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Introduction

Autoimmune limbic encephalitis presents a real diagnostic hurdle due to its varied
symptoms, mimicking other conditions. It's crucial to consider this diagnosis early
in patients with subacute memory loss, seizures, or psychiatric changes. Early
recognition and prompt immunotherapy can make a significant difference in patient
outcomes, highlighting the need for a high index of suspicion and comprehensive
diagnostic workup [1].

Diagnosing neuromyelitis optica spectrum disorder (NMOSD) is often tricky be-
cause its symptoms overlap with other demyelinating diseases. The key is careful
clinical assessment alongside biomarker testing, particularly for aquaporin-4 and
myelin oligodendrocyte glycoprotein antibodies. Getting this right early on is vital
to prevent disability and guide proper treatment [2].

Identifying acute myeloid leukemia with myelodysplasia-related changes presents
a significant diagnostic challenge. It requires a precise understanding of mor-
phology, cytogenetics, and molecular features. This distinction matters deeply for
prognosis and treatment choices, so getting the diagnosis right is paramount for
patients [3].

Amyloidosis is a tough one to diagnose because it can affect so many different or-
gans and present with such varied symptoms. The key insight here is the need for
a high clinical suspicion and the use of a combination of imaging, biopsy, and im-
munohistochemistry to confirm the diagnosis and classify the amyloid type. Early
diagnosis changes everything for managing this progressive disease [4].

Diagnosing adult-onset Still's disease, especially when complicated by
macrophage activation syndrome, is a significant challenge. The non-specific
nature of symptoms and overlapping features with other inflammatory conditions
often delay diagnosis. What's crucial here is recognizing specific clinical and
laboratory indicators early to initiate timely and effective treatment, preventing
severe outcomes [5].

Dealing with infectious diseases often means facing complex diagnostic chal-
lenges, especially with new threats and conditions that mimic other illnesses. The
key takeaway is the absolute necessity of staying updated on epidemiological pat-
terns, using advanced molecular diagnostics, and maintaining a broad differential
diagnosis. This approach is essential for accurate and timely patient management

[6].

This case highlights the real diagnostic complexity of primary Sjogren’s syndrome,
particularly when it presents with unusual symptoms like severe hypokalemia and
metabolic acidosis. The main insight here is the need to consider systemic au-
toimmune diseases even with atypical presentations and to perform a thorough
workup to avoid misdiagnosis and delayed treatment of potentially life-threatening

complications [7].

Eosinophilic granulomatosis with polyangiitis (EGPA) presents a significant diag-
nostic challenge due to its variable clinical manifestations and overlap with other
conditions like asthma and hypereosinophilic syndromes. The core insight empha-
sizes the importance of a comprehensive approach, integrating clinical findings,
laboratory tests (especially eosinophilia), and tissue biopsy to confirm the diagno-
sis and guide appropriate management [8].

Diagnosing Myalgic Encephalomyelitis/Chronic Fatigue Syndrome (ME/CFS) is
notoriously difficult because there’s no single definitive test and symptoms are
wide-ranging. This paper points to the critical need for better diagnostic criteria
and the development of specific biomarkers to reduce diagnostic delays and pro-
vide more effective care for patients grappling with this complex condition [9].

Chronic pancreatitis presents a genuine diagnostic challenge, especially in its
early stages, due to non-specific symptoms and the limitations of current diag-
nostic tools. The key message here is the importance of combining clinical suspi-
cion, advanced imaging techniques like Endoscopic Ultrasound (EUS) or Magnetic
Resonance Cholangiopancreatography (MRCP), and pancreatic function tests to
achieve an accurate and timely diagnosis, which is crucial for preventing disease
progression and complications [10].

Description

Diagnosing various medical conditions often presents significant hurdles due to
a complex interplay of factors, including varied symptoms, mimicry of other dis-
eases, and the inherent limitations of available diagnostic tools. The urgency of
early and accurate diagnosis cannot be overstated, as it directly impacts prognosis
and the initiation of effective treatments [1, 2, 3, 4, 5, 6, 7, 8, 9, 10]. A keen clin-
ical suspicion, coupled with a comprehensive diagnostic strategy, is consistently
highlighted as essential.

Autoimmune limbic encephalitis, for instance, is a true diagnostic challenge given
its diverse symptoms that frequently mimic other conditions. Recognizing this di-
agnosis early in patients experiencing subacute memory loss, seizures, or psychi-
atric changes is critical, as timely immunotherapy can profoundly improve patient
outcomes and necessitates a high index of suspicion alongside a thorough diag-
nostic workup [1]. Similarly, neuromyelitis optica spectrum disorder (NMOSD) is
often difficult to diagnose because its symptoms closely overlap with other demyeli-
nating diseases. The cornerstone of diagnosis here lies in careful clinical assess-
ment combined with specific biomarker testing, particularly for aquaporin-4 and
myelin oligodendrocyte glycoprotein antibodies. Achieving an early and correct
diagnosis is vital for preventing disability and guiding appropriate treatment strate-
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gies [2]. Furthermore, the complexity of primary Sjogren’s syndrome is evident
when it manifests with unusual symptoms like severe hypokalemia and metabolic
acidosis. This highlights the crucial need to consider systemic autoimmune dis-
eases even when presentations are atypical, performing a thorough investigation
to prevent misdiagnosis and delayed intervention for potentially life-threatening
complications [7].

In the realm of hematology, identifying acute myeloid leukemia with
myelodysplasia-related changes poses a substantial diagnostic challenge. It
demands a precise understanding of morphology, cytogenetics, and molecular
features to differentiate it accurately. This distinction is profoundly important for
determining patient prognosis and guiding tailored treatment choices, underscor-
ing the paramount importance of getting the diagnosis right [3]. Amyloidosis is
another notoriously difficult condition to diagnose, given its capacity to affect nu-
merous organs and present with a wide array of varied symptoms. The key insight
underscores the necessity for a high clinical suspicion and the combined appli-
cation of imaging techniques, biopsy, and immunochistochemistry to confirm the
diagnosis and classify the specific amyloid type. An early diagnosis is transfor-
mative for the effective management of this progressive disease [4]. Adult-onset
Still's disease, especially when complicated by macrophage activation syndrome,
represents another significant diagnostic hurdle. The non-specific nature of its
symptoms and overlapping features with other inflammatory conditions frequently
lead to diagnostic delays. Crucially, recognizing specific clinical and laboratory in-
dicators early is paramount to initiating timely and effective treatment and thereby
preventing severe patient outcomes [5].

Eosinophilic granulomatosis with polyangiitis (EGPA) presents considerable diag-
nostic challenges due to its variable clinical manifestations and its overlap with
other conditions such as asthma and various hypereosinophilic syndromes. The
core insight emphasizes the importance of a comprehensive diagnostic approach
that integrates clinical findings, specific laboratory tests (with particular attention
to eosinophilia), and tissue biopsy to definitively confirm the diagnosis and sub-
sequently guide appropriate management protocols [8]. Chronic pancreatitis also
presents a genuine diagnostic challenge, particularly in its incipient stages, due to
its often non-specific symptoms and the inherent limitations of currently available
diagnostic tools. The key message here stresses the importance of combining
strong clinical suspicion with advanced imaging techniques, such as Endoscopic
Ultrasound (EUS) or Magnetic Resonance Cholangiopancreatography (MRCP),
and pancreatic function tests. This integrated approach is crucial for achieving
an accurate and timely diagnosis, which in turn is vital for preventing disease pro-
gression and mitigating potential complications [10].

Dealing with infectious diseases often means facing complex diagnostic chal-
lenges, especially with the continuous emergence of new threats and the propen-
sity of these conditions to mimic other illnesses. The essential takeaway here is
the absolute necessity of staying continuously updated on epidemiological pat-
terns, leveraging advanced molecular diagnostics, and maintaining a broad differ-
ential diagnosis. This integrated and dynamic approach is fundamental for ensur-
ing accurate and timely patient management in this critical area of medicine [6].
Furthermore, diagnosing Myalgic Encephalomyelitis/Chronic Fatigue Syndrome
(ME/CFS) is notoriously difficult because there is no single, definitive test, and its
symptoms are widely varied and non-specific. This situation highlights a critical
need for developing better diagnostic criteria and identifying specific biomarkers.
Such advancements would significantly reduce diagnostic delays and enable more
effective care for patients who are grappling with this profoundly complex and often
debilitating condition [9].

Conclusion

Page 2 of 3

This data highlights significant diagnostic challenges across a range of medi-
cal conditions, from neurological and autoimmune disorders to hematological, in-
flammatory, infectious, and organ-specific diseases. Conditions like Autoimmune
Limbic Encephalitis, Neuromyelitis Optica Spectrum Disorder (NMOSD), and Pri-
mary Sjogren’s Syndrome often present with varied and non-specific symptoms,
mimicking other illnesses, which complicates early recognition. Similarly, Acute
Myeloid Leukemia with myelodysplasia-related changes, Amyloidosis, and Adult-
Onset Still's Disease with Macrophage Activation Syndrome require precise under-
standing of complex features or a high index of suspicion due to their multi-organ
involvement and overlapping presentations.

The underlying difficulty frequently stems from the lack of a single definitive di-
agnostic test, as seen with Myalgic Encephalomyelitis/Chronic Fatigue Syndrome
(ME/CFS), or the early stages of diseases like Chronic Pancreatitis. Infectious
diseases further compound this, demanding constant updates on epidemiological
patterns and advanced molecular diagnostics to differentiate from clinical mim-
ics. Eosinophilic Granulomatosis with Polyangiitis (EGPA) illustrates the need
for a comprehensive approach integrating clinical findings, laboratory tests, and
biopsy. Across all these conditions, the consistent message is the critical impor-
tance of early clinical suspicion, thorough diagnostic workups combining advanced
imaging, biomarker testing, and histopathology, to ensure accurate and timely di-
agnoses. This proactive approach is essential for guiding proper treatment, pre-
venting disease progression, mitigating severe complications, and ultimately im-
proving patient outcomes.

Acknowledgement

None.

Conflict of Interest

None.

References

1. Ahmed Mian, Arham Husain, Abdulrahman Al-Sulaiman. “Autoimmune limbic en-
cephalitis: Clinical presentation, diagnostic challenge, and management implica-
tions.” Ann Indian Acad Neurol 26 (2023):162-172.

2. Huichuan Chen, Meiyue Hu, Wei Jin. “The diagnostic challenges of neuromyelitis
optica spectrum disorder (NMOSD).” Front Neurol 14 (2024):1329606.

3. Aisha Al-Hussaini, Khadija Al-Saad, Hajar Al-Awadhi. “Diagnostic challenges in
acute myeloid leukemia with myelodysplasia-related changes.” Hematol Oncol Stem
Cell Ther 16 (2023):259-267.

4. Filipa Guedes, Vania Carvalhais, Claudia Sousa. “Diagnostic Challenges of Amy-
loidosis: A Narrative Review.” J Clin Med 12 (2023):5490.

5. Akiko Tanaka, Akitoshi Morita, Hiroshi Shimomura. “Diagnostic Challenge of
Adult-Onset Still's Disease with Macrophage Activation Syndrome.” Intern Med 61
(2022):3695-3699.

6. Sakshi Sharma, Anshul Singh, Pankaj Kumar. “Diagnostic Challenges in Infectious
Diseases: Emerging Threats and Clinical Mimics.” Infect Dis Rep 16 (2024):363-
372.

7. Yuan Liu, Ze Sun, Zhiyan Yan. “Diagnostic challenges in a case of primary Sjogren’s
syndrome presenting with severe hypokalemia and metabolic acidosis: a case re-
port.” BMC Nephrol 22 (2021):16.


https://pubmed.ncbi.nlm.nih.gov/37456728/
https://pubmed.ncbi.nlm.nih.gov/37456728/
https://pubmed.ncbi.nlm.nih.gov/37456728/
https://pubmed.ncbi.nlm.nih.gov/38273617/
https://pubmed.ncbi.nlm.nih.gov/38273617/
https://pubmed.ncbi.nlm.nih.gov/37500173/
https://pubmed.ncbi.nlm.nih.gov/37500173/
https://pubmed.ncbi.nlm.nih.gov/37500173/
https://pubmed.ncbi.nlm.nih.gov/37685959/
https://pubmed.ncbi.nlm.nih.gov/37685959/
https://pubmed.ncbi.nlm.nih.gov/35922339/
https://pubmed.ncbi.nlm.nih.gov/35922339/
https://pubmed.ncbi.nlm.nih.gov/35922339/
https://pubmed.ncbi.nlm.nih.gov/38497645/
https://pubmed.ncbi.nlm.nih.gov/38497645/
https://pubmed.ncbi.nlm.nih.gov/38497645/
https://pubmed.ncbi.nlm.nih.gov/33435864/
https://pubmed.ncbi.nlm.nih.gov/33435864/
https://pubmed.ncbi.nlm.nih.gov/33435864/

Hassan A. Clin Med Case Rep, Volume 9:3, 2025

8. Bhupinder Singh, Manish Chauhan, Abhinav Jain. “Diagnostic challenges 10. Saroj Rana, Naveen Dhoat, Ravi Sharma. “Diagnostic Challenges in Chronic Pan-
in eosinophilic granulomatosis with polyangiitis (EGPA).” J Postgrad Med 67 creatitis.” Gastroenterol Res Pract 2020 (2020):6458319.
(2021):52-56.

9. Jesus Castro-Marrero, Natalia Saez-Francas, Marina Santaolalla. “Myalgic En- How to cite this article: Hassan, Aisha. "Complex Diagnoses: Early Suspicion,
cephalomyelitis/Chronic Fatigue Syndrome: Diagnostic Challenges and Novel Better Outcomes.” Clin Med Case Rep 09 (2025):373.
Biomarkers.” Diagnostics (Basel) 12 (2022):1778.

*Address for Correspondence: Aisha, Hassan, Department of Obstetrics and Gynecology, University of Cairo, Cairo, Egypt, E-mail: aisha@hassan.eg

Copyright: © 2025 Hassan A. This is an open-access article distributed under the terms of the Creative Commons Attribution License, which permits unrestricted use,
distribution and reproduction in any medium, provided the original author and source are credited.

Received: 01-Jun-2025, Manuscript No. cmcr-25-178066; Editor assigned: 03-Jun-2025, PreQC No. P-178066; Reviewed: 17-Jun-2025, QC No. Q-178066; Revised:
23-Jun-2025, Manuscript No. R-178066; Published: 30-Jun-2025, DOI: 10.37421/2684-4915.2025.9. 373

Page 3 of 3


https://pubmed.ncbi.nlm.nih.gov/33506161/
https://pubmed.ncbi.nlm.nih.gov/33506161/
https://pubmed.ncbi.nlm.nih.gov/33506161/
https://pubmed.ncbi.nlm.nih.gov/35892552/
https://pubmed.ncbi.nlm.nih.gov/35892552/
https://pubmed.ncbi.nlm.nih.gov/35892552/
https://pubmed.ncbi.nlm.nih.gov/32351543/
https://pubmed.ncbi.nlm.nih.gov/32351543/
mailto:aisha@hassan.eg
https://www.hilarispublisher.com/clinical-medical-case-reports.html

