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Surgical Pathology of Endocrine and Neuroendocrine

Surgical pathology of endocrine and neuroendocrine tissues plays a crucial role in diagnosing,
prognosticating, and guiding treatment for a diverse array of tumors originating from
hormone-producing glands and neuroendocrine cells. These tumors encompass benign lesions,
hyperplasias, and malignant neoplasms that can significantly impact patient health due to their
hormonal activity and potential for metastasis. Accurate histopathological assessment is essential
for determining the appropriate clinical management and understanding the biological behavior of
these neoplasms.

In this comprehensive overview, we will explore the key aspects of surgical pathology pertaining to
endocrine and neuroendocrine tumors, including their histological features, classification systems,
diagnostic markers, and clinical significance.

Overview of Endocrine and Neuroendocrine Tissues

Endocrine tissues are specialized glands that secrete hormones directly into the bloodstream to
regulate physiological processes. Neuroendocrine cells, meanwhile, are dispersed throughout
various organs and share features with neurons and endocrine cells, including hormone production
and neurosecretory granules. These cells form the basis for a wide spectrum of tumors called
neuroendocrine tumors (NETs).

Major endocrine organs include:

- Thyroid gland
- Parathyroid glands
- Adrenal glands
- Pituitary gland
- Pancreas

Neuroendocrine cells are found in:

- Gastrointestinal tract (enterochromaffin cells, gastric and intestinal neuroendocrine cells)
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- Lung (Kulchitsky cells)
- Other sites like the thymus, skin, and genitourinary tract

Classification of Endocrine and Neuroendocrine Tumors

The classification of these tumors relies on histological features, immunohistochemical profiles, and
clinical behavior. The World Health Organization (WHO) provides a standardized framework,
especially for neuroendocrine neoplasms, which are categorized into:

Endocrine Tumors

- Benign lesions: e.g., thyroid adenomas, parathyroid adenomas
- Malignant tumors: e.g., thyroid carcinomas, parathyroid carcinomas

Neuroendocrine Tumors (NETs)

- Well-differentiated neuroendocrine tumors (NETs)
- Neuroendocrine carcinomas (NECs), which are poorly differentiated and more aggressive

The grading and staging of these tumors are essential for prognosis and are based on
morphological features, mitotic count, Ki-67 proliferation index, and extent of invasion.

Histopathological Features of Endocrine Tumors

Understanding the histological architecture and cellular characteristics is fundamental in diagnosing
endocrine tumors.

Thyroid Gland Tumors

- Papillary thyroid carcinoma: characterized by papillary structures, nuclear grooves, and
inclusions.

- Follicular thyroid carcinoma: exhibits follicular patterns with capsular and vascular invasion.
- Medullary thyroid carcinoma: arises from parafollicular C cells; displays nests or sheets of

neuroendocrine cells, often with amyloid deposits.

Parathyroid Tumors
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- Adenomas: uniform chief cells, encapsulated, with minimal atypia.
- Carcinomas: invasive growth, mitotic figures, and vascular invasion.

Adrenal Tumors

- Adrenal cortical adenomas and carcinomas: cortical tumors with cells resembling adrenal
cortex; carcinomas show atypia, invasion, and high mitotic activity.

- Pheochromocytomas: tumors of adrenal medulla neuroendocrine origin; nested or Zellballen
pattern, with chromaffin cells containing catecholamines.

Histopathological Features of Neuroendocrine Tumors

Neuroendocrine tumors display distinctive morphological and immunohistochemical features.

General Morphology

- Nests, trabeculae, or sheets of uniform cells
- Fine, granular chromatin ("salt-and-pepper" appearance)
- Low to moderate mitotic activity in well-differentiated tumors
- Presence of neurosecretory granules (detected by electron microscopy)

Immunohistochemical Markers

- Chromogranin A
- Synaptophysin
- Neuron-specific enolase (NSE)
- CD56

These markers confirm neuroendocrine differentiation and assist in differentiating from other
neoplasms.

Diagnostic Approaches in Surgical Pathology

Accurate diagnosis requires a combination of histological examination, immunohistochemistry (IHC),
and, occasionally, molecular studies.

Histological Examination
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- Evaluation of tumor architecture, cellular features, invasion, and necrosis.
- Identification of characteristic features such as papillary structures, follicular patterns, or nested

cell arrangements.

Immunohistochemistry

- Utilized to confirm neuroendocrine differentiation and identify tissue of origin.
- Panels are tailored based on suspected tumor type.

Molecular Diagnostics

- Genetic mutations (e.g., RET mutations in medullary thyroid carcinoma)
- Molecular markers aid in prognosis and targeted therapy planning.

Prognostic Factors and Staging

Prognosis depends on tumor type, grade, stage, and molecular features.

Key prognostic factors include:

- Tumor size and invasion extent
- Mitotic index and Ki-67 proliferation rate
- Presence of metastases
- Histological grade

Staging systems (e.g., TNM classification) are applied to assess disease spread and guide
management.

Common Endocrine and Neuroendocrine Tumors: A Summary

| Tumor Type | Location | Key Features | Clinical Impact |

|--------------|------------|----------------|-----------------|

| Papillary thyroid carcinoma | Thyroid | Papillary structures, nuclear features | Excellent prognosis
with treatment |

| Medullary thyroid carcinoma | Thyroid | Neuroendocrine cells, amyloid | Potentially aggressive,
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hormone secretion possible |

| Parathyroid adenoma | Parathyroid | Chief cell proliferation | Causes primary hyperparathyroidism |

| Pheochromocytoma | Adrenal medulla | Zellballen pattern, catecholamine production |
Hypertension, catecholamine excess |

| Gastric neuroendocrine tumor | Stomach | Nests of neuroendocrine cells | Variable prognosis
based on grade |

| Lung carcinoid tumor | Lung | Well-differentiated neuroendocrine cells | Generally favorable
outcome |

Clinical Significance and Management

The surgical pathology diagnosis informs the clinical approach, including surgical excision, hormonal
management, and follow-up strategies. Benign tumors may require simple excision, while malignant
counterparts often necessitate more extensive surgery, adjunct therapies, and long-term
surveillance.

Early and accurate histopathological diagnosis enhances patient outcomes by enabling targeted
therapies, such as somatostatin analogs for neuroendocrine tumors or targeted molecular therapies
for specific genetic mutations.

Conclusion

The surgical pathology of endocrine and neuroendocrine tumors is a complex yet vital discipline that
synthesizes morphological assessment, immunohistochemistry, and molecular data to provide
definitive diagnoses. Recognizing characteristic histological features, understanding tumor
classifications, and applying appropriate diagnostic markers are essential for effective patient
management. As research advances, molecular insights continue to refine classifications and open
avenues for personalized therapies, ultimately improving prognosis and quality of life for patients
with these diverse neoplasms.

Keywords: surgical pathology, endocrine tumors, neuroendocrine tumors, histology,
immunohistochemistry, diagnosis, prognosis, tumor classification, neuroendocrine markers, tumor
staging
 
Surgical Pathology of Endocrine and Neuroendocrine Tumors: A Comprehensive Overview

The field of surgical pathology of endocrine and neuroendocrine tumors represents a complex and
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evolving domain that requires a nuanced understanding of diverse tumor types, histopathological
features, immunohistochemical profiles, and clinical implications. These neoplasms, arising from
hormone-producing tissues and neuroendocrine cells, encompass a broad spectrum ranging from
benign adenomas to highly malignant carcinomas and poorly differentiated neuroendocrine
carcinomas. This detailed review aims to elucidate the key aspects of their pathology, diagnostic
challenges, and their significance in guiding clinical management.

Introduction to Endocrine and Neuroendocrine Tumors

Endocrine and neuroendocrine tumors (NETs) are characterized by their origin from endocrine
glands or neuroendocrine cells dispersed throughout the body. These tumors often produce
hormones or neuropeptides, leading to clinical syndromes that can aid in diagnosis but also
complicate their histopathological assessment.

- Endocrine Tumors: Typically arise from well-defined endocrine glands such as the thyroid,
adrenal cortex, or pituitary.

- Neuroendocrine Tumors (NETs): Originate from dispersed neuroendocrine cells found in various
tissues, including the gastrointestinal tract, lungs, and pancreas.

Understanding their cellular origin, morphological features, and molecular profiles is central to
accurate diagnosis and appropriate therapy.

Classification and Nomenclature

The classification of endocrine and neuroendocrine tumors has evolved significantly, integrating
histomorphology with immunohistochemistry and molecular genetics.

Key Classification Systems:

- WHO Classification (World Health Organization): Provides a standardized framework based on
site, histological differentiation, grade, and behavior.

- WHO 2017 for Digestive System Tumors:
- Well-differentiated neuroendocrine tumors (NETs)
- Poorly differentiated neuroendocrine carcinomas (NECs)
- WHO 2019 for Endocrine Glands: Emphasizes tumor grade, hormone production, and molecular

features.

Terminology highlights:
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- Adenomas: Benign, well-circumscribed tumors with minimal atypia.
- Carcinomas: Malignant, showing infiltrative growth, cytologic atypia, and potential metastasis.
- Neuroendocrine Tumors (NETs): Encompass a range from indolent to aggressive neoplasms.

Histopathological Features of Endocrine and Neuroendocrine Tumors

General Morphology

Most endocrine and neuroendocrine tumors share certain histopathological features:

- Cellular Characteristics:
- Uniform, small to medium-sized cells
- Round to oval nuclei with "salt and pepper" chromatin
- Minimal nuclear atypia in well-differentiated tumors
- Abundant cytoplasm that may be granular (neurosecretory granules)
- Growth Patterns:
- Nests, trabeculae, acini, or rosettes
- Diffuse sheets or trabecular arrangements
- Infiltrative growth in malignant cases
- Stromal Features:
- Rich vascular network
- Fibrosis or desmoplasia in invasive tumors

Specific Tumor Types and Their Features

- Thyroid Tumors:

- Papillary Carcinoma: Papillary architectures, nuclear clearing ("Orphan Annie" nuclei), nuclear
grooves, psammoma bodies.

- Follicular Carcinoma: Follicular growth pattern, capsular and vascular invasion.
- Medullary Carcinoma: Malignant proliferation of parafollicular C cells, amyloid deposits, nests or

sheets of polygonal cells.

- Adrenal Gland Tumors:

- Adrenal Cortical Adenoma: Well-circumscribed, yellowish, composed of clear or eosinophilic
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cells.
- Adrenal Cortical Carcinoma: Larger, irregular, infiltrative, with atypical cells, high mitotic rate,

necrosis.

- Pituitary Tumors:

- Pituitary Adenomas: Monomorphic cells, uniform nuclei, positive for hormone immunostains
depending on type (e.g., prolactin, GH).

- Pituitary Carcinoma: Rare, invasive, metastatic.

- Pancreatic Neuroendocrine Tumors:

- Well-differentiated NETs: Uniform cells, nested/trabecular pattern, positive neuroendocrine
markers.

- Poorly Differentiated Neuroendocrine Carcinomas: High-grade, extensive atypia, high mitotic
rate, necrosis.

- Pulmonary Neuroendocrine Tumors:

- Typical Carcinoids: Low mitotic activity, no necrosis.
- Atypical Carcinoids: Moderate mitotic activity, focal necrosis.
- Small Cell Lung Carcinoma: High-grade, small cells, extensive necrosis, high mitotic index.

Immunohistochemical Profiling

Immunohistochemistry (IHC) is indispensable for confirming neuroendocrine differentiation and
helping differentiate tumor types.

Key Markers:

- Chromogranin A: Granule-associated protein, sensitive and specific for neuroendocrine cells.
- Synaptophysin: Membrane glycoprotein, sensitive marker.
- Neuron-specific enolase (NSE): Less specific but supportive.
- Hormone-specific markers: TSH, GH, prolactin, insulin, glucagon, depending on tumor type.
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- Ki-67 proliferation index: Critical for grading neuroendocrine tumors.

Application:

- Differentiating neuroendocrine tumors from other neoplasms.
- Grading tumor aggressiveness based on proliferation index.
- Identifying functional tumors through hormone immunostaining.

Grading and Staging of Neuroendocrine Tumors

Proper grading influences prognosis and management.

WHO 2017 Grading System for Gastroenteropancreatic NETs:

- G1 (low grade): Ki-67 index 
- G2 (intermediate grade): Ki-67 3-20%, mitoses 2-20 per 10 HPF.
- G3 (high grade): Ki-67 >20%, mitoses >20 per 10 HPF.

Staging:

- Follows TNM classification specific to each site.
- Extent of invasion, metastasis, and vascular involvement are crucial.

Surgical Pathology Reporting

A comprehensive pathology report should include:

- Tumor size, location, and circumscription.
- Histological subtype and grade.
- Margins (positive or negative).
- Vascular, lymphatic, and perineural invasion.
- Presence of necrosis or mitotic activity.
- Immunohistochemical profile.
- Lymph node status and metastasis.
- Molecular findings when available.

Clear, detailed reporting informs prognosis and guides further treatment.

Published by: infodag.vives.be Page 9 of 12



Surgical Pathology Of Endocrine And Neuroendocrin Updated Version Vol. 2025, Issue 9

Diagnostic Challenges and Differential Diagnoses

- Distinguishing Benign from Malignant:

- Size, invasion, mitotic activity, and necrosis are key.
- Some adenomas may mimic carcinomas histologically; clinical correlation is essential.

- Differentiating Neuroendocrine Tumors from Other Neoplasms:

- Poorly differentiated carcinomas (e.g., small cell carcinoma) can mimic other small round cell
tumors.

- Use of IHC panels helps delineate origin.

- Functional vs. Non-functional Tumors:

- Morphology alone cannot determine hormone production.
- Correlation with clinical syndromes and hormone assays is necessary.

- Rare Variants and Unusual Sites:

- Paragangliomas, pheochromocytomas, and metastatic neuroendocrine tumors pose diagnostic
dilemmas.

Emerging Molecular and Genetic Aspects

Advances in molecular pathology contribute to diagnosis, prognostication, and targeted therapies.

- MEN Syndromes: Multiple endocrine neoplasia syndromes associated with specific genetic
mutations (e.g., MEN1, MEN2).

- Genetic Mutations:
- RET proto-oncogene in medullary thyroid carcinoma.
- DAXX/ATRX mutations in pancreatic NETs.
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- TP53, RB1 mutations in high-grade NECs.
- Molecular Markers: Aid in distinguishing tumor grades and predicting behavior.

Therapeutic and Prognostic Implications

Histopathological features directly impact clinical management:

- Benign adenomas: Usually cured with surgery.
- Well-differentiated NETs: Often indolent, but higher grades may require adjunct therapy.
- Poorly differentiated NECs: Aggressive, necessitating chemotherapy.
- Margins and invasion: Influence the likelihood of recurrence.

Prognosis depends on tumor type, grade, stage, and molecular features.

Conclusion

The surgical pathology of endocrine and neuroendocrine tumors is a nuanced discipline that
demands meticulous morphological assessment complemented by immunohistochemistry and
molecular studies. Recognizing the spectrum
 

 QuestionAnswer What are the common histopathological features used to differentiate benign
from malignant endocrine tumors? Benign endocrine tumors typically exhibit well-differentiated cells,
organized architecture, and low mitotic activity, whereas malignant tumors often show cellular
atypia, high mitotic rates, invasion into surrounding tissues, and necrosis. Immunohistochemical
markers can also aid in differentiation. How does neuroendocrine tumor grading impact prognosis
and treatment planning? Neuroendocrine tumor grading, based on mitotic count and Ki-67
proliferation index, helps determine tumor aggressiveness. Low-grade (G1) tumors tend to have a
better prognosis and may require less aggressive treatment, while high-grade (G3) tumors are more
aggressive and often need intensive therapy. What are the key histological differences between
medullary thyroid carcinoma and other thyroid neoplasms? Medullary thyroid carcinoma originates
from parafollicular C cells and shows features like amyloid deposits, calcitonin production, and nests
or sheets of polygonal cells. It generally tests positive for calcitonin and carcinoembryonic antigen
(CEA), setting it apart from follicular or papillary thyroid cancers. What role does
immunohistochemistry play in diagnosing neuroendocrine tumors of the pancreas?
Immunohistochemistry is crucial for confirming neuroendocrine differentiation, with markers like
chromogranin A, synaptophysin, and CD56 being positive. It helps distinguish neuroendocrine
tumors from other pancreatic neoplasms and assess tumor grade. What are the common pitfalls in
the histopathological diagnosis of endocrine neoplasms? Common pitfalls include misinterpreting
cellular atypia, sampling errors leading to underdiagnosis, overlapping features between benign and
malignant lesions, and limitations of immunohistochemical markers. Adequate sampling and a panel
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of markers are essential for accurate diagnosis. How does the molecular pathology of endocrine
tumors influence current surgical pathology practices? Molecular pathology provides insights into
tumor behavior, prognosis, and potential targeted therapies. In surgical pathology, identifying
mutations such as RET, MEN1, or DAXX helps refine diagnosis, assess malignant potential, and
guide personalized treatment strategies. 

 
Related keywords: endocrine tumors, neuroendocrine tumors, thyroid pathology, adrenal gland
pathology, pituitary tumors, neuroendocrine neoplasms, endocrine carcinoma, neuroendocrine
carcinoma, endocrine tissue histology, neuroendocrine markers

Published by: infodag.vives.be Page 12 of 12


