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This special section of eight articles focused on the updates 
and diagnostic challenges in surgical pathology, cytopathol-
ogy and clinical pathology. These are largely based on the 
proceedings of the seventh Chinese American Pathologists 
Association (CAPA) Diagnostic Pathology Course, which vir-
tually took place in 11–12 September 2021. This course 
covered 17 subspecialties of pathology, attracting a record 
number of faculties and attendees.

The first part of the special section included four articles, 
which concerns clinical pathology, gynecological pathology, 
cytopathology and gastrointestinal pathology. This is first 
time clinical pathology was included in the CAPA diagnos-
tic course. Routine coagulation tests or screening tests 
include prothrombin time with international normalized 
ratio, activated partial thromboplastin time, fibrinogen, 
and thrombin time. When the results are abnormal, a mix-
ing study is often the initial reflexive test that can provide 
valuable information to conclude the assessment, or help 
guide the further investigation. If the mixing “corrects” the 
test results, a factor deficiency would be suspected. Oth-
erwise, the presence of an inhibitor would be more likely. 
Drs. Michael Losos and Jian Chen conducted a review of 
various methods to determine whether a mixing test result 
was corrected.1

The high mobility group A2 (HMGA2) gene is an on-
cofetal protein that is upregulated in certain mesenchymal 
neoplasms due to chromosomal translocations, and in ma-
lignant epithelial tumors through transcription regulation. 
Furthermore, HMGA2 overexpression drives tumor develop-
ment and/or promotes tumor aggressiveness. In the review 
article, Dr. Jian-Jun Wei summarized the recent develop-
ments on the study of HMGA2, including its expression as 
a potential biomarker for gynecologic neoplasms, especially 
in uterine smooth muscle tumors and ovarian cancer.2

Morphologic variants of pancreatic well-differentiated 

neuroendocrine tumors (PanNETs) are uncommon. How-
ever, these may mimic non-PanNET tumors. Furthermore, 
when under recognized, these can lead to misdiagnosis in 
fine-needle aspiration biopsy. Moreover, in the report, Drs. 
Dan Lu, Huihong Xu and Guoping Cai described the unique 
cytomorphologic features and diagnostic clues of pigment-
ed, pleomorphic, clear cell and oncocytic variants of well-
differentiated PanNETs. The differential diagnoses of each 
morphologic variant and the hints to prevent diagnostic 
pitfalls are also discussed.3

High grade well-differentiated neuroendocrine tumor 
(WDNET) is a newly defined entity that is high grade by 
mitotic activity or proliferative index, and exhibits a well-
differentiated histomorphology. In the review, Dr. Zhaohai 
Yang described the clinical (age and frequent locations) and 
morphological features of high-grade WDNET of gastroin-
testinal tract. The overall survival for high-grade WDNET 
was significantly better, when compared to poorly differ-
entiated NET, making the distinction of these two entities 
extremely important in routine pathological practice.4

The second part of the special section included four arti-
cles, among which two articles focused on breast, head and 
neck pathology. Although triple negative breast cancer is 
defined by the lack of expression of estrogen, progesterone 
and HER2 receptors, this class of tumor varies significantly, 
molecularly, morphologically and clinically. In the review, 
Dr. Zaibo Li and his colleagues discussed a group of low-
grade triple negative breast cancers (acinic cell carcinoma, 
adenoid cystic carcinoma, and secretory carcinoma), includ-
ing its evolution and therapeutic management.

Oropharyngeal squamous cell carcinomas (OPSCCs) have 
exhibited an alarming rate of increase in incidence over the 
past several decades, markedly in males. Transcriptionally-
active human papillomavirus (HPV), particularly HPV type 
16, has become the most common causal agent of OPSCCs in 
the United States. Patients with HPV-positive OPSCCs have 
demonstrated an improved treatment response to chemo-
radiotherapy and better long-term survival, when compared 
to patients with non-HPV-associated OPSCCs. However, a 
number of OPSCCs were discovered at the advanced stage, 
and approximately 20% of these recurred after definitive 
treatment. In the review, Dr. He Wang and his colleagues 
described the most updated research in HPV-positive OP-
SCCs, with emphasis on their relevance as potential new 
targets for precision medicine and survival prognosis.

It is hoped that the readers would find this special section 
informative and relevant to their daily practice. The con-
tributors have worked hard and dedicated themselves to 
pathological education.
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