Clinical Cases

Baishideng Publishing Group Inc



g é) World Journal of
Clinical Cases

5845

5850

5854

5859

5863

Contents Thrice Monthly Volume 12 Number 26 September 16, 2024
EDITORIAL
5839  Orthopedic manifestations of Li-Fraumeni syndrome: Prevention and treatment of a polymorphic

spectrum of malignancies

Cenci G, Pace V

Confocal laser endomicroscopy as a new diagnostic tool for poorly differentiated gastric adenocarcinoma

Evola G, Vacante M, Evola FR

Proteomics for early prenatal screening of gestational diabetes mellitus

Wu L, Wang XP, Zhu YX, Tan YP, Li CM

Paired box proteins as diagnostic biomarkers for endocervical adenocarcinoma

Zhou JH, Zhang XN

Endoscopic ultrasound-guided biliary drainage using electrocautery-enhanced lumen-apposing metal
stent for malignant biliary obstruction: A promising procedure

Wu SZ

Cardiac implications in myasthenia gravis

Elmati PR, Jagirdhar GSK, Surani S

5868

5877

5885

5893

ORIGINAL ARTICLE

Case Control Study

Multivariate analysis of oral mucosal ulcers during orthodontic treatment

Chang J, Li X

Impact of web-based positive psychological intervention on emotions, psychological capital, and quality of
life in gastric cancer patients on chemotherapy

Xin YY, Zhao D

Retrospective Cohort Study

Risk factors and clinical significance of posterior slip of the proximal vertebral body after lower lumbar
fusion

Zhu JJ, Wang Y, Zheng J, Du SY, Cao L, Yang YM, Zhang QX, Xie DD

Retrospective Study

Predictive value of diaphragm ultrasound for mechanical ventilation outcome in patients with acute
exacerbation of chronic obstructive pulmonary disease

Qu LL, Zhao WP, Li JP, Zhang W

Buissidenge WICC | https:/ /www.wjgnet.com I September 16,2024 | Volume12 | Issue26 |



Contents

World Journal of Clinical Cases

Thrice Monthly Volume 12 Number 26 September 16, 2024

5901

5908

5922

5930

5937

Influence of perinatal factors on full-term low-birth-weight infants and construction of a predictive model
Xu L, Sheng XJ, Gu LP, Yang ZM, Feng ZT, Gu DF, Gao L
Magnetic resonance imaging-based radiomics model for preoperative assessment of risk stratification in

endometrial cancer

Wei ZY, Zhang Z, Zhao DL, Zhao WM, Meng YG

Observational Study
Application of real-time shear wave elastography to Achilles tendon hardness evaluation in older adults

He X, Wei X, Hou J, Tan W, Luo P

Randomized Controlled Trial

Study of the intensive care unit activity scale in the early rehabilitation of patients after direct cardiac
surgery
Wang L, Lu JY, Ma XX, Ma LO

Clinical and Translational Research

Modifiable factors mediating the effects of educational attainment on gestational diabetes mellitus: A two-
step Mendelian randomization study

Ma MY, Zhao YS

5946

5952

5960

5968

5974

5983

5990

CASE REPORT
Periorbital purpura can be the only initial symptom of primary light chain amyloidosis: A case report

Wang XF, Li T, Yang M, Huang Y

Concurrent occurrence of adenocarcinoma and urothelial carcinoma of the prostate gland: A case report

HsuJY, Lin YS, Huang LH, Tsao TY, Hsu CY, Ou YC, Tung MC

Stage IV non-small cell lung cancer with multiple metastases to the small intestine leading to intussus-
ception: A case report

Niu QG, Huang MH, Kong WQ, Yu Y

Uterine artery pseudoaneurysm caused by hysteroscopic surgery: A case report

Kakinuma K, Kakinuma T, Ueyama K, Okamoto R, Yanagida K, Takeshima N, Ohwada M

Organizing pneumonia secondary to pulmonary tuberculosis: A case report

Liu M, Dong XY, Ding ZX, Wang QH, Li DH

Sclerosing epithelioid fibrosarcoma of the pancreas: A case report

Sun MQ, Guo LN, You Y, Qiu YY, He XD, Han XL

Extragastrointestinal stromal tumors with diffuse membranous distribution with bleeding: A case report

Xu JD, Wang Z, Zhou Q, Meng N, Zhang SM, Liu N

Jaishiden,

o WICC | https://www.wjgnet.com I September 16,2024 | Volume12 | Issue26 |



World Journal of Clinical Cases

Contents
Thrice Monthly Volume 12 Number 26 September 16, 2024

LETTER TO THE EDITOR

5998  Fragile hearts: Unveiling the crucial layers of frailty in elderly patients undergoing percutaneous coronary
interventions

Mitsis A, Myrianthefs M

6001 T lymphocyte proportion in Alzheimer’s disease prognosis

Willman M, Patel G, Lucke-Wold B

Geisnidenge VICC | https://www.wignet.com 111 September 16,2024 | Volume12 | Issue26 |



Contents

Thrice Monthly Volume 12 Number 26 September 16, 2024

World Journal of Clinical Cases

ABOUT COVER

Peer Reviewer of World Journal of Clinical Cases, Ralph Victor Yap, MD, RN, Assistant Professor, Surgeon,
Department of Surgery, Cebu Doctors' University Hospital, Cebu 6000, Philippines. rvyapmd@gmail.com

AIMS AND SCOPE

communicate their research findings online.

The primary aim of World Journal of Clinical Cases (WJCC, World | Clin Cases) is to provide scholars and readers from
various fields of clinical medicine with a platform to publish high-quality clinical research articles and

WJCC mainly publishes articles reporting research results and findings obtained in the field of clinical medicine
and covering a wide range of topics, including case control studies, retrospective cohort studies, retrospective
studies, clinical trials studies, observational studies, prospective studies, randomized controlled trials, randomized
clinical trials, systematic reviews, meta-analysis, and case reports.

INDEXING/ABSTRACTING

The WJCC is now abstracted and indexed in PubMed, PubMed Central, Reference Citation Analysis, China Science
and Technology Journal Database, and Superstar Journals Database. The 2024 Edition of Journal Citation Reports®
cites the 2023 journal impact factor (JIF) for WJCC as 1.0; JIF without journal self cites: 0.9; 5-year JIF: 1.1; JIF Rank:
168/325 in medicine, general and internal; JIF Quartile: Q3; and 5-year JIF Quartile: Q3.

RESPONSIBLE EDITORS FOR THIS ISSUE

Production Editor: Wen-Bo Wang, Production Department Director: Xu Guo; Cover Editor: Jin-Iei Wang.

NAME OF JOURNAL
World Journal of Clinical Cases

ISSN
ISSN 2307-8960 (online)

LAUNCH DATE
April 16,2013

FREQUENCY
Thrice Monthly

EDITORS-IN-CHIEF

Bao-Gan Peng, Salim Surani, Jerzy Tadeusz Chudek, George Kontogeorgos,
Maurizio Serati

EDITORIAL BOARD MEMBERS

https:/ /www.wjgnet.com/2307-8960/ editorialboard.htm

PUBLICATION DATE
September 16, 2024

COPYRIGHT
© 2024 Baishideng Publishing Group Inc

INSTRUCTIONS TO AUTHORS

https:/ /www.wignet.com/bpg/gerinfo/204

GUIDELINES FOR ETHICS DOCUMENTS

https:/ /www.wjgnet.com/bpg/Gerlnfo/287

GUIDELINES FOR NON-NATIVE SPEAKERS OF ENGLISH
https:/ /www.wijgnet.com/bpg/gerinfo/240

PUBLICATION ETHICS

https:/ /www.wjgnet.com/bpg/Gerlnfo/288

PUBLICATION MISCONDUCT

https:/ /www.wijgnet.com/bpg/gerinfo/208

ARTICLE PROCESSING CHARGE

https:/ /www.wignet.com/bpg/gerinfo/242
STEPS FOR SUBMITTING MANUSCRIPTS

https:/ /www.wjgnet.com/bpg/Gerlnfo/239

ONLINE SUBMISSION

https:/ /www.f6publishing.com

© 2024 Baishideng Publishing Group Inc. All rights reserved. 7041 Koll Center Parkway, Suite 160, Pleasanton, CA 94566, USA

E-mail: office@baishideng.com https://www.wjgnet.com

Beiondenge VVICC | https://www.wjgnet.com X

September 16,2024 | Volume12 | Issue26 |


https://www.wjgnet.com/bpg/gerinfo/204
https://www.wjgnet.com/bpg/GerInfo/287
https://www.wjgnet.com/bpg/gerinfo/240
https://www.wjgnet.com/bpg/GerInfo/288
https://www.wjgnet.com/bpg/gerinfo/208
https://www.wjgnet.com/2307-8960/editorialboard.htm
https://www.wjgnet.com/bpg/gerinfo/242
https://www.wjgnet.com/bpg/GerInfo/239
https://www.f6publishing.com
mailto:office@baishideng.com
https://www.wjgnet.com

7|0\

Submit a Manuscript: https:/ /www.f6publishing.com

DOI: 10.12998 / wijcc.v12.i26.5854

World Journal of
Clinical Cases

World | Clin Cases 2024 September 16; 12(26): 5854-5858

ISSN 2307-8960 (online)

EDITORIAL

Paired box proteins as diagnostic biomarkers for endocervical

adenocarcinoma

Jia-Hui Zhou, Xiang-Ning Zhang

Specialty type: Medicine, research
and experimental

Provenance and peer review:
Invited article; Externally peer
reviewed.

Peer-review model: Single blind

Peer-review report’s classification
Scientific Quality: Grade D
Novelty: Grade C

Creativity or Innovation: Grade C
Scientific Significance: Grade C

P-Reviewer: Ozaki T, Japan

Received: April 5, 2024

Revised: May 12, 2024

Accepted: May 23, 2024
Published online: September 16,
2024

Processing time: 108 Days and 23
Hours

Jaishideng

» WJCC | https://www.wjgnet.com

Jia-Hui Zhou, Pathology Department, Lishui Central Hospital, Lishui 323000, Zhejiang
Province, China

Xiang-Ning Zhang, Pathophysiology Department, Guangdong Medical University, Dongguan
523808, Guangdong Province, China

Corresponding author: Xiang-Ning Zhang, MD, PhD, Associate Professor, Pathophysiology
Department, Guangdong Medical university, No. 1 Xincheng Avenue, Songshan Lake
Scientific and Industrial Park, Dongguan 523808, Guangdong Province, China.

zhangxn 2006@]126.com

Abstract

In this editorial, we commented on the article by Akers et al published in the
recent issue of the World Journal of Clinical Cases. We focused specifically on the
role of the transcription factor paired box protein 8 (PAX8) belonging to the
family PAX in the carcinogenesis of a gynecologic tumor, endocervical adenocar-
cinoma, arising from the tissue of mesonephric origin, and the potential
diagnostic value for the same type of neoplasms. The global vaccination program
of human papillomavirus (HPV) has dramatically reduced the incidence of
cervical cancer, including cases of adenocarcinoma. The type of adenoid epithelial
origin has a lower frequency of HPV detection but tends to be more aggressive
and fatal. Cases of endocervical adenocarcinoma occurring in females of meno-
pause age have been described in the 2023 volume of the World Journal of Clinical
Cases and in our study recently published in Oncol Lett. The histopathological
findings and immunohistochemical assays showed that the lesions had glandular
morphology, and the specimens in these two reports were immunohistochem-
ically positive for the transcription factor PAX8, albeit that they had opposing
expression profiles of tumor suppressor pl6 and estrogen receptor and the
presence of the HPV genome. The presence of a mucin protein, MUC 5AC, as
revealed in both studies suggested target molecules for the diagnosis of mucinous
adenoid type of uterine tumor and other histological origins. The clinical outcome
was unfavorable due to metastasis and recurrence. This prompted the improve-
ment of the antitumor modality, with the introduction of precise targeting
therapy. Mucin has now been reported to be the therapeutic target for adenocar-
cinomas.

Key Words: Cervical adenocarcinoma; Diagnostic biomarker; Paired box protein 8;
Embryogenesis; Transcription factor
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Core Tip: Paired box proteins (PAXSs) are a family of transcription factors that play an important role in the embryogenesis of
different tissues through the regulation of gene expression. PAX 2, 5, and 8 are expressed in the sites of mesonephric tissues,
and their deregulation contributes to the genesis of urogenital tumors such as cervical and ovarian cancers. Immunohisto-
chemical staining and in situ hybridization tests revealed that the specimens of endocervical adenocarcinoma were positive
for the transcription factor PAX8 and human papillomavirus. It is proposed that combined with mucin of glandular tumor,
PAXS can be used as a diagnostic marker for cervical adenocarcinoma.

Citation: Zhou JH, Zhang XN. Paired box proteins as diagnostic biomarkers for endocervical adenocarcinoma. World J Clin Cases
2024; 12(26): 5854-5858

URL: https://www.wjgnet.com/2307-8960/full/v12/i26/5854.htm

DOI: https://dx.doi.org/10.12998/wjcc.v12.i26.5854

INTRODUCTION

In 2023, a report by Akers et al[1] published in the World Journal of Clinical Cases described a case of distant metastasis of
cervical adenocarcinoma with alterations in several biomarkers including tumor suppressor p16, estrogen receptor, and
transcription factor paired box protein 8 (PAX8). The case was also positive for human papillomavirus (HPV)[1]. We
recently reported 2 cases of gastric-type endocervical adenocarcinoma; one of the patients was immunohistochemically
positive for PAX8[2]. Because PAX protein expression related to the tissue origin of lesions during embryogenesis and
published data on the involvement of PAX proteins in the cancers of the ovary and uterine cervix, we aimed to dissect the
possible significance of using PAX proteins, especially PAXS8, as diagnostic and therapeutic targets of cervical adenocar-
cinoma.

Role of PAX proteins in mesonephric embryogenesis and carcinogenesis

Gynecologic tumors such as ovarian and cervical cancers arise from the tissues of mesonephric origin during embryo-
genesis. The transcription factors regulate embryonic development and play a role in organogenesis. The aberrant
expression is responsible for the genesis of malignancies. Some members of the PAX family are implicated in these
processes.

The PAX family comprises nine members, namely PAX1-9. They are divided into four groups based on their distinct
molecular motif composition. The transcription factors are preferentially expressed in different anatomic sites during
human embryogenesis to regulate gene expression; in relation to this, the PAX protein family molecules also contribute to
carcinogenesis in specific parts of the body.

The members of the PAX family preferentially contribute to the regulation of gene expression of different organs; early
expression of PAX2 is essential for the formation of the mesonephric duct[3]. It also compensates for the reduced
expression of PAX8 throughout kidney development; the expression of PAXS8 is activated in kidney and thyroid tissue
during their organogenesis process[4]. In addition, PAX1 and PAX9 are implicated in the development of the skeleton.
PAX2, 3,5, 6,7, and 8 are implicated in the development of the central nervous system[5], and aberrant expression of
these PAX family members contributes to malignancies of the kidneys, thyroid gland, ovary, fallopian tube, and uterine
cervix[6-8]. Table 1 summarizes the biological classification and activities of PAX family proteins including their role in
tumorigenicity.

Role of PAX proteins in the genesis of cervical adenocarcinoma

Two major types of tumors, squamous carcinoma and adenocarcinomal9,10], arise in the epithelial lining of the uterine
cervix. Cervical cancer predominantly of squamous epithelial origin is associated with infection of high-risk HPV like
types 16 and 18. The high incidence of HPV infection in cell cervical carcinoma offers an opportunity for global
eradication through HPV vaccination[11]. Cervical adenocarcinomas, however, form a spectrum from well-differentiated
adenoma malignum (a mucinous variant of minimal deviation adenocarcinoma) to poorly differentiated, invasive gastric-
type adenocarcinoma[12,13]. Endocervical carcinoma, specifically gastric-type cervical adenocarcinoma, has a low
incidence of HPV infection.

Generally, adenocarcinoma of the cervix has a poor prognosis. Regarding distant metastasis, cervical cancer typically
metastasizes to local structures through direct invasion, hematogenous dissemination, or dissemination through the
lymphatic system[14,15]. It was reported that breast metastases of cervical cancer occurred in the case of high-grade
adenocarcinoma with mucinous features that we discussed in our case study[2].

Buissidenge WICC | https:/ /www.wjgnet.com 5855 September 16,2024 | Volume12 | Issue26 |


https://www.wjgnet.com/2307-8960/full/v12/i26/5854.htm
https://dx.doi.org/10.12998/wjcc.v12.i26.5854

Zhou JH et al. Diagnostic value of PAX for cervical adenocarcinoma

Table 1 Classification, embryogenesis, and tumorigenicity of paired box protein family proteins

Group in PAX family ~ Member in PAX family Expression site during embryogenesis Involvement in tumorigenicity
I PAX1 Skeleton, thymus, pharyngeal pouch
PAX9 Skeleton, teeth, thymus
PAX2 Kidney, CNS Bladder and renal cancers
I PAX5 B cells, CNS Lymphomas
PAX8 Kidneys, thyroid gland, CNS Thyroid, ovarian, and cervical cancers
111 PAX3 Neural crest, CNS, muscle Melanoma, rhabdomyosarcoma
PAX7 Same as above Rhabdomyosarcoma
v PAX4 Pancreas, gut
PAX5 Pancreas, gut, and eyes Gastrointestinal cancers

CNS: Central nervous system; PAX: Paired box protein.

Figure 1 Histopathologic presentation of endocervical adenocarcinoma. Representative microscopic images of 2 cases of gastric-type endocervical
adenocarcinoma. A: Case 1; B: Case 2. The scale bar is a length of 100 um.

e
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Figure 2 Immunohistochemical staining of gastric endocervical adenocarcinoma. A: Positive staining for a mucin protein, MUC 5AC, which is a
biomarker of mucinous glandular tumor of the uterine cervix; B: Positive staining for the transcription factor paired box protein 8. The scale bar represents a length of
100 pm.

In situ hybridization test revealed that the case of cervical adenocarcinoma was positive for HPV and the transcription
factor PAX8. Similarly, we reported 2 cases of gastric-type endocervical adenocarcinoma with one case being positive for
PAXS[2]. Our cases presented as lesions of glandular appearance, and microscopically the tumor cells presented as cells
of adenoid epithelium (Figure 1). In addition to PAX8 they were positive for a mucin protein, MUC 5AC (Figure 2), and
negative for HPV. Furthermore, in contrast to the present report, our cases were negative for both estrogen receptor and
the tumor suppressor p16.

Both PAX2 and PAXS play an important role in the genesis of the anatomic structure of the ovary, uterus cervix, and
uterus corpus during embryonic development. It has been shown that PAX8 is expressed in tumors of the thyroid gland,
kidneys, and Miillerian tube, such as malignancies of ovary and endometrium, and its incidence of detection is high in
ovarian cancer[16-20]. The possible involvement of PAX8 has been revealed in the genesis of cervical cancer[21,22].
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PAX 8 has been recognized as a DNA binding transcription factor. A binding site for it has been identified in the
promoter region in Wilms’ tumor gene (WT1), coding for a product for the development of kidney and gonadal glands.
The data suggested that part of its role in kidney development was as a modulator of WT1 expression in the kidney[23]. It
remains to be tested whether tumors of the cervix and ovary have altered expression of WT1. While high PAX8 level is
present in thyroid cancers, it has been reported that the coding region of PAX8 is mutated in patients of thyroid
dysgenesis, and it is responsible for elevated thyroid-stimulating hormone levels in congenital hypothyroidism[24].
Given this, the molecules of particular members of the PAX family are proposed to be indicators or biomarkers for the
diagnosis of cervical adenocarcinoma or cancer of the cervix in general.

The expression of PAX8 has been noted in tumors of thyroid, renal, and Miillerian tube origins, like neoplasms
originating from ovary and endometrium. Meanwhile, however, PAX8 was reported to be expressed in all 20 cases
(100%) of benign endocervical epithelium specimens. Additionally, it was expressed in 97%-100% of adenocarcinoma in
situ and in 0%-87 % of endocervical adenocarcinoma specimens[25,26]. These findings suggest that the incidence of PAX
proteins is low with the progression of the tumor and that the aberrant expression profile of tissue antigen due to the
differentiation status in malignancy may account for negative PAX8 expression in 1 of our reported cases. The study of
numerous clinical samples is needed to clarify this issue.

CONCLUSION

Multiple drivers of cancer involve the genesis of cervical cancer. We immunohistochemically detected the presence of
mutant p53 in our reports. However, the oncogenicity-related changes could be highly heterogeneous; our study revealed
the absence of mutant k-ras as assayed using a PCR-based amplification refractory mutant system[2]. Our early work
showed that in HPV-positive cervical cancer cases, oncogene c-myc was overexpressed due to exon alteration[27] and the
change in c-myc, which cooperates with mutant k-ras, results in malignancy, as reported in another study[28]. The gain-
of-function mutations of oncogenes together with the mutation of tumor suppressor genes are common changes in
malignancies but less specific to particular neoplasms of certain histologic origins. It is therefore proposed that molecules
implicated in organogenesis related to tumors can be used as therapeutic targets for adenocarcinomas. The PAX family
proteins may fulfill such demands[29,30].
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