miyauchi A et al. Cribriformmorular variant of papillary thyroid 
carcinoma: a pathological and  molecular genetic study with evidence

6.  Rezk S, Brynes RK, Nelson V, Thein M, Patwardhan N, Fischer A, Khan A. beta-Catenin 
expression in thyroid follicular lesions: potential role in nuclear envelope changes in 
papillary  carcinomas. EndocrPathol. 2004 Winter;15(4):329-37.

7. Sethi K, Sarkar S, Das S, Rajput S, Mazumder A, Roy B, Patra S, MohantyB,El-Naggar 
AK, Mandal M. Expressions of CK-19, NF-kappaB, E-cadherin, beta-cateninand EGFR 
as diagnostic and prognostic markers by immunohistochemical analysis in thyroid 
carcinoma. J ExpTherOncol. 2011;9(3):187-99.

8.  National Cancer Institute Jul 6, 2018 Incidence and Types of Thyroid Cancer Papillary, 
Follicular, Medullary, and Anaplastic Thyroid Cancers  Written by Bridget Brady MD, 
FACS

10. Jung C K, Choi Y J, Lee K Y et al.  The cytological, clinical, and pathological features of 
the cribriform-morular variant of papillary thyroid carcinoma and mutation analysis of 
CTNNB1 and BRAF genes. Thyroid .2009;19: 905-913

11. Rossi ED, Straccia P, Palumbo M, et al. Diagnostic and prognostic role of HBME-1, 
galectin-3, and b-catenin in poorly differentiated and anaplastic thyroid carcinomas. 
ApplImmunohistochem MolMorphol. 2013;21(3):237–241.

12. Sethi K, Sarkar S, Das S, Rajput S, Mazumder A, Roy B, Patra S, MohantyB,El-Naggar 
AK, Mandal M. Expressions of CK-19, NF-kappaB, E-cadherin, beta-cateninand EGFR 
as diagnostic and prognostic markers by immunohistochemical analysis in thyroid 
carcinoma. J ExpTherOncol. 2011;9(3):187-99.

13. Tallini G. Molecular pathobiology of thyroid neoplasms.Endocr Pathol.2002; 
13:271–288

14. Ishigaki K, Namba H, Nakashima M, et al. Aberrant localization of betacatenin 
correlates with overexpression of its target gene in human papillary thyroid cancer. J 
ClinEndocrinolMetab. 2002;87(7):3433–3440.

15.  Rosai J, Saxen E A, Woolner L .Undifferentiated and poorly differentiated carcinoma. 
SeminDiagnPathol.1985 May;2(2): 123-126.

16.  FábioMuradásGirard ,MarinezBizarro Barra , Cláudio Galleano Zettler. Variants of 
papillary thyroid carcinoma: association with histopathological prognostic factors .Braz 
J Otorhinolaryngol. 2013;79(6):738-44.

17. Rosai J, Saxen E A, Woolner L .Undifferentiated and poorly differentiated carcinoma. 
SeminDiagnPathol.1985 May;2(2): 123-126.

18. Akslen L A, LiVolsi V A. Prognostic signicance of histologic grading compared with 
subclassication of papillary thyroid carcinoma. Cancer.2000 Apr;88 (8 ): 1902-1908

19.  Jung C K, Choi Y J, Lee K Y et al.  The cytological, clinical, and pathological features of 
the cribriform-morular variant of papillary thyroid carcinoma and mutation analysis of 
CTNNB1 and BRAF genes. Thyroid .2009;19: 905-913

Volume-9 | Issue-2 | February-2020 PRINT ISSN No. 2277 - 8179 | DOI : 10.36106/ijsr

International Journal of Scientific Research 9


