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elsewhere for publication

Manuscript text should be submitted as Microsoft Word documents. Tables
and flow-charts should be submitted as Microsoft Word documents. Images
should be submitted as separate JPEG files (minimum resolution of 300 dpi).
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be submitted online through MJM Case Reports Editorial Manager.

All submissions must be accompanied by a completed Author Declaration
Form, Copyright Transfer Form and Conflict of Interest Form duly signed by
all authors. (Forms can be download here).

Article Processing Charge

The MJM Case Reports Article Processing Charge (APC) is a non-refundable
administrative fee. The current rate takes into account the administrative
process required for each submission, and this is a new journal. Hence, the fee
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Preparing your manuscript

Manuscripts should be divided into individual section headings and contain
the following information. It should not exceed 2000 words (excluding title
page, abstract and references).

Title page:

The title page should clearly state the title of the case report without the use
of any abbreviations, include full name(s) of the author(s), degrees (limited to
one degree or diploma), and affiliations. All the authors’ affiliations shall be
provided after the authors’ names. Indicate the affiliations with a superscript
number at the end of the author’s degrees and at the start of the name of the
affiliation. If the author is affiliated to more than one (1) institution, a
comma should be used to separate the number for the said affiliation.
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Please indicate the corresponding author and provide the affiliation, full
postal address and email.

Summary:

The abstract should provide a background to the case, summarise its key
points, highlight its novelty, learning outcome and implication for clinical
practice. It should not be longer than 250 words.

Keywords:

Keywords allows appropriate indexing of the published article to aid future
searching. Three to five keywords related to the case report should be
provided.

Introduction:

The introduction provides a background and overview of the problem that
will be highlighted in the case report. It also aims to summarise the relevant
literature pertaining to the topic. It ends with an introduction to the
patient/clinical condition that will be discussed in the following section.

Case presentation:
This section provides details of the case. The following is a suggested order of
the case presentation.

e Case history — demographic details and medical history
e Physical examination results

* Results of relevant tests or investigations

e Treatment plan

e Outcome of the treatment plan

Discussion:

This section expands on the background written in the introduction. It will
focus on the importance of the case and its novelty. Relevant literature should
be cited to put this case in the context of the wider published papers.

Conclusion:
The case report ends with a summary of the key points and how it adds to our
understanding of specific disease or condition.
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CASE REPORT

Cardiac sarcoidosis presenting as complete heart block
and heart failure: Importance of multidisciplinary approach

Izzatul Nadzirah Ismail, MRCP (IRE)’, Arvindran Alaga, FRCP (Edin)’, Vijayendran Rajalingam, MRCP (UK)?,

Saravanan Krishinan, MRCP (IRE)’

'Respiratory Department, Hospital Sultanah Bahiyah, Alor Setar, Kedah, *Cardiology Department, Hospital Sultanah Bahiyah,

Alor Setar, Kedah

SUMMARY

Introduction: Cardiac sarcoidosis is uncommon but causes
significant morbidity and mortality. Unfortunately, achieving
a definitive diagnosis is challenging. Case presentation:
Two gentlemen are presented who complained of syncope
due to complete heart block and heart failure. Blood
investigations were non-diagnostic, while echocardiography
showed poor ejection fraction. Cardiac MRI showed
infiltrative heart disease with mediastinal
lymphadenopathies. Biopsies of the lymph nodes and lung
parenchyma were done through a flexible bronchoscope
with  endobronchial ultrasound (EBUS). Result:
Histopathology showed non-caseating granulomas
suggestive of sarcoidosis. Treatment with corticosteroid
therapy and dual-chamber pacemaker insertion resulted in
resolution of symptoms. Conclusion: Cardiac sarcoidosis
should be suspected in patients with conduction problems
or non-ischaemic cardiomyopathy. A multidisciplinary team
approach is important for definitive diagnosis and proper
management. EBUS-FNA provides a minimally invasive and
effective method for tissue confirmation.

INTRODUCTION

Sarcoidosis is a systemic inflammatory disease caused by the
accumulation of non-caseating granulomas that can occur in
various organs. The lung is the most common organ affected,
but approximately 5% of patients may have cardiac
involvement. Cardiac sarcoidosis is uncommon but deadly.
Non-caseating granulomas of sarcoidosis lead to
inflammation of the pericardium, endocardium and, most
commonly, the myocardium. Progression from focal
inflammation to scar formation in the left ventricular free
wall and the papillary muscles may result in the
development of cardiomyopathies, arrhythmias, and even
sudden cardiac death.’

Two cases of cardiac sarcoidosis are presented to highlight the
importance of multimodal imaging together with biopsy to
obtain the diagnosis in highly suspicious patients.

CASE PRESENTATION

Case 1

A 69-year-old Indian gentleman with underlying type 2
diabetes mellitus, hypertension and dyslipidaemia presented
to the cardiology team with multiple syncopal attacks in

2018. Full blood counts, renal profiles, electrolyte levels and
thyroid function tests were normal. Magnetic resonance
imaging (MRI) and magnetic resonance angiography (MRA)
of the brain and coronary angiogram were normal.
Electrocardiogram (ECG) revealed complete heart block
(Figure 1A), and echocardiogram (ECHO) showed dilated
right atrium, right ventricle, and left atrium with reduced
ejection fraction of 40%. He underwent dual-chamber
pacemaker insertion for symptomatic complete heart block.
The patient has been well since then with no subsequent
syncopal episodes.

However, the patient developed worsening failure symptoms
in 2020. Repeated ECHO demonstrated a worsening ejection
fraction of 32% with thick left and right ventricles, and ECG
showed multiple premature ventricular complexes. Cardiac
MRI revealed parietal pericardial enhancement with late
gadolinium enhancement (LGE) suggestive of infiltrative
heart disease (Figure 1B), while computed tomography (CT)
of the thorax showed mediastinal lymphadenopathy (Figure
1C). The patient underwent a positron emission tomography
(PET) scan, which revealed metabolically active lesions at the
cardiac, mediastinal lymph nodes and spleen.

The patient was referred to the pulmonology team, who
performed transbronchial needle aspiration (TBNA) of the
lymph node at station 7 using Olympus Vizishot-2 (22G
Needle) by linear-endobronchial ultrasound (L-EBUS, BF-
UC190F-Olympus, Tokyo, Japan). The patient underwent
EBUS-TBNA, during which four passes were performed on the
selected node, with 10 to 12 revolutions per pass.
Histopathology (HPE) of the lymph node showed chronic
granulomatous inflammation - the presence of multiple
naked granulomas with occasional Schaumann bodies
suggestive of sarcoidosis (Figures 1D and 1E). He was treated
with a tapering dose of oral prednisolone (20 mg once daily
(OD) for 2 weeks, 15 mg OD for 2 weeks and currently on 10
mg OD) as well as antifailure medications. Subsequent
follow-up demonstrated resolution of symptoms and
improvement in ejection fraction to 50%.

Case 2

A 54-year-old Indian gentleman working as a barber
presented with a near-syncopal episode in December 2013 to
the cardiology team. ECG showed complete heart block
(Figure 2A). Blood investigation showed normal full blood
counts, renal profile, electrolytes and thyroid function test.

This article was accepted: 4 February 2026
Corresponding Author: Izzatul Nadzirah
Email: izzatnadz@gmail.com
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Cardiac MRI (Figure 2B) showed thickened myocardium with
parietal enhancement and LGE over the lateral, inferoseptal
and inferior walls in the midcavity and left ventricle with
small pericardial effusion. A coronary angiogram showed
normal coronaries, and a dual-chamber pacemaker was
inserted in view of his complete heart block. He had not
started on any medications then. He was subsequently lost to
follow-up for device checks.

In September 2018, he presented again with reduced effort
tolerance and bilateral lower limb swelling. ECG showed
atrial fibrillation, and ECHO revealed thickened visceral
pericardium, pericardial effusion and poor ejection fraction.
Investigations for connective tissue disease, tuberculosis, and
other infective causes were all negative. Serum angiotensin-
converting enzyme (ACE) was also normal. Chest x-ray (CXR)
showed bilateral hilar lymphadenopathy (Figure 2C). CT
thorax (Figure 2D) demonstrated multiple mediastinal
lymphadenopathies and small, calcified granulomas in the
right upper lobe. The patient was referred to the
pulmonology team, who proceeded with TBNA of the lymph
node at station 7 and transbronchial lung biopsy (TBLB) by
L-EBUS. Four passes were performed during EBUS-TBNA for
the selected node, with 10 to 12 revolutions per pass. HPE of
the lymph node and lung parenchyma revealed

granulomatous inflammation suggestive of sarcoidosis
(Figures 2E and 2F). Ophthalmology assessment revealed
bilateral chronic anterior uveitis. He was then diagnosed with
sarcoidosis with multiorgan involvement (heart, lung, eye).

The patient was treated with a tapering dose of oral
prednisolone (20mg OD for 2 weeks, 15mg OD for 2 weeks,
then 10mg OD) and antifailure medications. He succumbed
three months later to severe pneumonia, attributed to
immunosuppression resulting from prolonged corticosteroid
use.

DISCUSSION

Sarcoidosis is an uncommon chronic systemic inflammatory
and infiltrative disorder characterised by non-caseating
granulomata. A diagnosis of sarcoidosis is based on
compatible clinical and radiological findings, histological
evidence of non-caseating granulomas and the exclusion of
other causes of granulomatous disease. Sarcoidosis is
common among adults less than 40 years old and peaks
between 20 and 29 years of age, with a modest female
predominance.”> However, both our cases were above the age
group, and both were males.

Fig. 1: ECG showing complete heart block (1A), Cardiac MRI showing enhanced parietal pericardium with LGE (1B), CT thorax showing
mediastinal lymphadenopathy (1C), HPE lymph node showing naked granuloma with Langhans type multinucleated giant cell

(1D) and Schaumann body (1E).
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Cardiac sarcoidosis presenting as complete heart block and heart failure: Importance of multidisciplinary approach

Fig. 2: ECG showing complete heart block (2A), CMRI showing enhanced parietal pericardium with LGE (2B), CXR showing bilateral hilar
lymphadenopathy (2C), CT Thorax showing mediastinal lymphadenopathy (2D), EBUS-TBNA HPE showing small tight granulomas
within the lung interstitium (2E) and naked granulomas with Langhans type multinucleated giant cells (2F).

A subset of cases involves the heart, which is calculated to be
around 5% of patients with systemic disease. Cardiac
manifestations vary from conduction abnormalities,
ventricular arrhythmias, atypical chest pain, pericarditis,
ventricular aneurysms, and congestive cardiac failure to
sudden cardiac arrest.* The most common sites of
involvement in the heart are the interventricular septum
base (causing conduction abnormality and heart block), the
left free wall (causing aneurysms, heart failure and
arrhythmias) and the papillary muscles (causing heart
failure).* Both of our patients presented with recurrent
syncope due to complete heart block and heart failure
symptoms.

Cardiac MRI is a striking diagnostic non-invasive method due
to its ability to identify small regions of myocardial damage,
even with preserved left ventricular systolic function.!
Presence of LGE on cardiac MRI is the best independent
predictor of fatal events, though bigger studies are needed to
determine the sensitivity and specificity of screening
processes for uncovering asymptomatic cardiac involvement.
There is no specific pattern of LGE that is pathognomonic for
cardiac sarcoidosis. Hence, images must be interpreted in the
context of the patient’s history and other relevant

MJM Case Reports Journal Vol 5 No 2 August 2026

investigations under the expertise of a trained cardiologist
and/or radiologist.

ACE is produced by epithelioid cells of activated
macrophages. Serum ACE levels are often elevated, which
may correlate with the total granuloma burden and disease
severity but are not specific for sarcoidosis. However, a
normal serum ACE level should not exclude the diagnosis, as
seen in Case 2. Serum ACE can also be elevated in leprosy,
histoplasmosis, hyperthyroidism and lymphoma. ECHO may
reveal some abnormalities which may provide a clue to the
diagnosis, but it is not specific either. Some of the positive
ECHO findings are basal thinning of the ventricular septum,
ventricular aneurysm and reduced left ejection fraction.

The most reliable method of diagnosis is via a tissue biopsy of
any obvious lesions either from endomyocardium, lymph
nodes or other organs. However, because of the scattered
nature of the lesions, the diagnostic rate achieved with biopsy
in cardiac sarcoidosis is low. Thus, a negative biopsy does not
rule out cardiac sarcoidosis. Since the procedure is invasive
and not without significant risk, it is done only in selected
cases.? As illustrated by both cases above, both patients had
lesions in the lungs which can be biopsied more safely

99



Case Report

Table I: Diagnostic Guidelines for Cardiac Sarcoidosis (JCS 2016 guideline)

Clinical findings defining cardiac involvement

Cardiac findings should be assessed based on the major criteria and the minor criteria. Clinical findings that satisfy the following 1) or 2)
strongly suggest the presence of cardiac involvement.

1. Two or more of the five major criteria (a) to (e) are satisfied.

2. One in the five major criteria (a) to (e) and two or more of the three minor criteria (f) to (h) are satisfied

Criteria for cardiac involvement

1. Major criteria

a. High-grade atrioventricular block (including complete atrioventricular block) or fatal ventricular arrhythmia (e.g., sustained
ventricular tachycardia, and ventricular fibrillation)

b. Basal thinning of the ventricular septum or abnormal ventricular wall anatomy (ventricular aneurysm, thinning of the middle or upper

ventricular septum, regional ventricular wall thickening)

Left ventricular contractile dysfunction (left ventricular ejection fraction less than 50%) or focal ventricular wall asynergy

67Ga citrate scintigraphy or 18F-FDG PET reveals abnormally high tracer accumulation in the heart

e. Gadolinium-enhanced MRI reveals delayed contrast enhancement of the myocardium

an

2. Minor criteria

f.  Abnormal ECG findings: Ventricular arrhythmias (non-sustained ventricular tachycardia, multifocal or frequent premature ventricular
contractions), bundle branch block, axis deviation, or abnormal Q waves

g. Perfusion defects on myocardial perfusion scintigraphy (SPECT)

h. Endomyocardial biopsy: Monocyte infiltration and moderate or severe myocardial interstitial fibrosis

Diagnostic guidelines for cardiac sarcoidosis

Histological diagnosis group (those with positive myocardial biopsy findings)

1. Cardiac sarcoidosis is diagnosed histologically when endomyocardial biopsy or surgical specimens demonstrate non-caseating
epithelioid granulomas.

2. Clinical diagnosis group (those with negative myocardial biopsy findings or those not undergoing myocardial biopsy) The patient is
clinically diagnosed as cardiac sarcoidosis (1) when epithelioid granulomas are found in organs other than the heart, and clinical
findings strongly suggestive of the above-mentioned cardiac involvement are present; or (2) when the patient shows clinical findings
strongly suggestive of pulmonary or ophthalmic sarcoidosis; at least 2 of the five characteristic labouratory findings of sarcoidosis;
and clinical findings strongly suggest the above-mentioned cardiac involvement.

Characteristic labouratory findings of sarcoidosis

Bilateral hilar (or mediastinal) lymphadenopathy

High serum angiotensin-converting enzyme (ACE) activity or elevated serum lysozyme levels
High serum soluble interleukin-2 receptor (sIL-2R) levels

Significant tracer accumulation in 67Ga citrate scintigraphy or 18F-FDG PET

A high percentage of lymphocytes with a CD4/CD8 ratio of > 3.5 in BAL fluid

uRWN =

Diagnostic guidelines for isolated cardiac sarcoidosis

Prerequisite

1. No clinical findings characteristics of sarcoidosis are observed in any organs other than the heart (The patient should be examined in
detail for respiratory, ophthalmic, and skin involvements of sarcoidosis. When the patient is symptomatic, other aetiologies that can
affect the corresponding organs must be ruled out.).

2. 67Ga scintigraphy or 18F-FDG PET reveals no abnormal tracer accumulation in any organs other than the heart.

3. A chest CT scan reveals no shadow along the lymphatic tracts in the lung or hilar and mediastinal lymphadenopathy (minor axis
>10mm).

1. Histological diagnosis group
Isolated cardiac sarcoidosis is diagnosed histologically when endomyocardial biopsy or surgical specimens demonstrate non-caseating
epithelioid granulomas.

2. Clinical diagnosis group
Isolated cardiac sarcoidosis is diagnosed clinically when the criterion (d) and at least three other criteria (a) to (e) are satisfied

compared to an invasive endomyocardial biopsy. Overall,
EBUS-TBNA has sensitivity up to 89% with good diagnostic
yield (86%) and negative predictive value (79%). 4EBUS-
TBNA is also generally safe for adults, even those above 70

Endoscopic ultrasound (EUS) fine needle aspiration (FNA)
and EBUS FNA also provide high diagnostic yield in
sarcoidosis.

years old. EBUS-TBNA has also shown superiority compared
to mediastinoscopy, as it is safer, less invasive and able to
sample stations that are difficult to reach by
mediastinoscopy, such as hilar and posterior carinal nodes.
EBUS-TBNA was preferred for both cases in view of poor
ejection fraction, which was deemed high risk for
mediastinoscopy under general anaesthesia. Transbronchial
cryobiopsy of mediastinal lymph nodes can be utilised in
cases of suspected sarcoidosis to yield bigger samples.

100

On microscopic examination, the granulomas are composed
of epithelioid cells and multinucleated giant cells which are
characteristically non-caseating. Commonly there are small
numbers of surrounding lymphocytes and plasma cells (tight
or naked granuloma). The giant cells may contain asteroid
bodies, Schaumann bodies or other microcalcifications which
are classically seen but not pathognomonic for sarcoidosis.®
This was clearly demonstrated in both cases.

MJM Case Reports Journal Vol 5 No 2 August 2026
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Sarcoidosis is mainly diagnosed via biopsy (heart or other
organs) with other supportive findings such as bilateral hilar
lymphadenopathy, high serum ACE level or a CD4/CD8 ratio
of >3.5 in bronchoalveolar lavage fluid.* Cardiac sarcoidosis
is diagnosed based on the Japanese (JCS 2016) guideline for
the diagnosis of cardiac sarcoidosis (Table I)5. The guideline
defines cardiac sarcoidosis when two or more major criteria
are fulfilled or one major and two or more minor criteria.’
Both our cases fulfilled the criteria of cardiac sarcoidosis
based on the guideline. As illustrated by both cases, the
diagnosis of cardiac sarcoidosis was challenging at initial
presentation, as it requires a high index of suspicion and can
only be confirmed via biopsy, which is difficult to obtain,
especially in a case of isolated cardiac sarcoidosis.

Immunosuppression with corticosteroids remains the
standard therapy for the acute inflammatory phase of
cardiac sarcoidosis, but there is an evolving role for steroid-
sparing agents. Systemic corticosteroids remain the first-line
therapy owing to their efficacy in achieving an excellent
clinical response within a shorter timeframe. Non-steroidal
agents such as methotrexate, azathioprine, mycophenolate
mofetil, leflunomide, cyclosporine or cyclophosphamide may
be considered if treatment fails or if patients develop adverse
reactions to systemic corticosteroids.’

Since cardiac arrhythmias in cardiac sarcoidosis may be
fatal, permanent pacemakers (PPM) or implantable cardiac
defibrillators (ICD) play an important role in management.
Current guidelines recommend ICD implantation in cardiac
sarcoidosis patients with sustained ventricular tachycardia,
post cardiac arrest, and LVEF of 35% or less, while PPM is
suggested for those patients with high atrioventricular blocks.
Both our patients had dual-chamber pacemakers inserted, as
both initially presented with symptomatic complete heart
block.

MJM Case Reports Journal Vol 5 No 2 August 2026

This case series highlights that cardiac sarcoidosis should be
considered in any patient presenting with conduction
abnormalities, especially complete heart block or non-
ischaemic cardiomyopathy. A multidisciplinary team
approach is invaluable for establishing a definitive diagnosis.
EBUS-FNA provides a high diagnostic yield in cases of
sarcoidosis.
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SUMMARY

Melioidosis, caused by Burkholderia pseudomallei, is
endemic in Southeast Asia and often complicated by
comorbidities such as chronic kidney disease (CKD).
Rasmussen aneurysm is a rare but life-threatening vascular
complication, typically linked to tuberculosis but
occasionally seen in destructive lung infections. A 52-year-
old man is reported with poorly controlled diabetes, stage 5
CKD, and prior pulmonary tuberculosis, admitted with fever
and productive cough. Blood cultures grew B. pseudomallei,
confirming melioidosis. While on renal dose-adjusted
ceftazidime, he developed haemoptysis; CT angiography
revealed a right upper lobe Rasmussen aneurysm,
successfully managed with bronchial artery embolization.
Antimicrobial therapy required adaptation due to
hyperkalaemia and transaminitis from trimethoprim-
sulfamethoxazole (TMP-SMX), prompting temporary switch
to amoxicillin-clavulanate. Following dialysis initiation and
biochemical stabilisation, TMP-SMX was safely reintroduced
and completed for 12 weeks per 2020 Darwin guidelines. The
patient remained stable without recurrence at follow-up.
This case illustrates the complexity of managing melioidosis
in the setting of advanced CKD, the need for tailored
antimicrobial strategies, and the lifesaving role of early
vascular imaging and intervention in Rasmussen aneurysm.
Multidisciplinary coordination across district and tertiary
care was important to the favourable outcome.

INTRODUCTION

Melioidosis, caused by Burkholderia pseudomallei, is a Gram
negative bacillus endemic in Southeast Asia, including
Malaysia. It manifests variably, from asymptomatic
exposure to fulminant septicemia, and commonly affects
individuals with risk factors like diabetes mellitus, chronic
kidney disease, and environmental exposure to soil or water.!
Our patient had multiple such risk factors, including poorly
controlled diabetes and CKD.

Pulmonary involvement is frequent, yet haemoptysis is an
uncommon presentation, when present, it may signify

vascular complications such as Rasmussen aneurysm.’
Though classically associated with cavitary tuberculosis,
similar vascular lesions can occur in destructive lung disease
regardless of etiology.

Treatment follows a biphasic approach, with an IV intensive
phase followed by oral eradication therapy, typically guided
by the Darwin melioidosis protocol. The duration of IV
therapy varies based on disease severity and focus, while oral
trimethoprim-sulfamethoxazole for at least 12 weeks is
recommended during eradication phase.* CKD complicates
this approach, as it necessitates renal-adjusted dosing, close
monitoring for adverse effects (e.g. hyperkalaemia,
hepatotoxicity), and occasional substitution of TMP-SMX
when intolerance arises.*

CASE PRESENTATION

A 52 year old Malay man, current smoker with a 30 pack
year history, presented to Hospital Bentong, a district hospital
in Pahang with fever and productive greenish cough for two
days. He reported previous employment in plantation-based
manual labour involving frequent contact with wet soil, a
known risk factor for melioidosis exposure. His background
includes insulin dependent diabetes mellitus (DM) (poorly
controlled), hypertension, dyslipidemia, stage 5 chronic
kidney disease (CKD), and a right below knee amputation in
2020 due to diabetic foot ulcer. He completed a 6 month
course of anti-tuberculous therapy for pulmonary
tuberculosis in 2017.

He had previously been admitted to our centre for evaluation
of renal anaemia and acute on chronic kidney disease. He
presented with lethargy and haemoglobin of 6.6 g/dL
(baseline =8.7 g/dL). He denied bleeding, supplement use,
constitutional symptoms, chronic cough, or TB contact. At
admission, creatinine  was 746 pmol/L (eGFR
6.7 mL/min/1.73 m?). He received one unit of packed red
cells. Iron studies showed iron and folic acid deficiency.
Kidney function improved to creatinine 457 pumol/L (eGFR
12 mL/min/1.73 m?) by discharge.

This article was accepted: 12 March 2026
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Fig. 1: Serial imaging of the chest demonstrating disease progression and response to treatment.
(A) Initial chest radiograph (CXR) at first presentation shows right upper zone haziness.
(B) CXR during current admission reveals persistent right upper zone haziness with new right lower zone consolidation.
(C) CXR on Day 5 of admission demonstrates radiological improvement following intravenous Ceftazidime therapy.
(D) Axial CT thorax angiography identifies an arterial enhancing lesion (0.6 x 0.9 x 0.6 cm, AP x W x CC), consistent with an
aneurysm arising from a segmental branch of the right lobar pulmonary artery.

There was haziness in the right upper zone on the Chest
radiograph (Figure. IA) which raised the concern for TB
reactivation. Empirical amoxicillin-clavulanate was
initiated. TB work-up (three sputum AFB smears, GeneXpert,
culture), Mantoux test, HIV, HBsAg, and HCV was negative.
After 5 days, he was discharged stable and observed at CKD
clinic.

Three months following his initial presentation, the patient
re-presented with fever (39.0 °C), productive cough, and
bilateral lower limb oedema. He appeared septic but
remained alert. He was tachypneic (respiratory rate 22
breaths per minute) and maintained a SpO; of 96% on a 60%
Venturi mask. Physical examination revealed bilateral basal
crepitations, more prominent on the right, along with
minimal pitting pedal oedema. Chest radiography (Figure

MJM Case Reports Journal Vol 5 No 2 August 2026

1B) showed right lower zone consolidation and right hilar
prominence. Differential diagnoses at admission included
community-acquired pneumonia, reactivation of pulmonary
tuberculosis, and bronchogenic carcinoma.

Empirical treatment was initiated with intravenous
amoxicillin-clavulanate, basal-bolus insulin, felodipine,
antipyretics, cough suppressants, oral sodium bicarbonate,
and pantoprazole. Given the presence of bilateral lower limb
oedema and advanced chronic kidney disease, intermittent
low-dose intravenous frusemide was administered for volume
control with prompt clinical and radiographic response.
Blood cultures obtained on day 1 grew Burkholderia
pseudomallei, sensitive to ceftazidime, confirming a diagnosis
of pulmonary melioidosis. Amoxicillin-clavulanate was
discontinued, and renal dose-adjusted IV ceftazidime (2 g

103



Case Report

Fig. 2: Angiographic images demonstrating pre- and post-embolization findings of the right superior intercostal and right

intercostobronchial arteries.

(A) Right superior intercostal artery, pre-embolization — abnormal vascularity with evidence of shunting.

(B) Right superior intercostal artery, post-embolization — complete occlusion of the abnormal vascularity and shunting.

(C) Right intercostobronchial artery, pre-embolization — abnormal hypervascularity with shunting.

(D) Right intercostobronchial artery, post-embolization — complete occlusion of the abnormal hypervascularity and shunting.

once daily) was initiated on day 3 in accordance with the
Darwin guidelines for melioidosis management.

By day 5, his respiratory status improved, allowing oxygen to
be discontinued. A follow-up chest radiograph (Figure 1C)
demonstrated significant radiological improvement.
Abdominal ultrasound on day 6 showed no evidence of intra-
abdominal abscesses. Formal transthoracic
echocardiography was not performed, as there were no
clinical features suggestive of overt cardiac failure, and the
patient demonstrated rapid clinical and radiological
improvement following antimicrobial therapy and volume
optimisation.

On day 12, eradication therapy with oral trimethoprim-

sulfamethoxazole (TMP-SMX) was commenced while
intravenous ceftazidime was continued. TMP-SMX was
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discontinued within 24 hours due to hepatotoxicity and
hyperkalaemia with metabolic acidosis. Supportive
management with oral calcium polystyrene sulfonate and
sodium bicarbonate was provided, and eradication therapy
was deferred until clinical parameters had stabilised.

Despite clinical improvement of respiratory symptoms, and
after TMP-SMX had already been discontinued, on day 14 of
ongoing IV ceftazidime therapy (completing a 14-day
intensive phase), the patient developed new-onset
haemoptysis with a drop in haemoglobin from 8.3 to 7.6
g/dL, requiring transfusion of one unit of packed red blood
cells. A CT thorax angiogram (Figure 1D) performed in week
4 revealed multiple cavitating lesions with surrounding
consolidation in the apical segment of the right upper lobe.
Notably, a 0.6 x 0.9 x 0.6 cm arterially enhancing lesion
consistent with a Rasmussen aneurysm was seen, arising
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from a branch of the right upper lobe pulmonary artery.
There was no radiological evidence of tuberculosis
reactivation, and chronic changes were attributed to prior TB
infection.

Due to persistent haemoptysis and concern for aneurysmal
rupture, the patient underwent successful bronchial artery
embolization in week 5, performed by the Interventional
Radiology team at Hospital Kuala Lumpur (Figure 2A-IID).
Selective  catheterization of the abnormal right
intercostobronchial artery and right superior intercostal
artery was performed, and the feeding vessel to the aneurysm
was occluded with polyvinyl alcohol particles (350-500 pm),

achieving complete stasis. Haemoptysis resolved
immediately, and no post-procedural complications
occurred.

The patient completed a total of 28 days of intravenous
ceftazidime treatment in the ward. The prolonged intensive
phase was chosen due to bacteraemia, cavitating pulmonary
disease, and the development of a vascular complication.
Following biochemical stabilisation and after discussion with
the infectious disease team at HTAA Kuantan via remote
consultation, eradication therapy was reinitiated on day 28
using oral amoxicillin-clavulanate (1875 mg once daily) as a
temporary bridging alternative pending biochemical
stabilisation.

One week later, the patient experienced deterioration in
renal function and hemodialysis was initiated via a right
internal jugular catheter. This intervention resulted in
normalisation of serum potassium and correction of
metabolic acidosis, which allowed the safe reintroduction of
TMP-SMX as eradication therapy (Table. I). The patient
subsequently completed a full 3-month course of eradication
therapy with TMP-SMX without further complications. At
follow-up, he remained clinically stable and asymptomatic,
with no signs of disease recurrence.

DISCUSSION

Melioidosis, caused by Burkholderia pseudomallei, is
endemic to Southeast Asia and northern Australia.
Pneumonia and bacteraemia are among its most frequent
clinical manifestations.® In Malaysia, the disease
disproportionately affects individuals with underlying
comorbidities especially diabetes mellitus, present in over
half of all cases, and chronic kidney disease (CKD), which is
associated with a threefold increase in infection risk.®

Our patient carried several high-risk features, including
poorly controlled diabetes, advanced CKD, and a past history
of pulmonary tuberculosis. The combination of pneumonia
and bacteraemia placed him at particularly high risk for
complications. Local and regional studies have shown that
bacteraemic melioidosis can carry mortality rates up to 65%,
particularly when complicated by acute kidney injury.6 Both
CKD and bacteraemia are known to independently increase
the risk of AKI, which is strongly associated with ICU
admission and higher mortality.”
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Diagnosing pulmonary melioidosis can be challenging given
its nonspecific symptoms and overlap with TB or
malignancy. In our patient, early blood cultures were key to
confirming the diagnosis and starting the right treatment,
highlighting the importance of prompt cultures and clinical
suspicion in endemic areas.

Although in melioidosis pneumonia and bacteraemia
without a focus, adding trimethoprim-sulfamethoxazole has
not been part of the initial intensive therapy, however,
commencement during the intensive phase was necessitated
in this case to enable monitoring of adverse events.
Trimethoprim-sulfamethoxazole (TMP-SMX) remains the
first-line agent for melioidosis eradication; however, its use in
advanced CKD is complicated by risks of hyperkalaemia and
hepatotoxicity, both of which our patient experienced early
in the course.® This necessitated a temporary switch to
amoxicillin-clavulanate as an alternative agent, albeit one
associated with a higher relapse rate. Dosing, however,
presents a clinical dilemma in patients with renal
impairment.

Although standard renal dosing guidelines typically call for
reducing amoxicillin-clavulanate in patients with CKD to
minimise toxicity, the consensus statements by Cheng et al.
and Chierakul et al. highlight a different priority in
melioidosis ensuring adequate drug levels to effectively
eradicate the infection, even if higher than standard doses
are required.® A practical approach was adopted in this
patient by administering 1875 mg once daily before dialysis
to strike a balance between therapeutic efficacy and safety,
particularly given the limitations of a district hospital setting.
A particularly rare but life-threatening complication in this
case was the development of a Rasmussen aneurysm, a
pseudoaneurysm of a pulmonary artery branch adjacent to
cavitary lung lesions. Though classically associated with
tuberculosis, similar vascular lesions may occur in
necrotizing pneumonias, including melioidosis. When
ruptured, it can cause massive haemoptysis and carry a
mortality rate exceeding 50%.° In this case, early detection
via CT angiography and prompt bronchial artery
embolization were lifesaving.

In Malaysia, melioidosis case fatality rates range from 33% to
54%, with delays in diagnosis and treatment often
contributing to recurrence or death.6 Several poor prognostic
indicators were identified in this patient, including
bacteraemia, leukocytosis, chronic kidney disease, and
metabolic acidosis, all of which have been associated with
worse outcomes.”” Despite this, early diagnosis, tailored
antimicrobial therapy, and a flexible treatment plan helped
avoid adverse outcomes.

This case highlights the complexity of managing melioidosis
in patients with severe CKD, especially in resource-limited or
district hospital settings. Antimicrobial adjustments,
managing renal-related complications, and coordinating
referrals to tertiary centres required close collaboration
between internal medicine, infectious disease, nephrology,
and interventional radiology teams. Remote consultation
proved invaluable in decision-making when subspecialty
support was not readily available on site. It highlights that
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with careful monitoring and interdisciplinary coordination,
even high-risk patients with multiple comorbidities can
achieve favourable outcomes, even outside of tertiary
academic centres.

This case highlights the multidimensional challenges of
managing melioidosis in a patient with advanced chronic
kidney disease and complex comorbidities in a district
hospital setting. From diagnostic uncertainty to
antimicrobial toxicity, and the rare complication of a
Rasmussen aneurysm, this case demonstrates the importance
of early microbiological confirmation, tailored therapy, and
timely escalation of care. Despite resource limitations,
coordinated collabouration across district and tertiary
hospitals, including remote infectious disease consultation
and interventional radiology, enabled a favourable outcome.
In melioidosis-endemic regions, this case reinforces how
timely clinical recognition, personalised antibiotic choices,
and adaptable care approaches can make a critical difference
for vulnerable patients with underlying CKD. Ultimately, the
success of this case reflects not only medical management,
but also the strength of interdisciplinary teamwork and
continuity of care across levels of the healthcare system.
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Appendix
Table I: Selected Laboratory Parameters during Hospitalization
Biochemical and Admission TMP-SMX initiation Post TMP-SMX CTA thorax Post BAE Post
Hematological Parameters (Day 1) (Day 12) toxicity (Week 4) (Week 6) Dialysis
(Week 7)
Hemoglobin (g/dL) 8.3 8.0 7.6 | after 8.3 8.4 8.9
haemoptysis
White Blood Cell x103/uL 14.8 6.9 7.0 6.9 12.7 8.9
Plateletsx103/uL 320 241 236 193 130 183
Erythrocyte sendimentation
rate (mm/HR) >140 - -
Serum urea (mmol/L) 19.8 30.3 31.0 334 39.21 1201
Serum creatinine 417 445 443 499 869 1 450 |
(umol/L) (eGFR ~14 mL/ (eGFR ~14 mL/ (eGFR ~14 mLl/ | (eGFR ~12 mL/ | (eGFR ~5.6 mL/
min/1.730 min/1.73) min/1.73) min/1.73) min/1.73)
Serum Potassium 3.6 5.3 571 3.6 4.6 3.5
(mmol/L)
AST (U/L) 32 56 166 T 23 23
ALT (U/L) 16 53 120 1 19 29
CRP (mg/L) 117.3 51.65 5.0
Microbiological Culture
Blood culture Positive for Repeat cultures - - -
B. pseudomallei negative -
Sputum AFB/ Negative - - - - -
GeneXpert/ Culture
Other test: Negative - - - - -
HIV, HBsAg, HCV
PH 7.369 - 7.325 7.25 7.10 1 7.30
Bicarbonate 19 - 15 14.3 831 18
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SUMMARY

Hand, foot, and mouth disease (HFMD) is a highly
contagious viral illness caused by coxsackievirus. HFMD
primarily affects children and is rarely seen in adults.
Unilateral acute idiopathic maculopathy (UAIM), a rare
inflammatory disorder of the retinal pigment epithelium
(RPE), has been associated with HFMD. This case report
describes arare occurrence of UAIM in an adult patient with
HFMD. A 36-year-old man with underlying hypertension,
presented with sudden onset, painless and non-progressive
central vision loss of the right eye. There was a history of
self-limiting fever associated with an acute maculopapular
rash and blisters over bilateral palms and soles. He had
history of contact with his one-year-old son, who was
diagnosed with HFMD recently. His visual acuity was
counting finger OD and 6/9 OS on presentation at the eye
clinic. There was right central scotoma on confrontation
test. Fundus examination showed an irregular yellowish-
greyish macular lesion. The retinal pigmented epithelium
(RPE) was thickened with hyperreflectivity debris on the
apical end and disruption of ellipsoid zone subfoveal area
on optical coherence tomography (OCT). Fundus
fluorescein angiography (FFA) showed early phase of
patchy area of irregular hypofluorescent subfoveal area,
with surrounding hyperfluorescent at the late phase. He was
treated with tapering dose of oral prednisolone for two
months. On follow-up, his vision improved to 6/9 with
marked resolution of maculopathy. Acute maculopathy is
rare in HFMD and challenging to diagnose in adults. Higher
index of suspicious and multimodal imaging aids in the
diagnosis.

INTRODUCTION

Hand, foot, and mouth disease (HFMD) is a highly
contagious viral illness caused by coxsackievirus from the
enterovirus family. The species responsible for HFMD belongs
to enterovirus species A, with enterovirus A71 accounting for
more than 90% of cases. The remaining cases are mainly
caused by coxsackievirus Al6.! HFMD primarily affects
children and is rarely seen in adults. Diagnosis of HFMD is
mainly based on clinical presentation but involvement of the
eye is rare. There have been reports of unilateral acute
idiopathic maculopathy (UAIM) associated with HFMD.**
UAIM is a rare inflammatory disease of the retinal pigment
epithelium (RPE) that affects healthy young adults, without

any preference for sex or race. It is commonly observed on
ophthalmic imaging as a disruption of the retinal pigment
epithelium (RPE), accompanied by an exudative detachment
of the neurosensory retina, affecting central vision. Papillitis,
retinal hemorrhages, and mild vitritis, have also been
reported.?

CASE PRESENTATION

A 36-year-old man with well-controlled hypertension
presented with sudden-onset, painless, and non-progressive
central vision loss in his right eye for five days. He presented
to the emergency department on the first day of symptom
onset and was referred to the eye clinic for further assessment
following review by the ophthalmology medical officer. Three
weeks prior to this, he experienced a self-limiting low-grade
fever lasting for five days, accompanied by an acute
maculopapular rash and blisters on both palms and soles but
no oral ulcers. During this episode, he did not seek medical
attention but practised self-isolation. He had history of recent
contact with his one-year-old son, who had been diagnosed
with HFMD and successfully treated.

At presentation, he was afebrile, with a blood pressure of
110/80mmHg. There were no visible maculopapular rashes,
blisters, or oral ulcers. His visual acuity was counting fingers
in the right eye (OD) and 6/9 in the left eye (OS), with no
relative afferent pupillary defect. A confrontation test
revealed a right central scotoma. Anterior segment
examination and intraocular pressure in both eyes were
within normal limits. Fundus examination of the right eye
revealed an irregular yellowish-grey macular lesion (Fig. 1a).
The optic disc was pink with well-defined margin and a cup-
disc ratio of 0.3. There was no evidence of papillitis, retinitis,
macular detachment, retinal hemorrhages, or hypertensive
retinopathy. Both anterior and posterior segments of the left
eye were unremarkable.

Spectral domain optical coherence tomography (SD-OCT)
showed thickening of the retinal pigment epithelium (RPE),
hyperreflective debris at the apical end, and disruption of the
ellipsoid zone in the subfoveal area (Fig. 2a). This was
consistent with RPE inflammation but without evidence of
subretinal or intraretinal fluid. Fundus fluorescein
angiography (FFA) revealed a patchy area of irregular
hypofluorescence in the subfoveal region during the early
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Table I: Summary of reported cases of unilateral acute maculopathy associated with adult onset of hand, foot, and mouth disease.

Reference Number | Age Sex | Duration| Eye | Initial VA | Final VA OCT finding Treatment
of of onset (Snellen | (Snellen
case(s) (Days) chart) chart)
Yen et al., 1 23 M 5 0S 6/48 6/60 Heterogeneous hyperreflective Nil
20233 thickening of the outer retina
and RPE in the foveal region
with loss of ellipsoid zone
Duman et al., 1 24 M 3 oS 6/60 6/6 Disruption of the IS-OS junction Nil
2016* and hyperreflective debris at
the apical end of RPE
Yannuzzi et al., 9 15-45| 4M 2-5 NR 6/18- CF | 6/6- 6/60| Subfoveal NSR detachment with Nil *
1991° 5F thickened RPE
Miguel et al., 1 25 M NR (e]) 6/6 T 6/5 Thickened RPE and hyperreflective Oral
2011° RPE lesion protruding into IS-OS |corticosteroid
junction
Agrawal et al., 1 35 F 1 oD 6/24 6/6 Dumb-bell-shaped lesion with Oral
20157 disruption of the IS-OS junction |corticosteroid
and hyperreflective debris at
the apical end of RPE
Demirel et al., 1 30 M 3 oD 6/15 6/7.5 Subfoveal NSR detachment with Nil
20148 with mild intraretinal cystic changes,
Disruption of IS-OS junction and
RPE layer
Jung et al,, 1 27 F 1 oD 6/60 6/6 Subfoveal NSR detachment with Nil
2012° disruption of IS-OS junction and
hyperreflective debris at the apical
end of RPE
Hughes et al., 1 19 F 3 oD 6/6 Subfoveal NSR detachment with Nil
2012" disruption of IS-OS junction and
hyperreflective in the subretinal
space with irregularity of the RPE
Our case 1 36 M 5 oD 6/9 Disruption of the ellipsoid zone Oral
and hyperreflective debris at corticosteroid
the apical end of thickened
RPE

NR: Not reported, NSR: Neurosensory retina, CF: Counting finger.

* One patient was treated with oral corticosteroid and a nearly instant recovery in vision was observed.
t Good VA due to very early stage of the disease, absence of serous macular detachment and slight eccentricity of the RPE lesion.

phase (Fig. 3a), with surrounding hyperfluorescence in the
late phase, suggesting the potential of exudative detachment
(Fig. 3b). However, no microbiological confirmation of
coxsackievirus was sought from vitreous or aqueous samples.
A clinical diagnosis of wunilateral acute idiopathic
maculopathy (UAIM) associated with HFMD was established.
The patient was treated with a tapering dose of oral
prednisolone (1 mg/kg) over two months due to poor visual
acuity at presentation. After one month of steroid therapy,
his vision improved to 6/9. There was marked improvement
in macular lesion (Fig. 1b) and resolution of maculopathy on
OCT findings (Fig. 2b). The left eye remained unaffected
throughout the follow-up period.

DISCUSSION

Coxsackievirus is a human enterovirus that spreads
primarily via oral ingestion of virus shed from the
gastrointestinal or upper respiratory tract of infected hosts, or
through vesicular fluid and oral secretions. The virus is most
contagious during the first week of illness, with symptoms
typically manifesting several days after exposure. Once
ingested, the virus multiplies in the lymphoid tissues of the
lower intestine and pharynx, subsequently spreading to
regional lymph nodes. Although rare, viral dissemination to
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various organs — including the eyes, heart, liver, skin and
central nervous system — may result in encephalitis, polio-
like syndrome, acute transverse myelitis, Guillain-Barre
syndrome, benign intracranial hypertension, and acute
cerebellar ataxia.

Most patients with HFMD experience a mild illness and
recover within seven to ten days without complications.
Classic HFMD is characterized by low-grade fever, malaise, a
maculopapular rash or blisters on the hands, soles, and
buttocks, and painful ulcerative lesions in the throat, mouth,
and tongue. While fever typically resolves within two days,
rashes and sores may take up to a week to heal. Notably,
many patients with HEMD present with only one or two of
these symptoms as in this case.!

Unilateral acute idiopathic maculopathy (UAIM) is an
inflammatory maculopathy involving the outer retina,
retinal pigment epithelium (RPE), and choroid without
specific aetiology. Studies have demonstrated that
Coxsackievirus B3 can directly infect the RPE in vitro, with its
proteins triggering host immune responses.** Immune-
mediated damage 1is another proposed mechanism
underlying the pathogenesis of UAIM.* UAIM typically
presents with sudden central vision loss, often preceded by a
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Fig. 1: 1a show irregular yellowish-greyish macular lesion (arrow). 1b show yellowish-greyish macular lesion (arrow) become smaller

and more discrete at 12th week

Fig. 2: 2a show thickened RPE with hyperreflectivity debris (arrow) on the apical end of and disruption of ellipsoid zone at the
subfoveal area (star). 2b show reduced thickening of RPE and more prominent ellipsoid zone (star) at 12th week

Fig. 3: 3a show early irregular patchy area of hypofluorescent (arrow) at the subfoveal area (16 second). 3b show late irregular
hypoflorescent area (arrow) surrounding the hyperfluorescent area (arrow head) (23 second)

prodromal illness. Most patients experience significant visual
recovery within several weeks. UAIM was first described by
Yannuzzi et al. in 1991. He described nine patients with
sudden, unilateral severe visual loss, macular serous
detachment, and central scotoma.’ Seven of these patients
had a brief viral or flu-like illness preceding their ophthalmic
symptoms.

There was reported case of UAIM without an initial systemic

illness, during pregnancy and post vaccination such as
COVID-19 vaccination.® This clinical variability makes the

MJM Case Reports Journal Vol 5 No 2 August 2026

diagnosis of UAIM challenging. The important differentials
include central serous chorioretinopathy (CSCR), Vogt-
Koyanagi-Harada disease and placoid syphilitic retinitis,
which can usually be differentiated from UAIM by their
characteristic pattern in FFA.

To date, a total of 17 cases of UAIM associated with HFMD
have been reported including the present report (Table I).
These cases involved young adults aged 15-45 years, with a
slight male predominance (male-to-female ratio of 9:8).
Similar to the present case, visual symptoms were acute,
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lasting between one to five days with involvement of
unilateral macular. It is hypothesised that the clinical
manifestations of HFMD-related UAIM depend on the disease
stage. In the early phase, subfoveal neurosensory retinal
detachment results in visual disturbance. Over time, the
detachment resolves, leaving thickened RPE and ellipsoid
zone disruption, which gradually normalise as the disease
progresses. Reduction in hyperreflective debris and
improvement in visual acuity further support this proposed
progression. Other reported findings include intraretinal
hemorrhages, papillitis, and vitreous cells.

Changes of the macula in UIAM can be monitored by fundus
photographs and other imaging modalities in
ophthalmology including OCT, FFA, fundus autofluorescence
(FAF) and indocyanine green angiography (ICGA). Agrawal
et al. described FAF findings, noting a complex
heterogeneous pattern of hyper- and hypo-autofluorescence
with clear demarcation lines. As the disease resolved and
visual acuity improved, FAF showed increased hypo-
autofluorescence, indicating RPE loss. ICGA revealed
irregular heterogeneous patches of hypofluorescence
corresponding to the macular lesions. However, such retinal
alterations are not unique to Coxsackievirus; similar findings
have been reported in association with other viral pathogens,
including Dengue virus.’

In the present case, HFMD was diagnosed clinically. The
definitive diagnosis can be done by serological detecting the
presence of coxsackievirus but not essential in the
management of HFMD. UAIM shares some clinical features
with CSCR, making it an important differential diagnosis in
cases of subfoveal detachment with fever and flu-like
symptoms. Most reported cases of CSCR and UAIM resolve
spontaneously within three to 12 weeks of follow-up.

The prognosis of UAIM is generally favourable, with most
cases resolving spontaneously without treatment within
weeks to months. Treatment is usually initiated if the
presenting visual acuity is poor and extensive maculopathy
as demonstrated in Table I. Although rare, extensive
maculopathy may cause permanent foveal atrophy with
residual central scotoma, and in some cases complicated by
choroidal neovascularization and macular scarring, resulting
in long-term visual impairment. Oral prednisolone may
expedite recovery in patients with significant visual loss. In
our patient, corticosteroid therapy was tapered over two
months, with final visual acuity improving to 6/9 after 12
weeks of follow-up.>*
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In summary, HFMD-associated UAIM is a self-limiting
condition with good visual recovery. Early recognition of
ocular involvement and timely referral from primary care are
essential, as vision-threatening differential diagnoses cannot
be reliably excluded at initial presentation. This case
illustrates that Coxsackievirus, beyond its well-known
manifestations in hand, foot, and mouth disease, can also
affect the eyes. Prompt ophthalmic assessment is therefore
essential, as it enables appropriate management and
supports favorable visual recovery.

REFERENCES

1. Mirand A, Henquell C, Archimbaud C, Ughetto S, Antona D,
Bailly JL, et al. Outbreak of hand, foot and mouth
disease/herpangina associated with coxsackievirus A6 and A10
infections in 2010, France: a large citywide, prospective
observational study. Clin Microbiol Infect 2012; 18(5): E110-8.

2. Freund KB, Yannuzzi LA, Barile GR, Spaide RF, Milewski SA,
Guyer DR. The expanding clinical spectrum of unilateral acute
idiopathic maculopathy. Arch Ophthalmol 1996; 114(5): 555-9.

3. Yen CY, Fang IM. Unilateral acute idiopathic maculopathy
related to hand-foot-mouth disease: Case report and literature
review. Taiwan ] Ophthalmol 2023; 14(1): 133-6.

4. Duman R, Duman N, Kutluksaman B, Cetinkaya E, inan S, inan
UU. A review of unilateral acute idiopathic maculopathy related
to hand, foot and mouth disease with a representative case. Int
Ophthalmol 2016; 36(3): 445-52.

5. Yannuzzi LA, Jampol LM, Rabb MF, Sorenson JA, Beyrer C,
Wilcox LM Jr. Unilateral acute idiopathic maculopathy. Arch
Ophthalmol 1991; 109(10): 1411-6

6. de la Fuente MA, Cuadrado R. Unilateral acute idiopathic
maculopathy: angiography, optical coherence tomography and
microperimetry findings. | Ophthalmic Inflamm Infect 2011;
1(3): 125-7.

7. Agrawal R, Bhan K, Balaggan K, Lee RW, Pavesio CE, Addison
PK. Unilateral acute maculopathy associated with adult onset
hand, foot and mouth disease: Case report and review of
literature. ] Ophthalmic Inflamm Infect 2015; 5(1): 2.

8. Demirel S, Batioglu F, Ozmert E, Batioglu F. Unilateral acute
maculopathy related to hand, foot, and mouth disease: OCT and
fluorescein angiography findings of a very rare disease. Eur |
Ophthalmol 2014; 24(1): 131-3.

9. Jung CS, Payne JF, Bergstrom CS, Cribbs BE, Yan ], Hubbard GB
3rd, Olsen TW, Yeh S. Multimodality diagnostic imaging in
unilateral acute idiopathic maculopathy. Arch Ophthalmol
2012; 130(1): 50-6.

10. Hughes EH, Hunyor AP, Gorbatov M, Ho IV. Acute idiopathic
maculopathy with coxsackievirus infection. Retin Cases Brief Rep
2012; 6(1): 19-21.

MJM Case Reports Journal Vol 5 No 2 August 2026



CASE REPORT

Myelin oligodendrocyte glycoprotein antibody-associated
disease (MOGAD) masquerading as a quiet optic
neuropathy: A case of bilateral vision loss and hearing

deficit

Shim Ni Lim'?, Wan Hazabbah Wan Hitam’, Jaya Vani Ettikan’, Jack Son Wee®, Hayati Abdul Aziz’

'Department of Ophthalmology & Visual Science, School of Medical Sciences, Health Campus, Universiti Sains Malaysia,
Kubang Kerian, Kelantan, Malaysia, Department of Ophthalmology, Hospital Sultanah Aminah, Johor Bahru, Johor,
Malaysia, *Department of Neurology, Hospital Sultanah Aminah, Johor Bahru, Johor, Malaysia

SUMMARY

Myelin oligodendrocyte glycoprotein antibody-associated
disease (MOGAD) is a demyelinating disorder causing
oligodendropathy, often presenting with severe optic disc
swelling. We describe a diagnostically challenging case
lacking this hallmark feature, instead presenting as a quiet
bilateral optic neuropathy with rare concurrent auditory
involvement. A 38-year-old man presented with profound,
sequential, painless bilateral vision loss over two weeks,
accompanied by hearing impairment. Visual acuity was
reduced to hand movements in the right eye and vague light
perception in the left eye. No relative afferent pupillary
defect was detected. Anterior segment examination was
unremarkable. Fundus examination appeared deceptively
normal, showing only subtle temporal pallor. Pure tone
audiometry confirmed bilateral sensorineural hearing loss.
Serum and cerebrospinal fluid tested positive for anti-MOG
antibodies. Optical coherence tomography was initially
normal, while visual evoked potentials showed delayed P100
latencies. Magnetic resonance imaging revealed extensive
T2/FLAIR hyperintensities involving the posterior visual
pathway, brainstem and cranial nerve. The patient received
high-dose intravenous methylprednisolone followed by
plasma exchange and intravenous immunoglobulin due to
inadequate response. He was discharged on tapering oral
corticosteroids and commenced on mycophenolate mofetil
for long-term immunosuppression. At discharge, vision
remained poor. At eight months, vision improved to 6/45
(right eye) and 6/60 (left eye), with optic nerve atrophy and
partial recovery of hearing. This case highlights an atypical
MOGAD presentation without optic disc oedema,
complicated by rare auditory involvement. Early recognition
and timely treatment are vital to preserve neurological and
visual function.

INTRODUCTION

Myelin oligodendrocyte glycoprotein antibody-associated
disease (MOGAD) is a recently defined demyelinating
disorder of central nervous system, increasingly recognized
for its broad clinical and radiological spectrum. The
estimated global incidence ranges from 1.6 to 4.8 per million

per year, with a prevalence of 1.3 to 2.5 per 100,000
population.’ In Malaysia, the prevalence is reported as 0.12
per 100,000 persons.”

MOGAD typically presents with optic neuritis (ON),
transverse myelitis, and acute disseminated
encephalomyelitis (ADEM). MOGAD-associated optic neuritis
(MOGAD-ON) commonly manifest as severe, often bilateral
vision loss with prominent optic disc oedema and significant
periorbital pain. Ancillary testing such as optical coherence
tomography (OCT) often demonstrates marked retinal nerve
fibre layer (RNFL) thickening in the acute phase."*

The expanding recognition of atypical presentations
underscores significant diagnostic challenges. Atypical cases
lacking characteristic features may lead to delayed diagnosis
and suboptimal outcomes. A rare case of MOGAD is
described herein presenting as a bilateral, painless optic
neuropathy without disc oedema, accompanied by bilateral
sensorineural hearing loss — an association seldom reported.

CASE PRESENTATION

A 38-year-old previously healthy man presented with
progressive, painless bilateral visual loss over two weeks. The
symptoms began with blurring of vision in the left eye, which
he initially noticed as peripheral visual loss while typing a
report at work and progressed to generalized visual loss. He
did not seek immediate medical attention and self-medicated
with over-the-counter eye drops. One week later, blurring of
vision developed in the right eye. Concurrently, he developed
bilateral hearing loss, worse on the left, without other
otologic symptoms. There was no photopsia, heat-induced
worsening of vision, ocular pain, or neurological deficits.
There was no history of recent illness, vaccination, or high-
risk behaviours.

The patient was alert with no meningism or focal
neurological deficits. Visual acuity was markedly reduced to
hand movement in the right eye and vague light perception
in two quadrants in the left eye. Pupillary reactions were
sluggish bilaterally, without a relative afferent pupillary
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Fig. 1. Fundus photographs at initial presentation and eight-months follow-up. (A) Temporal optic disc pallor (white arrow) at
presentation. (B) Partial optic nerve atrophy at eight months

Fig. 2: T2/FLAIR MRI brain and orbit images showing hyperintensity in the optic chiasm (arrow)
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defect. Anterior segment examination was unremarkable.
Fundus examination showed subtle bilateral temporal optic
disc pallor without disc oedema, haemorrhages, or signs of
intraocular inflammation (Figure 1A). Extraocular
movements were full. Colour vision and visual field could not
be assessed due to profound vision loss. Pure tone audiometry
confirmed left mild-to-profound and right mild-to-moderate
high frequency sensorineural hearing loss.

Given the subacute, progressive bilateral visual loss,
inflammatory optic neuropathy — including optic neuritis —
was considered. Other differential diagnoses included
compressive, infiltrative, and hereditary causes (e.g., Leber
hereditary optic neuropathy). In view of the “quiet” fundus
appearance despite profound vision loss, extensive
investigations were performed.

Serum anti-MOG antibodies were positive as detected by the
Euroimmun indirect =~ immunofluorescence assay.
Cerebrospinal fluid (CSF) analysis showed anti-MOG
antibodies at a titre of 1:40, with normal opening pressure
and no pleocytosis. Serum aquaporin-4 antibodies and
genetic testing for LHON were negative. Infective and
autoimmune screens were unremarkable. Cerebrospinal fluid
(CSF) polymerase chain reaction (PCR) testing was performed
to exclude infectious aetiologies of optic neuropathy and
brainstem involvement. Pathogens tested included herpes
simplex virus, varicella-zoster virus, cytomegalovirus,
enterovirus, human parechovirus, Streptococcus agalactiae,
Streptococcus pneumoniae, Haemophilus influenzae,
Neisseria meningitidis, Listeria monocytogenes, Escherichia
coli, Cryptococcus neoformans, and Mycobacterium
tuberculosis. All CSF PCR assays and cultures were negative.
Oligoclonal bands could not be tested due to insufficient
sample volume.

Magnetic resonance imaging (MRI) demonstrated confluent
T2/FLAIR hyperintensities involving the optic nerves, optic
chiasm, and post-chiasmatic tracts (Figure 2) with additional
lesions in the brainstem and cranial nerve III, IV, and V.
Contrast-enhanced CT was normal. Visual evoked potentials
showed prolonged P100 latency. OCT revealed normal RNFL
thickness (right: 91 pm,; left: 100 pm).

Intravenous methylprednisolone (1 g/day for five days) was
initiated two weeks after symptom onset. Owing to an
inadequate response, the patient underwent five cycles of
plasma exchange followed by intravenous immunoglobulin
(IVIG) at 0.4 g/kg/day for five days. Visual acuity remained
at counting fingers in the right eye and hand movement in
the left eye at the time of discharge. High-dose oral
prednisolone was continued, with gradual tapering
commencing after one month and commenced on
mycophenolate mofetil for relapse prevention.

At eight months, visual acuity improved to 6/45 (right eye)
and 6/60 (left). Fundus examination showed optic atrophy
(Figure 1B). RNFL thinned to 72 pm (right) and 74 pm (left).
Repeat audiometry showed residual bilateral mild-to-
moderate sensorineural hearing loss with subjective
improvement.
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DISCUSSION

MOGAD is mediated by autoantibodies against the MOG
protein on oligodendrocytes, leading to demyelination via
complement activation and antibody-dependent cellular
cytotoxicity. Histopathologically, CD4" T-cell-predominant
infiltration with macrophages and complement deposition is
typically observed."* The precise trigger remains uncertain,
with infection or vaccine-related molecular mimicry being
the most widely proposed mechanism.!

This case demonstrates a rare presentation of MOGAD-ON
with severe bilateral vision loss without disc oedema or pain.
Normal acute-phase RNFL thickness may mislead clinicians
toward non-inflammatory aetiologies. Although RNFL
>118 pm may help distinguish MOGAD-ON from MS-related
optic neuritis5; normal RNFL measurements do not exclude
MOGAD, as highlighted here.

MOGAD-ON commonly presents with marked optic disc
oedema; however, this feature is not invariably present. The
absence of optic disc oedema in the patient likely attributable
to predominant retrobulbar involvement affecting the
posterior optic nerve, optic chiasm and post-chiasmatic
pathways, as demonstrated on MRI. Furthermore, delayed
presentation may have allowed acute inflammatory oedema
to subside before clinical evaluation, resulting in early optic
disc pallor.

Sensorineural hearing loss in MOGAD is exceedingly rare; a
Korean cohort reported a 4.2% prevalence.® Auditory
dysfunction may reflect demyelination of central auditory
pathways or involvement of the vestibulocochlear nerve.”*
MRI in this patient supported both mechanisms.

MOGAD-ON typically shows longitudinally extensive optic
nerve lesions."** Cranial nerve involvement and brainstem
lesions, as seen here, indicate multifocal disease. According
to the 2023 international MOGAD diagnostic criteria,’ low-
positive MOG-IgG titres require compatible clinical and
radiologic findings — all of which were fulfilled in this case.

High-dose corticosteroids are first-line therapy.’ Steroid-
refractory cases may benefit from plasma exchange or
intravenous immunoglobulin (IVIG)."* Early treatment
improves outcomes; conversely, delays worsen RNFL loss and
visual prognosis.®* Despite timely therapy, recovery was
limited, likely due to posterior pathway involvement.

Long-term, slow steroid tapering (>6 months at 220 mg/day)
reduces relapse risk.* Steroid-sparing agents, including
mycophenolate mofetil, further reduce relapse frequency
when used in conjunction with low-dose corticosteroids.** Our
patient remained relapse-free on dual therapy.

Visual prognosis in MOGAD is typically better than in
NMOSD-ON." Poor prognostic factors include bilateral onset,
delayed treatment and brainstem involvement.*'® Persistent
antibody positivity may indicate an elevated relapse risk, but
is not a reliable predictor of prognosis.™

The prognosis for auditory recovery in MOGAD remains
uncertain, owing to the rarity of reported cases. Available
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data suggest that auditory recovery in MOGAD is often
incomplete, even with prompt immunotherapy, unlike that
of visual recovery.®

This case highlights several important diagnostic challenges.
Profound bilateral visual loss without optic disc oedema with
concurrent auditory symptoms are atypical for classic
MOGAD-ON. The relatively normal fundus appearance and
normal acute-phase RNFL thickness broadened the
differential diagnoses and necessitated extensive
investigations before a definite diagnosis was established.
Furthermore, delayed presentation contributed to the late
initiation of high dose immunotherapy. Collectively, these
atypical clinical features and delayed presentation likely
contributed to delayed diagnosis and late initiation of
treatment and may explain the limited visual recovery
observed in the patient despite aggressive immunotherapy.

CONCLUSION

This case expands the ophthalmic spectrum of MOGAD,
demonstrating that it may present as severe bilateral painless
optic neuropathy without disc oedema, alongside rare
auditory involvement. A high index of clinical suspicion for
MOGAD is essential in atypical optic neuropathy
presentations, even when fundus and OCT findings are
unremarkable. Early neuroimaging and serological testing
are crucial for accurate diagnosis and timely treatment,
thereby preventing irreversible neurological and visual
disability.
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SUMMARY

Boerhaave Syndrome is arare and potentially fatal condition
occurring at about 3.1 per million people annually. It typically
occurs after a sudden rise in oesophageal pressure due to
persistent vomiting and coughing.*? Pericardial syndrome, a
rare complication, can further complicate the management
of Boerhaave Syndrome. A 36-year-old man, arrived at the
Emergency Department following a massive haematemesis
episode and two days of epigastric pain. Clinical
examination revealed Mackler's Triad —vomiting, chest
pain, and subcutaneous emphysema—suggesting
Boerhaave syndrome. An oesophagogastroduodenoscopy
(OGDS) demonstrated a distal esophageal perforation, and a
contrasted CT scan confirmed this defect along with
extensive pneumomediastinum and massive subcutaneous
emphysema. He underwent emergency left thoracotomy for
repair of the oesophageal perforation and thoracic cavity
washout. Postoperatively, ECG demonstrated widespread
concave ST elevation, and he remained tachycardic with
elevated septic markers. Echocardiogram and contrasted CT
thorax identified a moderate pericardial effusion, leading to
open pericardial drainage, as a pericardial catheter could
not be safely placed. After a lengthy recovery, OGDS
reassessment at two weeks showed healed mucosa over the
repaired perforation. He was discharged after five weeks in
hospital. Pericarditis with pericardial effusion is a rare
complication of Boerhaave Syndrome, with few cases
documented so far. The primary treatment focuses on
controlling the source to prevent further contamination,
managing sepsis with antibiotics, and draining the effusion
to avoid cardiac tamponade. Pericarditis is a rare but life-
threatening complication of Boerhaave Syndrome. Hence,
prompt diagnosis and timely management are paramount to
a good outcome.

INTRODUCTION

Boerhaave syndrome involves spontaneous, vertical tears in
the distal oesophagus, often following forceful or repeated
vomiting, severe coughing, or blunt injury. These tears lead
to a sudden increase in intraluminal pressure against a
closed cricopharyngeus muscle. The condition has a reported
global incidence of approximately 3.1 cases per million
annually.! The classic Mackler Triad—vomiting, chest pain,
and subcutaneous emphysema—is traditionally associated
with Boerhaave syndrome, but it appears in only half of the

cases.” This variability in presentation can delay diagnosis;
treatment delays beyond 48 hours are associated with a
mortality rate of 40% to 60%.** Although rare, pericarditis
with effusion is a serious complication that may further
complicate management. Most reported cases of oesophageal
perforation with pericarditis resulted from foreign body
ingestion, and pericarditis following Boerhaave syndrome
remains exceptionally uncommon.

CASE PRESENTATION

A 36-year-old male, an active smoker, presented to the
emergency department after experiencing a single episode of
massive haematemesis and epigastric pain. On assessment,
he was tachycardic (heart rate 120 bpm) and tachypnoeic
(respiratory rate 24 breaths per minute). Examination
revealed epigastric tenderness and subcutaneous emphysema
in both sides of the neck. Blood tests indicated elevated
inflammatory markers, with a white blood count of 22 x
1079/1, and signs of acute kidney injury. Chest radiography
demonstrated widespread subcutaneous emphysema.
Considering Mackler’s triad — vomiting, chest pain, and
subcutaneous emphysema- Boerhaave syndrome was the
primary suspicion.

An urgent oesophagogastroduodenoscopy (OGDS) found a 2
cm longitudinal defect in the distal oesophagus, with slough
and clot. Contrast-enhanced CT scans of the thorax,
abdomen, and pelvis confirmed a focal tear in the distal
oesophagus leading to a left para-oesophageal collection,
extensive pneumomediastinum, and subcutaneous
emphysema. The scan also revealed bilateral pleural
effusions and left lung consolidation. The initial CT imaging
and the first OGDS were performed at the referring centre
prior to transfer; therefore, the diagnostic sequencing
reflected the referring institution’s practice.

The patient was treated for Boerhaave syndrome. After
resuscitation, he underwent left thoracotomy, distal
oesophageal repair, and on-table OGDS. Intraoperatively,
on-table OGDS demonstrated a longitudinal 3cm defect in
the distal left oesophagus with evidence of gastro-
oesophageal reflux. Left thoracotomy was performed, 800 mL
of turbid fluid was drained from the left thorax, and the
defect site was repaired with a single-layer absorbable barbed
suture. The air-leak test was negative on post-repair OGDS.
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Fig. 1. CT scan finding of oesophageal perforation with left paraoesophageal collection, pneumomediastinum and bilateral pleural
effusion

Fig. 2: Intraoperative view- Defect seen at distal oesophagus with bougie seen intraluminally (white arrow)

Fig. 3: Reassessment CT scan showed moderate pericardial effusion with left paraoesophageal collection and bilateral pleural effusion
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Postoperatively, the patient was managed in the intensive
care unit (ICU).

Postoperatively, the patient was maintained nil by mouth
and started on total parenteral nutrition on the second day
after  surgery. Postoperatively, electrocardiography
demonstrated widespread ST-segment elevation and
persistent tachycardia with a heart rate of 110 to 130 bpm.
The initial echocardiogram on day 2 post-surgery was
unremarkable, with no significant findings. A follow-up
echocardiogram on day 5 revealed a small pericardial
effusion measuring 0.5 cm in diameter.

Despite antibiotic therapy, the patient continued to exhibit
persistent fever spikes, tachycardia, elevated septic markers,
and increasing inotropic requirements. He was started on
antifungal therapy and carbapenem antibiotics. A contrast-
enhanced thoracic CT scan revealed no leak at the repaired
site but showed moderate pericardial and bilateral pleural
effusions. An urgent echocardiogram confirmed a pericardial
effusion, predominantly over the anterior pericardial cavity.
The case was co-managed with the cardiology team for
pericardiocentesis; however, owing to the absence of a safe
access route, open pericardial drainage was performed,
yielding 350 mL of haemoserous fluid. After the procedure,
his condition improved, and septic markers decreased. A
follow-up echocardiogram on day 6 demonstrated only a
minimal residual pericardial effusion.

The clinical course was further complicated by ventilator-
associated pneumonia and prolonged mechanical
ventilation. Two weeks following repair, a tracheostomy was
performed, and OGDS was reassessed. The repaired site
remained intact, with no evidence of dehiscence or leakage.
He was gradually weaned from ventilation and began
feeding via a nasogastric tube. The patient's condition
steadily improved, and he was transferred from the ICU after
one month. Prior to discharge, oral diet was well tolerated,
and the tracheostomy was decannulated.

DISCUSSION

The pericardium is a double-layered, fibroelastic sac that
surrounds the heart, with a cavity usually containing 15 to
20 ml of serous fluid. Pericarditis is an inflammatory
condition of this sac that can cause fluid accumulation,
leading to pericardial effusion. When sufficiently large, the
effusion may compress the cardiac chambers, restrict
diastolic filling, and potentially precipitate cardiac
tamponade.

Pericarditis is an uncommon yet serious complication of
oesophageal perforation. It has been reported in a limited
number of cases, predominantly as a consequence of
oesophageal perforation caused by foreign body ingestion.®
Only a limited number of cases of Boerhaave syndrome
complicated by pericarditis have been documented.” Given
the thoracic oesophagus's anatomical position within the
mediastinum, located behind the heart, contamination with
digestive content and saliva can give rise to inflammation
and severe infections within deep anatomical compartments,
including the mediastinum, pleural cavity, and pericardial
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cavity. Such infection can rapidly progress to septic shock,
which carries significant morbidity and mortality and
presents considerable management challenges. Thus, when
performing OGDS in this context, additional precautions are
necessary to prevent further contamination, as insufflation
may theoretically exacerbate mediastinal soiling. In our case,
repeat on-table OGDS was performed in a controlled
operating theatre setting by an experienced Upper GI surgeon
to define defect size and mucosal viability for operative
planning, while minimizing insufflation given the risk of
worsening mediastinal contamination.

In the case described above, the initial computed
tomography (CT) scan did not reveal any evidence of
pericardial effusion, as this was a subsequent sequela that
developed following perforation. Given the widespread ST-
segment elevation on electrocardiography (ECG) and
persistent tachycardia, pericarditis was clinically suspected.
The diagnosis was further confirmed by echocardiography
performed on the fifth day post-surgery. Furthermore,
microbiological cultures were negative (in the context of prior
antibiotic use), and the effusion was interpreted as likely
reactive or inflammatory rather than confirmed purulent
pericarditis. It is recommended that pericarditis be treated
with high-dose non-steroidal anti-inflammatory drugs
(NSAIDS) and colchicine.*” Furthermore, a gradual tapering
of low-to-moderate doses of prednisolone may be prescribed
if NSAIDs and colchicine are contraindicated.”
Pharmacotherapy was not initiated at the outset owing to the
presence of severe sepsis, and the clinical condition
subsequently progressed to pericardial effusion with
impending tamponade.

The severity of pericardial effusion can be assessed by
echocardiographic examination of the right ventricle. the
right heart operates under lower intracavitary pressure, it is
more vulnerable to external compression; accordingly,
abnormal right ventricular filling is an early indicator of
cardiac tamponade.® Pericardiocentesis is generally
considered the first-line treatment for cardiac tamponade, as
it is a bedside procedure that can be performed expeditiously
under ultrasound guidance. Nevertheless, if
echocardiographic evaluation reveals no safe access point to
the pericardial cavity, open pericardial drainage becomes
necessary. In our patient's case, open pericardial drainage
was performed because no safe window for pericardiocentesis
was identified.

The management strategy in this patient with Boerhaave
syndrome and pericarditis centred on source control via
oesophageal repair, antibiotics, and drainage, in addition to
nutritional support, aggressive rehabilitation, and most
critically, multidisciplinary management. In cases of
Boerhaave syndrome, prompt diagnosis followed by
emergency surgery for source control has been the primary
approach to reduce mortality and morbidity. Endoscopic
stenting was considered; however, given haemodynamic
instability, sepsis, and gross contamination, surgical source
control with washout and drainage was deemed the most
appropriate approach. The mortality rate decreases to 10-
25% when treatment is initiated within 24 hours of
presentation.** Subsequent ventilatory and circulatory
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support provided by the anaesthesiology team, along with
antimicrobial therapy tailored according to culture
sensitivities, have significantly contributed to postoperative
recovery. Early initiation of total parenteral nutrition (TPN)
was implemented to meet daily energy and protein
requirements, thereby mitigating the hypercatabolic effects of
severe infection. Aggressive rehabilitation measures,
including chest and limb physiotherapy and early
ambulation, are essential for facilitating weaning from
ventilatory support and enhancing overall functional status.

CONCLUSION

Boerhaave syndrome accounts for 15% of oesophageal
perforation cases.? Pericarditis following Boerhaave
syndrome is a rare complication that is infrequently
documented in the literature. Therefore, prompt diagnosis,
surgical intervention, and management of the complications
are essential to achieving a favourable outcome.
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SUMMARY

Dermatofibrosarcoma protuberans (DFSP) is a rare, slow-
growing but locally aggressive dermal sarcoma. A 50-year-
old woman is reported with a seven-year history of
progressive right upper eyelid swelling, who had a prior
benign mass removed from the same site. Imaging showed
a lobulated right periorbital mass, and surgical excision
identified a 4.4 x 4.2 x 3.1 cm tumour confirmed as DFSP
with positive margins. Although she declined radiotherapy,
there was no recurrence at 12 months. DFSP should be
considered in the differential diagnosis of periorbital
masses, as it can mimic benign lesions. Given its high risk
of recurrence and aggressive local invasion, achieving
complete surgical excision remains a challenge.

INTRODUCTION

Dermatofibrosarcoma protuberans (DESP) is an uncommon
dermal neoplasm with gradual enlargement, local
aggressiveness, and frequent relapse after treatment.”” DESP
typically appears as a purple or pink plaque that most
commonly arises on the trunk in 50-60% of cases, on the
extremities in 20-30% of cases, and with the head and neck
region involved in approximately 10-15% of cases.”* Among
head and neck cases, periocular or ocular involvement is very
rare and occurs in approximately 3.5% of cases.”* The medial
canthus is the most frequent site for reported periorbital DESP
cases.* Orbital involvement typically occurs due to local
invasion from adnexal lesions or, very rarely, from distant
metastases.’

Based on PubMed search of DFSP cases affecting the eyelid
region, only three instances of DFSP originating from a
previous surgical scar were identified, including the present
case.’ This case of primary DFSP originating in the right
upper eyelid is presented to emphasise the need for a high
index of suspicion, as DFSP can be diagnostically challenging
due to its resemblance to benign lesions and its occurrence at
uncommon sites.

CASE PRESENTATION

A 50-year-old woman with a background of uterine fibroids
presented initially with a five-year history of progressive,
painless swelling and drooping of the right upper eyelid. The

lesion initially appeared as a small papule at the medial
aspect of the right upper eyelid and gradually increased in
size. Magnetic resonance imaging (MRI) of the orbit
demonstrated a superomedial eyelid mass measuring
approximately 1.7 x 2.2 x 2.2 cm. She had undergone
excision of a right upper eyelid mass, and the
histopathological examination was reported as a benign
fibrohistiocytic lesion. She remained well postoperatively for
one year, but then she subsequently defaulted on follow-up.

She now presented with a gradually enlarged eyelid mass
with an estimated duration of seven years at the past surgical
site. On presentation, her best-corrected vision (BCVA) was
6/9 (20/30) in the right eye and 6/6 (20/20) in the left eye,
with no relative afferent pupillary defect in either eye. A firm,
non-tender, immobile mass was palpated over her right
upper eyelid region, which caused complete mechanical
ptosis (Figure 1A). The extraocular movement was normal
except for elevation in the right eye. Ocular examination was
normal in both eyes.

MRI of the orbit revealed a well-defined, lobulated,
enhancing soft tissue mass located anteromedially in the
right periorbital region. The mass had an iso-intense signal to
grey matter on T1l-weighted images and a heterogeneous
intermediate signal on T2-weighted images (Figs. 2A and 2B).
It was located near the right eye globe, resulting in a slight
inferior and posterolateral displacement (Figs. 2C and 2D).
Additionally, the mass was in proximity to the frontal sinus
at the front.

The patient underwent an excisional biopsy through a
transcutaneous anterior orbitotomy and upper eyelid
reconstruction surgery, which included wedge resection,
levator advancement, and upper blepharoplasty under
general anaesthesia. A large multilobulated encapsulated
mass with overlying dilated vessels was carefully removed
intraoperatively. The mass, measuring 4.4 x 4.2 x 3.1 cm,
was rounded with a smooth outer surface and an area of
irregular, papillary-like tan-whitish tissue measuring 4.0 x
2.3 cm (Figs. 3A and 3B). The cut section showed a soft tan-
pink mass with an irregular border.

Microscopic examination of the specimen revealed a
partially circumscribed tumour composed of spindle cells
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Fig. 1: A) Preoperatively, swelling due to a mass completely under the skin at the right upper eyelid, causing complete mechanical
ptosis. B) Photo at 12 months post-operation showing right residual ptosis with minimal keloid formation at the previous surgical

wound site.

arranged in various patterns, including diffuse sheets,
cartwheels, storiform, and fascicles, with occasional mitotic
figures (Figure 3C). The tumour was infiltrative and present
at the irregular resected margins. Immunohistochemistry
showed strong and diffuse positivity for CD34 (Figure 3D), but
negativity for S100, desmin, and cytokeratin (CK AE1/AE3).
Smooth muscle actin (SMA) highlighted scattered small
vessels within the tumour, and the Ki-67 stain indicated a
proliferative index of approximately 15%. These findings
were consistent with a diagnosis of DFSP.

The patient was advised to undergo radiotherapy because of
the positive surgical margins. However, she declined the
recommended treatment. The ocular examination revealed
residual ptosis of the right upper eyelid three months post-
surgery. Hence, right upper blepharoplasty and frontalis flap
were performed three months later. Currently, 12 months
post-tumour excision, she exhibits mild ptosis of the right
upper eyelid but, fortunately, shows no clinical signs of
tumour recurrence (Fig. 1B).

Her BCVA was 6/9 (20/30) in the right eye and 6/6 (20/20) in
the left. Refraction revealed marked corneal astigmatism of
-3.75 dioptre in the right eye, likely secondary to chronic
pressure exerted by the mass, in contrast to mild astigmatism
of —0.75 dioptre in the left eye. She was counselled regarding
another lid reconstruction surgery but expressed a lack of
interest at this time, as she is content with her current ocular
condition.

120

DISCUSSION

DESP is a rare cutaneous malignant neoplasm, occurring at a
rate of 0.8 to five cases per one million people annually.™* It
represents less than 0.1% of all malignancies and 1-6% of all
soft tissue sarcomas." DFSP grows slowly but is locally
aggressive, as it can infiltrate subcutaneous tissues, including
muscles and bones. It has a high recurrence rate with a low
risk of distant metastasis in 1-4%.>* Although DESP is
commonly diagnosed between the ages of 20 and 50, it can
be manifested across all age groups, affecting both sexes
equally.”” Table I summarises the published reports of cases
with DFSP of the eyelid in relation to a previous history of
trauma or multiple surgical procedures, including the
patient.**®* The age at presentation is reported to be in the
range of 35 to 62 years of age, with both sexes equally
affected.

DESP may develop within scars from prior trauma, surgery, or
vaccination, in areas exposed to ionising radiation, or may
arise spontaneously.** Patel et al. published a retrospective
study of 364 DFSP patients and identified that 31 patients
(8.5%) acquired DFSP at the location of a prior skin biopsy or
small excision, whereas six patients (1.7%) developed DESP
at the site of a previous major surgical scar.” Persistent
inflammation was postulated to play a role in DEFSP
development by driving the malignant transformation of
scars.” The present case involved primary DFSP of the right
upper eyelid, which arose from a scar at the site of a previous
mass excision.
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A large primary dermatofibrosarcoma protuberans of the right upper eyelid

Fig. 2: The axial section of the orbital MRI scan shows a focal, well-defined soft tissue mass at the anteromedial aspect of the right
periorbital region, demonstrating isointense signal on T1-weighted imaging (A) and heterogeneous intermediate signal
intensity relative to grey matter on T2-weighted imaging (B). The coronal section of the MRI shows part of the mass causing
displacement of the right eye globe inferolaterally (C). The sagittal section of the MRI shows the mass causing displacement of
the right eye globe posteriorly (D)

Fig. 3: Intraoperative image showing the location of the mass (A) and a round encapsulated mass with smooth outer surface post-
surgical excision (B). Photomicrograph showing spindle cells arranged predominantly in storiform pattern (hematoxylin and
eosin stain, magnification x100) (C). Immunohistochemistry demonstrating diffuse CD34 positivity (magnification x100) (D)
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Goshe et al. reported a case of DFSP in a 38-year-old man
who developed a tumour in a scar on his left eyebrow, two
years after being hit by a wooden board.® Li et al. reported a
case of primary DFSP of the right lower eyelid region with a
history of trauma by a cat scratch at the tumour lesion,
which may speed up its progression.” Kaya et al. reported a
case of a 44-year-old woman who presented with primary
DESP in the right medial canthus.® She had a history of a
previously excised mass at the same location 20 years earlier,
though no pathology report was available.* Similarly,
Monsudi et al. reported a recurrent case of DFSP on the right
side of the head that extended to the right upper eyelid region
with a previous history of excisional surgeries twice, but no
histopathological examination of the sample was
performed.®

The histopathological appearance of DESP is characterised by
uniform spindle neoplastic cells arranged predominantly in a
storiform pattern parallel to the epidermal surface with
minimal pleomorphism and scant cytoplasm.' It is
surrounded by collagenous stroma and often displays a
characteristic honeycomb appearance due to irregular
projections infiltrating the subcutaneous tissue and fat.** In
cases of periocular and ocular adnexa involvement, the
histopathology of DFSP has been classified into storiform,
atrophic, pigmented, diffuse sheets, and cartwheel
patterns.*”® Immunohistochemistry typically demonstrates
strong positivity for CD34 and vimentin,’* with some
tumours occasionally demonstrating focal positivity for SMA
but not $100.* Satellite appearance around the lesion can
occur due to intradermal infiltration of malignant cells,
potentially extending to muscle and bone.* In the present
case, the tumour was positive for CD34 and SMA but
negative for S100, desmin, and CK AE1/AE3.

The presence of spindle cells arranged in a storiform pattern,
combined with histopathological features consistent with
DESP and positive immunohistochemical staining for CD34
and vimentin, constitutes the key diagnostic criteria for DFSP.
However, it is important to note that CD34 positivity can also
be observed in other spindle cell tumours, such as solitary
fibrous tumour, sclerotic fibroma, cellular digital fibroma,
cutaneous neurofibroma, dermatofibroma, intradermal
spindle cell lipoma, desmoplastic melanoma, and nuchal-
type fibroma.' Sharudin et al. presented a case of recurrent
painless swelling over the left medial canthus region that was
previously reported as nodular fasciitis before developing
DFSP." Another published report also described DFSP
developing after recurrent leiomyomas.* The preliminary
histopathological interpretation in the present case
resembled a benign fibrohistiocytic lesion, illustrating how
DFSP may closely mimic benign entities. This highlights the
diagnostic challenge and the importance of considering DESP
in recurrent or atypical eyelid lesions. False-negative
pathological diagnoses delay treatment, allowing the tumour
to extend, recur, and cause significant local damage.
Accurate pathological diagnosis is therefore crucial for
successful DFSP management.’

The principal treatment for DFSP is surgical excision,
employing two primary techniques: wide local excision (WLE)
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and Mohs micrographic surgery (MMS). WLE involves
resection of the tumour with a margin of adjacent healthy
tissue of 3 to 5 cm, which is important for reducing recurrence
rates. The dermal defect resulting from WLE should be
reconstructed using flaps or grafts.* However, WLE may not
be feasible for head and neck tumours. MMS allows for
immediate evaluation of margins, making it advantageous
in cosmetically sensitive areas. It is associated with lower
recurrence rates compared with WLE.* In cases where
complete excision is not feasible or recurrence or metastasis is
present, radiotherapy and chemotherapy are considered
alternative treatments.* Adjuvant radiotherapy, such as
brachytherapy or external beam radiotherapy, can enhance
local control and reduce recurrence.’ Jamor et al. reported a
case of DESP in the right upper eyelid, treating it with tumour
excision and surface mould high-dose-rate brachytherapy.®
They suggested this is a viable option when radical surgery is
not possible and cost-effective in low-resource environments.’®

The National Comprehensive Cancer Network Guidelines for
soft tissue sarcoma recommend adjuvant radiotherapy in the
setting of positive surgical margins.”> In the patient, the
combination of positive margins and refusal of radiotherapy
increases the risk of local recurrence, emphasising the need
for close and long-term follow-up. Molecularly targeted
therapy, such as Imatinib, inhibits the platelet-derived
growth factor receptor and other tyrosine kinase receptors. It
effectively treats locally inoperable and metastatic DESP by
inhibiting tumour growth and promoting cell death.”*

The prognosis for DFSP is favourable, with a ten year survival
rate of 99.1%. However, patients with metastatic disease
usually have a survival period of about two years after
diagnosis.” Recurrence is determined by the tumour's
location, adequacy of surgical margins, and accuracy of the
initial pathological diagnosis."* Local recurrence rates vary
between 20-50%, particularly with positive margins.'?
Monsudi et al. reported recurrence at 14 months post-
operatively.® The head and neck region is the most common
site for DFSP recurrence, likely due to the difficulty of
achieving free surgical margins.** Life-long surveillance is
recommended, as local recurrence may arise many years
after initial treatment.’

DESP arising from a previous surgical scar is uncommon and
may mimic benign tumours, leading to diagnostic and
management delays. Therefore, early recognition of any
mass developing at a prior surgical site, thorough patient
counselling, and close long-term follow-up are essential to
ensure timely treatment of this locally aggressive tumour and
to prevent recurrence.
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SUMMARY

Severe pulmonary hypertension (PHT) in children is rare but
potentially life-threatening, with diverse aetiologies. Clinical
presentation is often non-specific and may be overlooked,
particularly in children with neurodevelopmental disorders.
A caseis reported of an autistic boy with avoidant restrictive
food intake disorder (ARFID) who presented with severe
PHT secondary to scurvy which showed complete
reversibility following vitamin C replacement.

INTRODUCTION

Paediatric PHT caused by Vitamin C deficiency (scurvy) is
rare but may occur in children with highly restrictive dietary
patterns.”? Scurvy impairs endothelial function and promotes
pulmonary vascular remodelling, which may culminate in
severe PHT.* Although uncommon, micronutrient deficiencies
should be considered early in the diagnostic work-up,
particularly in patients with neurodevelopmental disorders
and restrictive dietary patterns as described in the patient
with autism spectrum disorder (ASD).*

CASE PRESENTATION

A 7-year-old boy with autism spectrum disorder presented
with symptoms of gastroenteritis and features of right-sided
heart failure. He adhered to a highly selective diet devoid of
fruits and vegetables, and demonstrated failure to thrive
(weight 18 kg, <3rd percentile; height 126 cm, 25th-50th
percentile). Initially, he required multiple fluid boluses,
inotropic support for hypotensive episodes, and non-invasive
respiratory support for respiratory distress.

On examination, he was receiving continuous positive
airway pressure with a positive end-expiratory pressure of 5
cmH,0 and a fraction of inspired oxygen of 60%, blood
pressure of 100/60 mmHg and pulse rate of 120 bpm. He had
bilateral pedal oedema, raised jugular venous pressure, and
hepatomegaly extending 4 cm below the right costal margin.
A left parasternal heave and a loud P2 were present, with
bilateral lung crepitations on auscultation.

Transthoracic echocardiography demonstrated dilated right-
sided chambers with evidence of severe PHT, severe tricuspid
regurgitation (estimated right ventricular systolic pressure 62
mmHg), impaired right ventricular systolic function (TAPSE

13 mm), and preserved left ventricular ejection fraction
(79%). With a history of improper dietary intake and clinical
suspicion of scurvy, vitamin C was tested and reported a
markedly reduced serum ascorbic acid level (<0.1 mg/dL; Ref:
0.4-2.0 mg/dL). Notably, the patient lacked the classic
dermatological or musculoskeletal hallmarks of scurvy.
Other medical conditions causing PH were excluded. He was
commenced on oral sildenafil and therapeutic-dose vitamin
C.

At the six-week follow-up, the patient was clinically well,
with significant improvement in PHT and normalisation of
right ventricular geometry and systolic function. Sildenafil
was discontinued, while vitamin C supplementation was
continued.

DISCUSSION

This case highlights a rare but important example of
reversible severe PHT secondary to nutritional deficiency.
Although uncommon and frequently overlooked, scurvy
represents a clinically significant cause of PHT and may be
fatal if unrecognised and untreated."? While often dismissed
as a historical relic, scurvy remains a clinically relevant
entity in the modern era. In regions where food fortification
and nutritional supplementation are widespread, the
diagnosis is frequently unanticipated, leading to significant
under-detection and diagnostic delays.®

Scurvy has been described as ‘the great mimicker’ as its
clinical manifestations are highly variable. Presentations
may be as non-specific as constitutional symptoms such as
fatigue and loss of appetite. Some patients exhibit cutaneous
or haematological manifestations, whilst the vast majority
present with musculoskeletal symptoms, reported in 92% of
patients.® Scurvy may contribute to the development of PHT
through several mechanisms, most notably impaired
endogenous endothelial nitric oxide production, coupled
with dysregulated pulmonary vascular remodelling —
including hypoxia-inducible factor-mediated pathways —
resulting in diminished opposition to pulmonary
vasoconstriction.* Cardiopulmonary manifestations have
been reported to range from exertional fatigue to
cardiopulmonary collapse secondary to right-sided heart
failure in the context of pulmonary hypertension.**
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Fig. 1: Pre-treatment Echocardiogram; (a) Dilated right-sided chambers (b) Dilated pulmonary arteries (c) Severe tricuspid regurgitation
with TR of 62mmHg (d) Interventricular septal flattening

Fig. 2. Post-treatment Echocardiogram; (a,b) Right ventricle and pulmonary artery were much less dilated (c) Restored circular left
ventricle
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Scurvy-induced severe pulmonary hypertension in a child with autism spectrum disorder

The clinical presentation in our case mirrors the findings
reported by Satawiriya et al., characterised by
decompensated heart failure and episodes of hypotension
secondary to severe PHT.? Notably, the present patient lacked
the hallmark mucocutaneous and musculoskeletal
manifestations of scurvy, such as arthralgia, spontaneous
haemorrhage, or anaemia which were present in previously
documented cohorts."*® This underscores that pulmonary
vascular dysfunction can emerge as a sentinel or even
isolated manifestation of ascorbic acid deficiency, preceding
the more widely recognised classic signs of scurvy.

Comprehensive reviews indicate that the narrow dietary
variety common in children with ASD significantly elevates
the risk of micronutrient deficiencies; notably, scurvy is a
recognised sequela of avoidant restrictive food intake disorder
(ARFID) in this high-risk group.” ARFID, recently introduced
in the Diagnostic and Statistical Manual of Mental Disorders,
5th Edition (DSM-5). It is characterised by persistently
insufficient nutritional and/or energy intake and frequently
co-exists with ASD, with reported prevalence ranging from
12.5% to 33%.* Children with ASD and co-occurring ARFID
often exhibit more severe restrictive eating behaviours
attributable to sensory sensitivities; such behaviours have
been reported at up to 15-fold greater frequency than in
typically developing children,® thereby heightening the risk of
micronutrient deficiencies, growth faltering, and
impairments in psychosocial functioning, despite adequate
caloric intake.’

This case underscores the critical need for a systematic
evaluation of secondary causes of PHT, including nutritional
deficiencies, particularly in children with
neurodevelopmental disorder.”® Routine screening is strongly
recommended of serum ascorbic acid, alongside other key
micronutrients such as vitamin D and iron, in children
presenting with PHT who exhibit selective eating patterns or
are at high risk for malnutrition. Notably, scurvy-induced
PHT in the paediatric population is typically transient; high-
dose vitamin C supplementation achieves rapid clinical and
haemodynamic resolution, thereby preventing long-term
cardiopulmonary sequelae.'?

MJM Case Reports Journal Vol 5 No 2 August 2026

Integration of comprehensive dietary and micronutrient
assessments into the diagnostic algorithm for paediatric PHT
is essential, particularly in children with autism and ARFID.
Scurvy-induced PHT is a life-threatening yet fully reversible
condition; early recognition and prompt treatment with
ascorbic acid ensure complete haemodynamic resolution and
prevents irreversible cardiopulmonary sequelae.
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SUMMARY

Although uncommon in Malaysia, Mpox has emerged locally.
Three cases of Mpox in Sarawak are presented, with the aim
to describe clinical manifestations based on patients’
immunity. All were MSM aged between 28 and 40 years of
age. The first patient was HIV negative. He had 20 papules
with central crusts on the penis and trunk. The disease
duration in the first patient lasted approximately one month.
The second patient was HIV-infected, and on HAART since
2022 with a CD4 of 208/pL. He had about 13 lesions over the
hands, fingers, trunk, and perianal region. Recovery was
achieved within two weeks, after which the patient was lost
to follow-up. The third patient presented with a rapidly
progressive eruption of multiple pustules over the genital
area, face, scalp, trunk, and limbs two weeks before
hospitalization. The lesions were most severe at the scrotum
and perianal region with vesicles coalescing, resulting in
necrosis with deep induration, and subsequent ulceration.
His total lesion count was nearly 50. He tested positive for
HIV, Hepatitis B, and RPR, with a CD4 of 15/uL. The ulcers
were secondarily infected with Acinetobacter baumannii. He
was hospitalised and isolated for a total of 75 days,
receiving IV augmentin, tazocin, tecovirimat, IM benzathine
penicillin, in addition to HAART consisting of dolutegravir,
tenofovir, and emtricitabine. He improved very slowly. The
clinical patterns of Mpox infection described in Sarawak
reflect the typical presentation of Clade Ilb MPXV. The
disease was more severe and of longer duration in HIV-
infected individuals with very low CD4 counts.

INTRODUCTION

Mpox (previously known as monkeypox) is caused by the
Mpox virus (MPXV), a zoonotic orthopoxvirus that was first
discovered in a colony of monkeys with pox infections in
1958." There are two distinct clades of Mpox: Clade I
(subclades Ia and Ib), which is associated with a threefold
higher fatality rate than Clade II.> Clade IT Mpox (subclades
Ila and IIb), is associated with a self-limiting disease with a
lower mortality rate.” Both clades, however, are disseminated
in the same way. For decades, Mpox was endemic to West
and Central African countries.* However, a major outbreak
of Mpox clade IIb occurred in May 2022, leading to the
declaration of Mpox as a Public Health Emergency of
International Concern.* Since January 2024, more than
55,000 cases of clade I Mpox were reported globally. Since
July 2023, Malaysia has reported a total 28 confirmed Mpox.*

Mpox typically presents with a febrile prodrome
accompanied by generalised headache and fatigue.® Skin
lesions initially appear as macules, progressing to papules,
vesicles, and then umbilicated pustules with a prominent rim
of erythema.® Ulcers will form subsequently with central
scabs. Each morphology of the lesions appears at a single
stage of development at a time; each lasts for one to two days.
The number of lesions varied from a few to thousands.’
Secondary bacterial infections may complicate the disease,
resulting in abscess formation. In addition, lesions may
coalesce to form large plaques and ulcers.”*

Mpox in Malaysia reveals how heavily patient immunity
shapes clinical presentations. Failure to recognise Mpox
represents the greatest challenge in its management at the
primary care level, leading to misdiagnosis and delays in
contact tracing. Therefore, this case series aims to describe the
clinical manifestations and disease progressions of Mpox in
both immunocompetent and immunocompromised
individuals.

CASE PRESENTATION

Mpox In Immunocompetent Individuals

The first case involved a 40-year-old gentleman with a history
of latent syphilis, who had been treated and remained
serofast since October 2015. He reported onset of painful
vesicles at the genitalia four days after a casual sexual
encounter at a sex party in Kuala Lumpur, involving three
local and four foreign male partners. He developed high fever
on Day 11 post-exposure, with scattered vesicles erupting
over the trunk and limbs. Physical examination revealed
multiple papules with central necrotic crusts over the penis
and glans, associated with penile oedema (Figure 1A-1F).
Similar discrete pustules with perilesional erythema were
spotted over the trunk and limbs. The total lesion observed
was 20. His inguinal lymph nodes were enlarged.

Penile lesion swab and scab tested positive for MPXV by PCR.
Urethral swab culture grew Staphylococcus aureus. He was
isolated in the ward for a week and treated with intravenous
amoxicillin-clavulanate and analgesia. All lesions resolved
without scarring one month later (Figure 1G-1H).

Mpox In Immunocompetent Individuals With HIV Coinfection
The second patient was a 28-year-old man who has sex with
men (MSM) with positive retroviral infection. He had been
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Fig. 1: 1A - 1F: Patient 1, Day 11 of illness at presentation, Figure 1G - 1H: Patient 1, penile lesion resolved without scarring 1 month
following treatment, Figure 11 - 1M: Patient 2, Day 7 of iliness at presentation, Figure 1N — 1P: Patient 3, Perianal lesion at Week
3(presentation), Week 7 (Day 11 Tecovirimat) and Week 19 of illness (day of discharge), Figure 1Q - 1S: Patient 3, Philtrum lesion
at Week 3 (presentation), Week 7 (Day 11 Tecovirimat) and Week 19 of iliness (day of discharge), Figure 1T — 1V: Patient 3, Right
Heel ulcer at Week 3 (presentation) , Week 7 (Day 11 Tecovirimat) and Week 19 of illness (day of discharge), Figure TW - 1Y:
Patient 3, Trunk, Week 3 (presentation), Week 7 (Day 11 Tecovirimat), and Week 19 of illness (day of discharge), Figure 1Z - 1AB:
Patient 3, Scrotal Base, Week 3 (presentation), Week 7 (Day 11 Tecovirimat) and Week 19 of illness (day of discharge)

Fig. 2: Cycle of Threshold (Ct) of Mpox virus from perianal swab of Patient 30
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commenced on antiretroviral therapy in 2022, but
experienced treatment failure due to primary resistance, and
was thus escalated to dolutegravir, lamivudine, and tenofovir
since December 2024, with a CD4 count of 208 cells/uL. He
presented with a one-week history of vesicles on the palms,
soles, and arms, with fever for one day. His last reported
sexual contact was two months prior, with a male partner
from Penang. Clinically, scattered pustules were observed
with erythematous rims over both palms, soles, and trunk
(Figure 1J-1M). In total, 13 lesions were observed.
Additionally, a single anal wart with multiple perianal
erosions was noted.

Swabs and scabs over the lesion were positive for
Orthopoxvirus DNA. Urethral swab was positive for
Ureaplasma urealyticum. Screening for syphilis was reactive
with a rapid plasma regain (RPR) titre of 1:1. Isolation in the
ward was maintained for two weeks. Initially, oral acyclovir
and doxycycline were prescribed for one week prior to Mpox
confirmation. Three doses of intramuscular benzathine
penicillin were administered at weekly intervals. The patient
was instructed to perform potassium permanganate sitz
baths. The patient was discharged in stable condition without
complications. The patient was subsequently lost to follow-

up.

Mpox In Immunocompromised Individuals With HIV Coinfection

The third patient was a 37-year-old MSM who first presented
with multiple progressive, painful perianal ulcers for a week.
No lesions were noted apart from the perianal ulcers. He was
initially diagnosed with genital herpes and treated with a
one-week course of oral acyclovir. Three weeks later, the
lesions progressed, with an increasing number of crusted
papules over the limbs, trunk, and face. Multiple scattered
crusted ulcers with perilesional erythema over the scalp,
hairline, face, neck, axilla, trunk, thighs, heels, and genitalia
were observed. His perianal ulcers progressed into a large
necrotic indurated plaque that extended from the perianal to
the posterior scrotum and perineum region. (Figure 1N, 1Q,
1T, 1W, 1Z) The lesion count was almost 50.

His hepatitis B surface antigen, RPR (titre 1:8), and Treponema
pallidum particle agglutination assay (TPPA) were positive.
He was also diagnosed with retroviral disease with a CD4
count of 15 cells/pL. Polymerase chain reaction test from
lesion scabs and swabs confirmed Mpox. A microbiological
study of his genital ulcer grew Acinetobacter baumannii. He
was hospitalised and isolated for a total of 14 weeks. During
his isolation, he was initially treated with intravenous
acyclovir for a 14-day course, which escalated to intravenous
piperacillin/tazobactam without much improvement. He was
then prescribed a 14-day course of oral tecovirimat 600mg bd
in conjunction with anti-retroviral therapy consisting of
dolutegravir, tenofovir, and emtricitabine. Clinical
improvement was first observed at week 12 of the disease. All
the crusts dropped off, leaving shallow ulcers except the
ulcers at the perineum, which remained deep and
undermining. Full recovery was achieved at week 16 of the
disease. All wulcers healed with post-inflammatory
dyspigmentation and atrophic scars, with scarring alopecia
on his scalp. There were residual shallow ulcers at his
perineum (Figure 1P, 1S, 1V, 1Y, 1AB). Repeated swabs of
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perineal ulcers at week 7, 9, 12, 14 of lesions showed
persistent positive Mpox PCR. Figure 2 shows the trend of
Cycle of threshold (Ct) value of the MPXV.

DISCUSSION

Unlike endemic regions where Mpox clade I is predominant,
the Malaysia outbreak was associated with Mpox Clade IIb,
affecting MSM primarily, and transmitted through sexual
contact.” This case series illustrates the diverse clinical
spectrum of Mpox, demonstrating that host immune status is
pivotal in determining the disease presentation, severity, and
duration. The contrasting clinical presentations of the second
and third patients suggest that CD4 cell count is a key
determinant of disease prognosis and duration. The second
patient, with a CD4 count of 208 cells/uL, experienced a self-
limiting course similar to that of the immunocompetent first
patient. In contrast, the third patient, who had advanced
immunosuppression with a CD4 count of 15 cells/pL,
developed fulminant Mpox. These contrasting clinical
presentations and disease courses emphasise the importance
of host immune status in disease severity and recovery.

In a non-endemic country like Malaysia, the clinical
presentation may be confused with human herpes virus
infections. Specifically, the initial misdiagnosis of the third
patient, who first presented with only perianal ulcers, may
serve as a mimic of herpes simplex that may mask the
diagnosis of Mpox. This serves as a reminder that healthcare
professionals must maintain a high index of suspicion for
Mpox infections, regardless of the patient’s travel history. The
discrepancies of the incubation period in second and third
patients (ranging from weeks to months) deviate from the
usual incubation period of 5 — 21 days. These discrepancies
likely stem from underreporting or social desirability bias
regarding sexual encounters. In Malaysia, the stigma
surrounding HIV and homosexuality may result in
intentional concealment of actual exposure timelines, posing
a challenge for contact tracing and clinical diagnosis.

While Tecovirimat is the recommended agent for Mpox
treatment,® Patient three clearly demonstrated that the
standard 14-day course did not improve his condition as
expected. A 14-day course of tecovirimat may be insufficient
for individuals with profound immunosuppression.
Persistently positive PCR results and low cycle threshold (Ct)
values over 14 weeks suggest that, in the absence of
functional immunity, viral clearance is markedly delayed.
Extended duration of tecovirimat in combination with
cidofovir has been described in severe Mpox infection in HIV
infected patients in the United States. Here in Malaysia,
cidofovir and its prodrug brincidofovir are not available for
the treatment of tecovirimat-refractory cases. The present
experience suggests that whilst antivirals are important,
recovery in advanced HIV cases remains achievable with
gradual immune reconstitution provided by anti-retroviral
therapy and high-quality supportive care. While the CDC
recommends MVA-BN vaccination as post-exposure
prophylaxis for individuals with known or presumed
exposure to Mpox, currently, there are limited observational
data on the effectiveness of post-exposure prophylaxis
vaccination for Mpox.'
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The clinical patterns of Mpox infection described here in
Sarawak reflect the typical presentation of Clade IIb MPXV.
The disease was more severe with longer disease in HIV-
infected individuals with very low CD4 counts. All healthcare
professionals should maintain a high index of suspicion,
armed with vigilant screening and labouratory investigation,
to diagnose the infection early. High-quality supportive care,
together with immune reconstitution in advanced AIDS, is
imperative for managing patients with fulminant Mpox.
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SUMMARY

Hamartomatous polyps of the palatine tonsil are extremely
rare benign lesions. In published series, these polyps are
uniformly described as pale, pink, or greyish, smooth-
surfaced, pedunculated masses. We present a 25-year-old
healthy man who reported a single episode of blood-
streaked saliva following a meal. Intraoral examination
revealed a grade 2 right tonsil bearing a black, mulberry-like,
pedunculated mass arising from the superior pole. There
was no active bleeding or clot. An excision biopsy of the
lesion was performed under general anaesthesia. Grossly,
the specimen measured 2.0 x 1.6 x 0.7 cm, was dark
black, firm and had an irregular surface. Histopathological
examination showed a congested, haemorrhagic polyp lined
by stratified squamous epithelium, with a fibrotic stroma
containing multiple lymphoid aggregates and abundant
vascular channels. The features were consistent with a
hamartomatous polyp (lymphoid polyp). The patient
recovered uneventfully, and no recurrence was observed at
six months. This case is notable because its black,
mulberry-like appearance contrasts sharply with the typical
pale or pink smooth surface documented in the literature.
Recognizing this atypical presentation expands the clinical
differential diagnosis of pigmented tonsillar lesions and
reinforces the importance of complete surgical excision

INTRODUCTION

The palatine tonsils are bilateral lymphoepithelial organs
located on the lateral oropharyngeal walls; together with the
adenoids, lingual tonsil, and tubal tonsils, they constitute
Waldeyer’s ring. Their principal role is the sampling of
inhaled and ingested antigens for immunological analysis.!
Neoplasms of the palatine tonsil are uncommon, and
malignant lesions - chiefly squamous cell carcinoma and
lymphoma - far outnumber benign tumours.? Among benign
tonsillar tumours, squamous papilloma is the most frequent;
hamartomata’s polyps are exceedingly rare.

Hamartomatous polyps of the palatine tonsil have been
reported under varied nomenclature, including
fibroepithelial ~ polyp, lymphangiomatous  polyp,
lymphangiofibrolipomatous hamartomatous polyp, and
lymphoid polyp.*® Regardless of the label, the macroscopic
descriptions in the literature are remarkably consistent: a
unilateral, solitary, pedunculated or sessile mass with a
smooth surface and a pale, pink, white, or yellowish hue.****
A case of a tonsillar hamartomatous polyp deviating

strikingly from the conventional appearance is reported
herein, presenting as a black, mulberry-like lesion. This
atypical clinical morphology prompted the present report
and may assist clinicians in formulating broader differential
diagnoses for pigmented tonsillar masses.

CASE PRESENTATION

A 25-year-old man, a lifelong non-smoker and non-drinker
with an unremarkable medical history, presented with a one-
day history of blood-tinged saliva. He noticed minimal fresh
blood streaking his saliva immediately after a meal; there
was no ongoing oozing, epistaxis, haematemesis, or
melaena. He denied dysphagia, odynophagia, foreign-body
sensation, snoring, or obstructive sleep apnoea symptoms. He
had no history of recurrent tonsillitis and was not taking
antiplatelet or anticoagulant medications. The patient was
afebrile throughout, with no signs of localised or systemic
infection.

Intraoral examination showed bilateral grade 2 (Brodsky
scale) tonsils. A black, mulberry-like pedunculated mass,
approximately 2 cm in greatest dimension, was seen arising
from the superior pole of the right tonsil (Figure 1). The
overlying mucosa was intact, with no active bleeding,
ulceration, or perilesional erythema. There was no cervical
lymphadenopathy. Findings from the remainder of the ear,
nose, throat, and systemic examinations were normal. In
view of the lesion’s superficial, pedunculated nature and the
absence of bruits, pulsatility, or compressive symptoms,
imaging studies (Doppler ultrasonography, computed
tomography, or magnetic resonance imaging) were deemed
unnecessary.

An excision biopsy with a clear macroscopic margin was
performed under general anaesthesia. The polyp was
pedunculated, attached to the superior tonsillar pole by a
narrow stalk. Its gross appearance was uniformly black and
firm, with a lobulated, irregular surface; it measured
2.0 x 1.6 x 0.7 cm. The stalk base was completely excised
without entering the tonsillar parenchyma.

Histopathological examination demonstrated a polypoidal
fragment covered partly by stratified squamous epithelium
and partly by ulcerated, haemorrhagic surface tissue
(Figure 2). The stroma was densely fibrotic and contained
numerous lymphoid aggregates with reactive germinal
centres. Dilated, congested vascular channels were scattered

This article was accepted: 6 February 2026
Corresponding Author: Hari K S Krishnan
Email: harikrish300@gmail.com

132

MJM Case Reports Journal Vol 5 No 2 August 2026



Haemorrhagic hamartomatous polyp of the palatine tonsil

Fig. 1: Black, mulberry like mass arising from the right tonsil

Fig. 2. Histopathological examination; haematoxylin and eosin (H&E) staining, 400x magnification. Blue arrow: vascular channels, red
arrow: lymphoid aggregates

Fig. 3: Clinical examination 6 months after excision
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Table I: Comparison of the present case with previously reported tonsillar hamartomatous polyps

Author/Year | Age/Sex Symptoms Gross Appearance Size Management Outcome
(Colour/Surface)

Kardon et al.| Mean 25.2y;| Dysphagia, sore Pale, tan, pink; smooth, 0.5-3.8 cm Excision + No recurrence
(2000)° M:F 1:1 throat, foreign body | pedunculated tonsillectomy

sensation
Sethi et al. 18y/M Recurrent sore Grayish-pink, smooth, 2x1%x05cm Tonsillectomy | No recurrence
(2011) 2 throat, fever, pedunculated

dysphagia, foreign

body sensation
Khatib et al. | 14y/M Dysphagia, Pale, smooth surface Not specified Tonsillectomy | No recurrence
(2015)° dysarthria
do Amaral- | 22y/F Foreign body Pinkish-white, pedunculated | Not specified Excisional No recurrence
Silva et al. sensation biopsy
(2023)°

25y/M Blood-streaked Black, mulberry-like, 2.0 x 1.6 x 0.7 cm | Excision No recurrence

Present case saliva irregular surface (pedicle at 6 months
(2026) alone)

Abbreviations: y, years; M, male; F, female.

throughout the stroma. A diagnosis of hamartomatous polyp
(lymphoid polyp) was established. No cytological atypia or
malignant features were seen.

The postoperative course was uneventful. At a six-month
follow-up visit, the right tonsil had healed completely with no
visible residual or recurrent lesion (Figure 3), and the patient
remained asymptomatic.

DISCUSSION

The hamartomatous polyp of the palatine tonsil is a focal
malformation consisting of mature, disorganised tissue
indigenous to the tonsil. Histologically, the lesion comprises
lymphoid aggregates, fibrotic stroma, and variably dilated
vascular channels, which together justify the multiple names
encountered in the literature®® In a seminal
clinicopathologic series of 26 cases, Kardon et al. described
uniformly pedunculated or sessile polyps with a smooth, pale
to tan cut surface; none exhibited haemorrhagic
discolouration.” A detailed comparison of the present case
with key published cases is provided in Table I. A 2023
literature review by do Amaral’ Only occasional reports
mention a reddish hue attributed to vascular prominence; a
truly black, mulberry-like exterior has not been previously
documented.

The black colour in the present case can be explained by the
striking vascular congestion and intralesional haemorrhage
seen on microscopy. The patient’s symptom of blood-streaked
saliva immediately after a meal suggests mechanical trauma
during mastication, which may have caused capillary
rupture within the already congested polyp, leading to
extravasation of blood and superficial haemosiderin
deposition. This subacute haemorrhage conferred the dark,
irregular, mulberry-like appearance that initially raised a
suspicion of a vascular malformation or melanoma.
However, the absence of pulsatility, rapid growth, or regional
lymphadenopathy, together with the typical pedunculated
architecture, pointed toward a benign hamartomatous
process.
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The differential diagnosis of a dark tonsillar mass includes
arteriovenous malformation, haemangioma, angiosarcoma,
melanoma, and thrombosed varix. Because of the lesion’s
small size and pedunculated, superficial attachment,
imaging was not mandatory in this case; however, when the
nature of a pigmented tonsillar lesion is uncertain, a CT or
MR angiography can delineate vascular flow and exclude a
high.

Management of tonsillar hamartomatous polyps is complete
surgical excision. While some authors advocate concurrent
tonsillectomy, recurrence has not been reported when the
pedicle is completely excised, even without concomitant
tonsillectomy.”® In the present case, stalk excision alone
yielded a disease.’

This case reinforces the understanding that tonsillar
hamartomatous polyps may deviate considerably from their
classic pale, smooth appearance. Otolaryngologists should
include this entity in the differential diagnosis when
evaluating any irregular, pigmented tonsillar mass, thereby
avoiding unnecessarily aggressive investigations whilst
ensuring prompt and complete excision.

CONCLUSION

We present a rare hamartomatous polyp of the palatine
tonsil that exhibited a black, mulberry-like appearance never
before highlighted in the literature. This atypical
morphology, driven by vascular congestion and
haemorrhage, expands the known clinical spectrum of
tonsillar lymphoid polyps. Complete surgical excision of the
pedicle is curative and prevents recurrence.
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Falsarthrobacter nasiphocae PD-associated peritonitis: A
rare pathogen in PD-associated peritonitis
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SUMMARY

Peritoneal dialysis (PD)-associated infection remains a
major cause of morbidity and technique failure among PD
patients, with approximately 10-20% of peritonitis episodes
resulting in permanent discontinuation of PD. We report a
case of PD-associated peritonitis caused by a rare
pathogen, Falsarthrobacter nasiphocae. The patient
presented with cloudy PD effluent, consistent with the
typical clinical features of PD-associated peritonitis. Despite
treatment with first-line empirical antibiotics in accordance
with local guideline recommendations, no clinical
improvement was observed. Microbiological identification of
the causative organism was additionally challenging and
only available after completion of treatment. The episode
was ultimately complicated by PD technique failure,
necessitating transition to haemodialysis for renal
replacement therapy. This is a single case report of PD-
associated  peritonitis  involving Falsarthrobacter
nasiphocae. The clinical significance of Falsarthrobacter
nasiphocae in PD-associated peritonitis and its contribution
to PD technique failure remain uncertain, given the limited
data on organism-specific clinical course and antimicrobial
susceptibility. This case highlights the importance of early
identification of rare pathogens and may contribute to future
guideline discussions on the management of PD-associated
peritonitis caused by rare pathogens in patients with end-
stage kidney disease (ESKD).

INTRODUCTION

The incidence of end-stage kidney disease (ESKD) requiring
dialysis has been increasing rapidly in Malaysia, with further
growth anticipated.! Peritoneal dialysis (PD) remains a
crucial mode of long-term renal replacement therapy,
offering overall survival comparable to haemodialysis and
potentially reducing dialysis-associated healthcare costs.”*
However, PD is associated with several complications,
including PD-associated peritonitis, which remains a leading
cause of morbidity among PD patients, with 10-20% of
peritonitis episodes resulting in permanent discontinuation
of PD.*

Despite the availability of the 2022 International Society for
Peritoneal Dialysis guidelines for the diagnosis and
management of PD-associated peritonitis, including
antibiotic recommendations, data regarding rare or atypical
causative pathogens remain limited.

A rare case of PD-associated peritonitis caused by
Falsarthrobacter nasiphocae. To the best of our knowledge,
no similar cases involving this organism in a PD patient have
been identified.

CASE PRESENTATION

A 68-year-old male with a history of diabetes mellitus,
hypertension, and dyslipidaemia had been undergoing
peritoneal dialysis (PD) for ESKD for the past three years. His
serial Staphylococcus kloosii PD-associated peritonitis eight
months prior, which was successfully treated. Dialysis
effluent culture and sensitivity reports of the previous PD-
associated peritonitis are included in Table I. A PD training
program was repeated during the episode of Staphylococcus
kloosii PD-associated peritonitis, and he demonstrated
favourable technique. Other than that, he had no
hospitalizations for fluid overload.

The patient presented with cloudy dialysis effluent for three
days, without other symptoms such as abdominal pain, loose
stools, or fever. Physical examination was unremarkable,
with no features suggestive of exit-site or tunnel infection.
Abdominal X-ray showed the Tenckhoff catheter in situ.
Inflammatory markers were not significantly elevated, with a
white blood cell count of 7.3 x 10°/L. Dialysis effluent
microscopic examination revealed an elevated white cell
count of 380 cells/mms3, with 95% polymorphonuclear cells.
Empirical intraperitoneal (IP) antimicrobials — comprising
IP cefazolin and IP ceftazidime, along with syrup nystatin —
were initiated in accordance with local guidelines.

By day 4 of treatment, the dialysis effluent remained cloudy.
Repeat dialysis effluent microscopic examination continued
to show elevated cell counts of 220 cells/mm? with 95%
polymorphonuclear cells. Preliminary culture demonstrated
microbial growth; however, organism identification by Gram
stain and standard MALDI-TOF techniques was unsuccessful.
Consequently, IP antibiotics were escalated to IP vancomycin
and IP meropenem.Clinical improvement ensued, with
decreasing effluent turbidity and a cell count of 6 cells/mm?®,
comprising predominantly polymorphonuclear cells. He
completed a total of three weeks of IP antibiotics and was
discharged in stable condition.

The dialysis effluent sample was sent to the national
reference labouratory (the Institute for Medical Research,
Malaysia) for further identification and antibiotic
susceptibility testing. The causative organism was identified
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Table I: PD effluent culture and sensitivity

Dates

PD effluent C+S

24th of March 2024

5th of November 2024

8th of November 2024

Staphylococcus kloosii

Sensitive to Vancomycin(MIC 1.5ug/ml)
Resistant to Fusidic acid, Oxacillin
Falsarthrobacter nasiphocae

Sensitive to Vancomycin(MIC 1.5 ug/ml)
Resistant to Ceftriaxone(MIC 4 ug/ml)
Intermediate to Penicillin(MIC 0.25 ug/ml)

(Formal report was released on 23rdDecember 2024)

PD: Peritoneal Dialysis; C+S: culture and sensitivity; MIC: Minimal Inhibitory Concentration

Table II: Case reports of rare pathogens in PD-associated peritonitis

Author

Age, sex

Symptoms

Organism

Antibiotic

Outcome

OzantHelvaci et al.¢

Jae Un Lee et al”

Konner P et al.®

68 years old, male

63years old, male

46 years old, male

Turbid PD effluent,
abdominal pain

Turbid PD effluent,
abdominal pain
Impaired
ultrafiltration,

Serratia liquefaciens,
gram-negative
bacterium

IP Ceftazidime

PD catheter removal

turbid PD effluent

Waleed Albaker.® 24 years old, Abdominal pain

female

aerobic, gram-positive

Sphingomonaspaucimobilis, IP imipenem PD catheter removal
aerobic Gram-negative bacillus

Neisseria sicca, Oral Resolution
gram-negative cocci levofloxacin

Bacillus licheniformis, IP vancomycin | Resolution

IP: Intraperitoneal; PD: Peritoneal Dialysis

as Falsarthrobacter nasiphocae via 16S rRNA gene
sequencing, together with its antimicrobial susceptibility
profile.

Two months after the PD-associated peritonitis episode, the
patient was readmitted with a one-week history of symptoms
of fluid overload. No culture was taken during that
admission, as the clinical presentation did not suggest
infection. He was discharged in good condition. However, the
patient’s overall clinical picture showed persistent fluid
overload during multiple visits and assessments at the
nephrology clinic. Evaluation suggested PD membrane
failure; the peritoneal equilibration test showed a weekly
Kt/V of 1.3, while 24-hour urine and dialysate volume was
600 mL. He was counseled for transition to hemodialysis as
an alternative mode of renal replacement therapy, and he
eventually underwent the procedure.

DISCUSSION

Peritoneal dialysis (PD)-associated peritonitis remains a
significant complication in PD patients, contributing not only
to increased morbidity and hospitalization but also
frequently resulting in technique failure and transition to
haemodialysis.* The 2022 International Society for Peritoneal
Dialysis guidelines provide a structured approach to
diagnosis and empiric management. However, peritonitis
caused by rare or atypical organisms presents a unique
diagnostic and therapeutic challenge due to limited clinical
data.

This case describes an unusual aetiology of PD-associated

peritonitis — Falsarthrobacter nasiphocae, a rare Gram-
positive, aerobic bacillus with no previously established

MJM Case Reports Journal Vol 5 No 2 August 2026

pathogenic role in such cases. The organism was initially
described in marine mammals and environmental settings
and has only recently been implicated in human disease,
with the first known case involving a periprosthetic joint
infection.® The isolation of this rare pathogen from a
prosthetic joint and a PD catheter may reflect a shared
pathogenic mechanism, such as colonisation of foreign
bodies.® Similarly, in both cases, this organism was found to
be sensitive to vancomycin and resistant to ceftriaxone.® No
similar cases of PD-associated peritonitis attributable to
Falsarthrobacter nasiphocae. Its role as a human pathogen
remains poorly understood, raising questions about its route
of entry, environmental reservoirs, virulence potential, and
host susceptibility factors.

As Falsarthrobacter nasiphocae was not identifiable by
routine culture techniques, definitive identification was
achievable only through molecular diagnostic testing at a
national reference laboratory. The case was further
complicated by the patient’s lack of response to routine
empirical antibiotics. Failure to respond to standard
empirical therapy should prompt consideration of atypical
pathogens. When conventional diagnostic work-up is
inconclusive, early utilisation of molecular diagnostic testing,
such as 165 rRNA sequencing, may facilitate timely diagnosis
and guide targeted antimicrobial therapy.

This case also highlights the therapeutic challenges in
managing an atypical pathogen. The lack of susceptibility
data and the absence of standardized treatment guidelines
complicate clinical decision-making. Severalcase reports
have described rare pathogens in PD-associated peritonitis;
some cases responded to antibiotic therapy, whilst others
required PD catheter removal.*’
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In this case, clinical resolution was achieved following
escalation to IP vancomycin and meropenem. However, PD
technique failure occurred several months later, with no
other obvious precipitating risk factors identified. The
significance of Falsarthrobacter nasiphocae and its long-term
impact remain unknown.

The absence of prior reports of Falsarthrobacter nasiphocae
as a cause of PD-associated peritonitis represents an
important limitation in contextualizing this case within the
existing literature. As this report reflects a single clinical
observation, the findings should be interpreted with
appropriate caution. The organism’s microbiological profile
and virulence potential in the peritoneal dialysis setting
remain poorly characterised, thereby limiting evidence-based
guidance for management. These limitations underscore the
importance of systematic reporting and support the need for
a national or regional registry to capture atypical PD
peritonitis pathogens and their associated outcomes, which
may help inform future diagnostic and therapeutic strategies.
To the best of available knowledge, this is the first case report
of Falsarthrobacter nasiphocae in PD-associated peritonitis.
No similar cases have been identified. Emerging rare
pathogens in PD-associated peritonitis represent a growing
clinical concern, given the challenges in establishing a
definitive diagnosis and selecting appropriate therapy. As
illustrated in this case, PD-associated peritonitis caused by a
rare organism such as Falsarthrobacter nasiphocae may
result in clinically significant consequences, including PD
technique failure, even when there is apparent clinical
resolution. Delayed pathogen identification may impede
timely administration of targeted antimicrobial therapy,
potentially contributing to PD technique failure as a long-
term consequence. In this context, the use of molecular
diagnostic techniques may play a complementary role in
improving early pathogen detection. Furthermore, enhanced
case reporting and systematic data collection are essential to
better characterise the clinical course, antimicrobial
susceptibility profiles, and optimal management of PD-
associated peritonitis due to uncommon organisms.
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Delayed antiviral therapy in adult varicella: Severe
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SUMMARY

Background: Varicella-zoster virus infection is commonly
self-limiting in childhood. However, adults may present with
increased severity, higher complication rates, and long-term
cutaneous sequelae. Early initiation of antiviral therapy
within 72 hours of rash onset is important in reducing
disease burden. Case Presentation: A man in his 20s, a
college student residing in a campus hostel, presented with
a 7-day history of fever, malaise, and a progressively
worsening generalised pruritic vesiculopustular rash. He
reported recent exposure to a classmate diagnosed with
chickenpox and had no prior history of childhood varicella
or varicella vaccination. He reported no other relevant
medical history. He initially sought medical attention on day
3 of illness and was managed symptomatically, without
initiation of antiviral therapy. The clinical condition
subsequently deteriorated, with increasing lesion burden,
pustulation, and severe pruritus, particularly over the face.
On day 7, he was clinically diagnosed with varicella with
severe cutaneous involvement complicated by secondary
bacterial infection. He was treated with oral valaciclovir,
amoxicillin-clavulanate, and bilastine for 5 days. Although
acute lesions resolved, extensive post-inflammatory
hyperpigmentation and atrophic scarring developed over
the face and body, resulting in significant psychosocial
distress. Patient-reported outcome assessment (SCAR-Q)
demonstrated marked improvement in appearance and
symptoms after treatment but persistent psychosocial
impact. Conclusion: This case highlights the importance of
timely antiviral therapy in adult varicella to reduce
complications and long-term aesthetic sequelae. Prompt
recognition of secondary bacterial infection and timely
antibiotic treatment are essential. Early intervention is
particularly important in cases with facial involvement to
reduce cosmetic and psychosocial impact.

INTRODUCTION

Varicella-zoster virus (VZV) infection is commonly regarded
as a benign, self-limiting illness characterised by a prodromal
fever and generalised vesicular rash. However, in adults, the
clinical course may be substantially more severe, with higher
rates of complications and morbidity — particularly among
immunocompromised individuals — although severe disease
may also occur in otherwise healthy adults.

Early initiation of antiviral therapy, such as acyclovir or
valaciclovir, within 24-72 hours of rash onset is

recommended to reduce viral replication, limit disease
severity, and prevent complications.”” Delayed presentation
or initial under-recognition in primary care may result in
missed therapeutic opportunities.

In the absence of timely antiviral therapy, ongoing viral
replication may lead to more extensive disease and increased
susceptibility to complications, including secondary bacterial
infection and, less commonly, systemic involvement such as
pneumonia or neurological complications.?

We report a case of adult varicella with delayed initiation of
antiviral therapy, resulting in severe cutaneous involvement
complicated by secondary bacterial infection and subsequent
aesthetic sequelae. This case highlights the importance of
early recognition and prompt antiviral treatment in primary
care to reduce both clinical complications and long-term
morbidity.

CASE PRESENTATION

A man in his 20s presented with a 7-day history of fever,
malaise, and a generalised pruritic rash. The eruption
initially appeared as papules over the trunk and
subsequently spread to the back, chest, and face, progressing
to vesicles and subsequently pustules. He was a college
student residing in a campus hostel. The patient reported
recent exposure to a classmate diagnosed with chickenpox.
The patient reported no prior history of chickenpox during
childhood and had not received varicella vaccination. The
patient had no known immunocompromising condition,
malignancy, chronic systemic illness, or regular
immunosuppressive medication use.

He first sought medical attention on day 3 of illness and was
clinically diagnosed with varicella. He was managed
symptomatically with antipyretics and antihistamines,
without initiation of antiviral therapy.

Despite initial treatment, the condition worsened, with an
increasing number of lesions, progression to pustules, and
severe pruritus, particularly over the face. He sought a second
opinion on day 7 of illness. Cutaneous examination revealed
widespread polymorphic lesions involving the face and
trunk, comprising papules, vesicles, and pustules at varying
stages of development. Multiple lesions demonstrated central
crusting, particularly over the facial region. The distribution
predominantly involved the face, anterior chest, and
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Table I: Recommended antiviral therapies for adult varicella?

Clinical Scenario Drug Adult Dose Duration Major Toxicities
Immunocompetent patients Acyclovir 800mg po 5 times daily 5-7 days None; minor nausea or headache
Valaciclovir | 1g po three times daily 5-7 days None; minor nausea or headache
Famciclovir 500mg po three times daily | 5-7 days None; minor nausea or headache
Brivudin 125mg po once daily 5-7 days Potentially lethal interaction with
fluropyrimidines (e.g, 5-fluorouracil)
Immunocompromised patients / | Intravenous | 10-15mg/kg every 8 hours 7-10 days Nephrotoxicity (rare); CNS disturbances
disseminated VZV syndrome Acyclovir
(e.g., encephalitis, pneumonitis)
Acyclovir-resistant VZV Intravenous | 60-90mg/kg every >10days Nephrotoxicity (common); electrolyte
Foscarnet 12 hours until healed disturbance (common), seizure,
arrhythmias, anaemia, genital ulcers

Table II: Impact of antiviral therapy timing on clinical and aesthetic outcomes in adult varicella

Timing of antiviral therapy Clinical outcomes

Aesthetic outcomes

<72 hours of rash onset

Delayed (>72 hours)
increased risk of complications

Reduced lesion formation, faster recovery

Progressive lesion development and

Reduced risk of post-inflammatory hyperpigmentation
(PIH) and scarring

Increased risk of PIH, atrophic scarring, and possible
keloid formation in susceptible individuals

posterior trunk (Figure 1). No signs of systemic involvement
were noted.

A diagnosis of varicella with extensive cutaneous
involvement complicated by secondary bacterial infection
was established, and the patient was commenced on oral
valaciclovir 500 mg twice daily, amoxicillin-clavulanate 625
mg twice daily, and bilastine 20 mg twice daily for 5 days.

The diagnosis was made clinically, based on the
characteristic polymorphic eruption consisting of papules,
vesicles, pustules, and crusts at different stages of evolution in
the presence of fever and malaise. Laboratory confirmation
with polymerase chain reaction (PCR) testing was not
performed.

At the one-week follow-up, clinical improvement was noted
with resolution of active lesions. However, extensive post-
inflammatory hyperpigmentation and atrophic scarring
developed over the face and body, negatively affecting self-
esteem. Patient-reported outcome assessment using the
SCAR-Q demonstrated substantial improvement in
appearance (25 to 75) and symptom domains (33.3 to 83.3).
However, psychosocial scores showed only modest
improvement (33 to 41.6), suggesting persistent
psychological impact despite clinical recovery. Cutaneous
findings at 1 week post-treatment are shown in Figure 2.

At three weeks post-treatment, persistent post-inflammatory
hyperpigmentation and atrophic scarring were noted over
the face, anterior trunk, and posterior trunk, with no active
lesions. These findings are illustrated in Figure 3.

DISCUSSION

Varicella is a highly contagious infection caused by the
varicella-zoster virus (VZV), typically presenting with a
prodrome of pyrexia and malaise, followed by a polymorphic
eruption consisting of macules, papules, vesicles, and crusts
at different stages of evolution, with possible residual
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scarring. Although generally self-limiting, varicella in adults
is associated with a more severe clinical course, increased
lesion burden, and a higher risk of complications.

In routine primary care practice, varicella is commonly
diagnosed clinically. Laboratory confirmation is generally
reserved for atypical presentations, immunocompromised
patients, or cases where the diagnosis is uncertain. Antiviral
therapy should not be delayed while awaiting confirmatory
testing when clinical suspicion is high."” The patient in this
case presented with clinical features consistent with varicella;
however, initiation of antiviral therapy was delayed.
Although varicella vaccination is cost-effective for
prevention, it has no role in the treatment of established
infection. In symptomatic patients, antiviral therapy remains
essential. In Malaysia, although there is no single unified
national guideline dedicated exclusively to uncomplicated
varicella, current practice in primary care is aligned with
Ministry of Health formularies and international
recommendations. Oral acyclovir remains the mainstay of
treatment and is commonly prescribed at a dose of 800 mg
five times daily in adults. Recommended antiviral therapies
for adult varicella are summarised in Table I.

Early initiation of antiviral therapy is critical, as viral
replication typically peaks within the first 24-72 hours of
rash onset. Initiation of treatment within this window has
been shown to reduce the duration of fever, shorten the time
to crusting from 7.4 to 5.6 days (approximately 2 days),
reduce the peak lesion count by 46%, and decrease overall
disease severity.** In this case, delayed antiviral initiation
beyond the optimal therapeutic window likely contributed to
increased lesion burden and subsequent aesthetic sequelae.
The impact of timing of antiviral therapy on clinical and
aesthetic outcomes is summarised in Table II.**

Delayed initiation of antiviral therapy results in diminished
therapeutic efficacy. Continued viral replication leads to
progression of cutaneous lesions and increased inflammatory
burden, contributing to more extensive disease involvement.
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Fig. 1: Acute cutaneous involvement demonstrating (A) facial, (B) anterior trunk, and (C) posterior trunk distribution of multiple
vesiculopustular lesions

Fig. 2: Cutaneous findings at 1 week post-treatment demonstrating (A) facial, (B) anterior trunk, and (C) posterior trunk distribution of
resolving lesions with residual crusting and post-inflammatory changes

Fig. 3: Cutaneous findings at 3 weeks post-treatment demonstrating residual post-inflammatory hyperpigmentation and atrophic
scarring involving (A) face, (B) anterior trunk, and (C) posterior trunk
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The widespread vesiculopustular lesions observed in this
patient reflect a more severe manifestation of varicella,
consistent with findings reported in adult cases."*

Secondary bacterial infection represents one of the most
frequently encountered complications of varicella. Disruption
of the epidermal barrier due to vesicle formation and
scratching predisposes to bacterial colonisation and
superinfection. These infections may manifest as pustulation,
crusting, cellulitis, or more severe soft tissue involvement."*

The presence of purulent crusting and pustular lesions in this
patient is consistent with secondary bacterial superinfection,
which further exacerbates tissue inflammation and delays
healing. In severe cases, life-threatening complications such
as varicella gangrenosa and sepsis have been reported.”
Importantly, complications of varicella are not limited to
cutaneous involvement. Systemic complications, including
neurological, respiratory, and ocular manifestations, have
been described, even in immunocompetent individuals.®

From an aesthetic perspective, the severity and extent of
inflammation play a pivotal role in determining long-term
cutaneous outcomes. Extensive inflammatory lesions,
particularly when complicated by secondary bacterial
infection, are associated with increased risks of post-
inflammatory hyperpigmentation (PIH), atrophic scarring,
and, less commonly, keloid formation. Post-varicella scarring
has been reported in up to 7-18% of patients and may persist
into adulthood.” PIH is especially prevalent in individuals
with darker skin phototypes, which are common in the
Malaysian population.

Facial involvement, as demonstrated in the present case,
carries significant psychosocial implications. Visible scarring
and pigmentation may negatively impact self-esteem, social
interactions, and overall quality of life, particularly in young
adults.” Patient-reported outcome measures such as SCAR-Q
may be used to assess the psychosocial burden associated
with scarring. In this case, improvement in scar appearance
and symptoms was accompanied by only modest
psychosocial recovery, reflecting the recognised lag between
physical and psychological adaptation.

Management of post-varicella aesthetic complications
frequently requires multimodal therapy. For PIH, first-line
treatment includes topical agents such as hydroquinone,
retinoids, and azelaic acid, combined with strict
photoprotection. Procedural options include chemical peels
and pigment-targeting laser therapies such as Q-switched or
picosecond lasers. For atrophic scars, treatment options
include microneedling, fractional laser resurfacing,
subcision, and chemical reconstruction of skin scars (CROSS
technique using trichloroacetic acid). Combination therapy is
often required to achieve satisfactory outcomes.’*

In the Malaysian private healthcare setting, the estimated
cost of managing post-varicella aesthetic complications can
be substantial, often requiring multiple treatment sessions.

This case highlights an important gap in real-world clinical
practice. Varicella is frequently perceived as a benign
condition and managed symptomatically, particularly in
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primary care. However, adult varicella should not be
underestimated. Delayed antiviral initiation may result in
preventable complications, prolonged disease course, and
significant aesthetic and psychosocial burden.

Accordingly, general practitioners and aesthetic physicians
should adopt a proactive approach to the management of
varicella. Early antiviral therapy should be strongly
considered in adult patients, particularly those presenting
within 72 hours of rash onset, with extensive disease or facial
involvement. Timely intervention not only improves clinical
outcomes but also plays a crucial role in preventing long-
term aesthetic sequelae.

In conclusion, this case underscores the importance of early
recognition and timely antiviral treatment in varicella
infection. Early intervention may significantly minimise
complications and long-term aesthetic burden, thereby
improving both clinical and psychosocial outcomes.

REFERENCES

1. Gershon AA, Breuer ], Cohen ]I, Cohrs R], Gershon MD, Gilden D,
et al. Varicella zoster virus infection. Nat Rev Dis Primers 2015; 1:
15016.

2. Gnann |W Jr. Antiviral therapy of varicella-zoster virus
infections. In: Arvin A, Campadelli-Fiume G, Mocarski E, Moore
PS, Roizman B, Whitley R, Yamanishi K, editors. Human
herpesviruses: biology, therapy, and immunoprophylaxis.
Cambridge: Cambridge University Press; 2007.

3. Wallace MR, Bowler WA, Murray NB, Brodine SK, Oldfield EC Jr.
Treatment of adult varicella with oral acyclovir. Ann Intern Med.
1992; 117(5): 358-63.

4. Balfour HH Jr. Antiviral drugs. N Engl ] Med. 1999; 340(16):
1255-68.

5. Lin L, Zhang R. A case of generalised varicella in an adult. Clin
Cosmet Investig Dermatol. 2025; 18: 2167-72.

6. Centers for Disease Control and Prevention (CDC). Varicella. In:
Epidemiology and prevention of vaccine-preventable diseases.
14th ed. Atlanta: CDC; 2021 [cited 2026 Apr 22]. Available from:
https://www.cdc.gov/pinkbook/hcp/table-of-contents/chapter-
22-varicella.html

7. Schots JPM, Moons P, Stoot JHMB. Management of varicella
gangrenosa: a life-threatening condition from chickenpox. Case
Rep Med. 2014; 2014: 206152.

8. Lee SC, Ng MCE, Tan CL, Lim YAL, Rahman NA, Abdullah A, et
al. Vision loss in an immunocompetent child post varicella
infection: a case report. Malays Fam Physician 2020; 15(1): 54-7.

9. Pour Mohammad A, Ghassemi M. Varicella-zoster scar
treatments: a tertiary review. Med | Islam Repub Iran 2021; 35:
136.

10. Agarwal N, Mittal A, Kuldeep CM, Singh A, Gupta LK, Khare AK,
et al. Chemical reconstruction of skin scars therapy using
trichloroacetic acid in post varicella scars. ] Cutan Aesthet Surg
2013; 6(3): 144-8.

MJM Case Reports Journal Vol 5 No 2 August 2026



CASE REPORT

Mosaic turner syndrome (45,X/46,XY) presenting as
delayed puberty and ambiguous genitalia in an adolescent

Elise Wen Yun Yap', Su Fen Chia'?, Albert Chao Chiet Tan'

'Department of Obstetrics and Gynecology, Hospital Tengku Ampuan Rahimah, Ministry of Health, Selangor, Malaysia,
’Institute for Health Systems Research, National Institutes of Health, Ministry of Health Malaysia

SUMMARY

Mosaic Turner Syndrome (45,X/46,XY) is arare chromosomal
condition that may present with varying clinical features.
When classical dysmorphic features are absent, the
condition may escape early recognition, as prenatal genetic
screening is generally not indicated without specific
antenatal findings. We describe a 13-year-old girl, raised as
female, who presented with delayed puberty and ambiguous
genitalia. Despite clitoromegaly noted at birth, the finding
was overlooked until adolescence. Hormonal evaluation
revealed hypergonadotropic  hypogonadism, and
karyotyping confirmed mosaic 45,X/46,XY. The absence of
classical phenotypic features, along with caregiving
challenges and limited follow-up during early childhood,
may have contributed to delayed diagnosis.
Multidisciplinary evaluation prompted timely surgical
intervention, with gonadectomy confirming gonadoblastoma
and highlighting the associated malignancy risk.
Nevertheless, the mother’s ongoing emotional support and
open communication, contributed to the child’s
psychological well-being development and stable gender
identity. In addition, this case highlights missed early
clinical signs, gaps in early assessment, and positive
psychosocial adaptation despite delayed diagnosis. It
emphasises the importance of enhancing provider training
and public awareness of meticulous pubertal assessment,
early genital evaluation, and integration of psychosocial
context into clinical care, particularly in families facing
socioeconomic and caregiving burdens.

INTRODUCTION

Turner Syndrome (IS) is a chromosomal condition typically
characterised by a 45,X karyotype, often presenting in early
childhood with features like short stature and lymphoedema.
However, mosaic variants such as 45,X/46,XY exist. This rare
chromosomal pattern poses significant diagnostic challenges
owing to its broad and often subtle phenotypic spectrum,
which may range from a typical female presentation to
ambiguous genitalia, or even a phenotypic male.!

Unlike classic Turner syndrome, which is often diagnosed in
early life, mosaic forms may be substantially more difficult to
recognise. The phenotypic variability means that associated
features — including genital atypia — may be subtle at birth
and therefore overlooked or considered clinically
insignificant." Consequently, diagnosis may not be
established until adolescence, when the patient presents with
primary amenorrhoea or delayed puberty. Such delayed

recognition carries significant implications, particularly in
individuals with 45,X/46,XY mosaicism, given the elevated
risk of gonadal malignancy associated with Y chromosome
material, as well as the considerable psychosocial impact
during this critical developmental period.**

Importantly, delayed diagnosis has implications that go
beyond medical management. Adolescents diagnosed with
disorders of sex development (DSDs) may experience
psychosocial stress, gender uncertainty, and stigma in the
absence of adequate support. Without timely diagnosis, they
are often left without the opportunity for gradual
psychosocial adaptation or access to multidisciplinary
support.*""* Social, economic, and healthcare system factors
may further compound diagnostic delays. This is particularly
relevant in resource-limited settings where access to routine
genetic testing is limited.

In this report, we describe a 13-year-old phenotypic female
who presented with primary amenorrhoea and ambiguous
genitalia is described and ambiguous genitalia and was
subsequently diagnosed with mosaic Turner syndrome
(45,X/46,XY). In resource-limited settings, early features of
genital ambiguity may be overlooked, resulting in delayed
access to genetic testing and specialist referral. This case
underscores the complexities within the clinical care
pathway, where delays in diagnosis despite early observable
signs, may reflect gaps in clinical awareness, documentation,
and continuity of follow-up.

These findings point to the value of enhancing medical
education on disorders of sex development (DSDs),
particularly in recognizing subtle genital differences and
supporting timely adolescent surveillance. The early
childhood period offers a key window for medical assessment
as well as family-centred guidance on developmental,
psychological, and ethical aspects.

CASE PRESENTATION

Case History

A 13-year-old girl of Malay ethnicity, assigned female at
birth, was referred for evaluation of primary amenorrhoea
and ambiguous genitalia. She was born full-term via
vacuume-assisted delivery to a 27-year-old healthy mother,
with non-consanguineous parents and no known family
history of genetic disorders. Her early developmental
milestones were within normal limits, and she had no prior
surgical interventions or significant medical history.
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Although clitoromegaly resembling a penis was noted by the
mother at birth, the finding was initially reassured by
healthcare providers as normal and not investigated further.
No indication for prenatal genetic screening existed, and no
other dysmorphic features were noted at birth. The patient
was primarily cared for by her grandmother during her early
childhood.

Concerns were raised again at age 13 owing to failure to
attain menarche and persistent genital abnormalities. She
had no history of secondary virilization characteristics, such
as deepening of the voice, or changes in hair distribution.
Gender identity remained congruent with female sex
assignment at birth.

Her family demonstrated strong emotional resilience and a
thoughtful understanding when informed of the diagnosis.
Both parents acknowledged and accepted the implications,
including infertility and the potential need for gender-
affirming support. Following her father’s accident, which left
him unable to work, her mother assumed the primary
caregiving role within the family. Despite the challenges of
raising five children and coping with financial strain, she
remained a steadfast source of emotional support for her
daughter. The child continues to thrive in school and daily
activities, likely supported by this nurturing environment.

Family pedigree

Physical Examination

Her height was 141.5 cm, weight 35 kg, with a BMI of 17.5
kg/m?2. Secondary sexual development was Tanner Stage II,
with breast buds present but not enlarged and minimal pubic
hair. Axillary and facial hair were absent. Examination of
the external genitalia revealed clitoromegaly with a penile-
like appearance, labial fusion, hyperpigmentation, a small
vaginal orifice, and no palpable gonads or scrotum. No café-
au-lait spots, webbed neck, cardiac murmur, or other
stigmata of Turner syndrome were observed.

* Clinical photographs were not included as consent for
publication of genital images was declined.

Results of relevant tests or investigations:
Hormonal profile:

FSH: 1024 IU/L T

LH: 30.29 IU/L 1

Progesterone: <0.67 nmol/L |
Testosterone: 7.20 nmol/L T (male range)
17-OHP: 2.46 nmol/L (normal)

O O O O O e
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Pelvic MRI:

o Anteverted atrophic uterus (2.7 x 1.7 x 2.8 cm), single
endometrial cavity, preserved zonal anatomy
Non-visualisation of both ovaries

o Perineal structure resembling penis (Clitoromegaly, with
a phallic structure identified on axial view)

o No urinary tract or other abdominal abnormalities
(Normal bladder, kidneys, liver, spleen, vertebrae)

e Standard karyotyping using G-banding technique on
peripheral blood:

30 cells analyzed:

- 22 cells (73.3%): 46,XY

- 8 cells (26.7%): 45,X

Final karyotype: 45,X[8]/46,XY[22]

Interpretation - Mosaic Turner Syndrome

o O O O O

Diagnosis

e Mosaic Turner Syndrome (45,X/46,XY) with Disorder of
Sex Development (DSD)

e Ambiguous genitalia and delayed puberty

Treatment Plan

She was subsequently referred to a tertiary centre for further
management under a dedicated Paediatric Adolescent
Gynaecology team. She remains under regular follow-up by a
multidisciplinary team comprising paediatric adolescent
gynaecology, paediatric surgery, and psychological services,
guiding her long-term care. Management has focused on
providing affirming, patient-centred care aligned with her
expressed female gender identity and psychosocial
development.

Following multidisciplinary discussion, a staged surgical
approach was planned. Priority was given to examination
under anaesthesia (EUA) with diagnostic laparoscopy and
bilateral inguinal exploration with gonadectomy. The
decision for gonadectomy was made through shared
decision-making after detailed counselling, for risk reduction
in view of the presence of Y-chromosome material and its
associated malignancy risk, as well as to allow definitive
evaluation of gonadal tissue.

She then underwent examination under anaesthesia (EUA)
with diagnostic laparoscopy, bilateral inguinal exploration
with gonadectomy. Histopathological examination revealed
gonadoblastoma in the left gonad, while the right gonad
demonstrated mixed gonadal elements without evidence of
malignancy. A final diagnosis of mixed gonadal dysgenesis
with gonadoblastoma was established on the basis of
histopathological findings.

Following surgery, oral hormone replacement therapy
(progynova 1mg once daily) with oral oestrogen (estradiol
1mg twice weekly) was initiated to support pubertal
development and bone health, with plans for ongoing
titration and future addition of progesterone as appropriate.
Bone health surveillance, including planned bone mineral
density assessment, and cardiovascular monitoring have
been incorporated into her long-term follow-up plan.
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Fig. 1: Sagittal T2-weighted MRI: Shows the atrophic uterus (2.7 x 1.7 x 2.8 cm) with single endometrial cavity and preserved zonal

anatomy

Surgical options for genital reconstruction, including
reduction clitoroplasty and possible vaginoplasty, are being
considered in a staged manner based on patient readiness
and shared decision-making. Psychological support,
including individual counselling and peer-based
interventions, is being provided to facilitate emotional
adjustment and strengthen resilience during adolescence and
transition.

DISCUSSION

The absence of typical Turner syndrome features in this
patient delayed recognition until primary amenorrhoea
became apparent. Early genital ambiguity in the form of
clitoromegaly was noted at birth but not further investigated,
reflecting missed early clinical signs and gaps in initial
assessment and follow-up. This case underscores the wide
clinical variability associated with rare mosaic Turner
syndrome and the diagnostic delays that arise when classical
features are absent.*

The presence of Y-chromosome material in mosaic Turner
syndrome confers an increased risk of gonadoblastoma or
germ cell neoplasia in situ, reported in approximately 12-
40% of patients.® In this case, the patient presented in early
adolescence with delayed diagnosis and was subsequently

MJM Case Reports Journal Vol 5 No 2 August 2026

found to have gonadoblastoma on histopathological
examination following gonadectomy, highlighting the
clinical relevance of this risk. Malignant transformation has
most commonly been described during adolescence and early
adulthood (approximately 13-24 years), although cases in
younger children have also been reported. This supports
consideration of early prophylactic gonadectomy, often at
the time of diagnosis."® However, the optimal timing of
gonadectomy should be individualized. In this case, early
surgical intervention was undertaken based on the known
malignancy risk associated with Y-chromosome material.
Even in the absence of definitive imaging findings, surgical
intervention may be warranted, given that imaging may fail
to detect early neoplastic change in dysgenetic or intra-
abdominal gonads.” Referral to a centre with expertise in the
care of individuals with TS and Y chromosome material,
along with a shared decision-making approach, is
recommended, as demonstrated in this case.®

Hormonal analysis in this case revealed hypergonadotropic
hypogonadism and elevated testosterone, consistent with
primary gonadal failure with possible testicular tissue.
Imaging confirmed an atrophic uterus and non-visualized
ovaries, further supporting the diagnosis of mixed gonadal
dysgenesis. Consistent with prior case descriptions, our
patient’s findings resemble those of a 22-year-old female with
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Fig. 2: Axial T2-weighted MRI: Demonstrates a structure resembling a penis and non-visualisation of both ovaries

45,X/46,XY mosaicism who presented with primary
amenorrhea and demonstrated absent uterus and ovaries on
imaging before prophylactic gonadectomy.®

In patients with hypergonadotropic hypogonadism, as in this
case, hormone replacement therapy is recommended until
the average age of natural menopause, initially to induce
puberty and subsequently to maintain secondary sexual
characteristics, optimise uterine development and support
attainment of peak bone mass.! Hence, oestrogen therapy
was initiated in our patient, with ongoing follow-up to
optimise hormone replacement therapy, including the timing
of progesterone addition for endometrial protection. In
addition, baseline and periodic cardiac assessment is
recommended to screen for structural cardiac anomalies,
alongside bone health optimisation.’

Beyond medical implications, adolescents diagnosed with
DSD often experience challenges related to identity,
autonomy, and future reproductive potential.”® These
concerns are best addressed through multidisciplinary care —
encompassing medical, surgical, psychosocial, and
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psychosexual support, alongside ethical and human rights
considerations, and delivered via individualised counselling
and shared decision-making in a developmentally
appropriate manner.""* Satisfaction with healthcare
communication has been associated with improved
psychosocial outcomes in adolescents with DSD.” The child
continues to function well in school and daily activities,
suggesting positive psychosocial adaptation. This highlights
the protective role of supportive caregiving in adolescents
with DSD, particularly in the context of delayed diagnosis
and complex care needs.

Mosaic TS with 45,X/46,XY karyotype can present with subtle
or ambiguous features that may not be recognised at birth.
This case highlights the importance of early genital
assessment and timely genetic evaluation, as missed early
signs and gaps in follow-up may lead to delayed diagnosis. In
addition, caregiving strain and social factors may further
contribute to delays in diagnosis. Multidisciplinary
involvement encompassing medical, surgical, psychological,
and social support, plays a key role in addressing the needs
of both patient and family.

MJM Case Reports Journal Vol 5 No 2 August 2026
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SUMMARY

Rhino-orbital mucormycosis is a rare but life-threatening
invasive fungal infection, commonly associated with poorly
controlled diabetes mellitus, particularly diabetic
ketoacidosis. A case of a 52-year-old woman is reported with
poorly controlled type 2 diabetes who presented with
bilateral periorbital swelling and chemosis, progressing to
right panophthalmitis. Computed tomography demonstrated
bilateral sinusitis with orbital involvement, while fungal
culture and histopathology confirmed angioinvasive
mucormycosis. The patient was treated with systemic
liposomal amphotericin B, local and retrobulbar
amphotericin B, right eye evisceration, bilateral functional
endoscopic sinus surgery, and repeated surgical
debridement. Radical exenteration and maxillectomy were
considered during multidisciplinary discussion. However,
the family declined further extensive surgery due to
concerns regarding morbidity and facial disfigurement. MRI
was not feasible because the patient was critically ill with
prolonged intubation and difficult intravenous access.
Therefore, serial CT imaging was used to monitor disease
progression and treatment response. Despite the inability to
achieve complete radical surgical clearance, the patient
showed favourable recovery with preservation of left eye
vision following aggressive multimodal therapy. This case
highlights the importance of prompt antifungal therapy,
multidisciplinary management, and the potential role of
globe-sparing approaches in selected patients.

INTRODUCTION

Mucormycosis is a highly invasive and potentially fatal
infection caused by Mucorales fungi, for example Rhizopus
sp. and Mucor sp.! and commonly presented as rhino-orbital
mucormycosis.' It carries a very high mortality rate, ranging
from 50-100%.' Initial symptoms and signs can be non-
specific and may delay diagnosis, leading to devastating
consequences. Major risk factors include poorly controlled
diabetes mellitus (particularly in the context of diabetic
ketoacidosis), haematological malignancies,
immunodeficiency, and use of immunosuppressive agents.’
Orbital symptoms include chemosis, ophthalmoplegia,
proptosis, drop in vision as a result of orbital involvement
from paranasal sinus.”*

CASE PRESENTATION

A 52-year-old woman with poorly controlled type 2 diabetes
mellitus (HbAlc 17.6% at admission) presented with a 2-day
history of bilateral periorbital swelling and chemosis,
progressing to right eye panophthalmitis. Fever and cough
preceded the onset of periorbital swelling. Computed
tomography of the brain and orbit showed mucosal
thickening with rim enhancing lesion in the bilateral
macxillary sinuses, with collections extending to the bilateral
infraorbital foramen, bilateral thickened rectus muscles,
irregular right globe with thickened optic nerve.

The patient was co-managed with the otorhinolaryngology
team; rhinoscopy demonstrated crusted, unhealthy mucosa
and eschar in both nasal cavities. Fungal culture and
sensitivity of the sample demonstrated hyphae consistent
with Mucor. She was then treated with intravenous
amphotericin B 45mg OD for 3 days and then changed to
liposomal amphotericin B 225mg OD for a total duration of
1 month, as per the infectious disease team. The patient
subsequently underwent right eye evisceration and bilateral
functional endoscopic sinus surgery (FESS) for extensive
fungal infection involving the sinuses with extension into the
right orbit.Post-operative  histopathology confirmed
angioinvasive fungal sinusitis. Postoperatively, daily
debridement and desloughing were performed owing to
persistent purulent discharge and slough tissue at the
eviscerated socket. As she showed no signs of improvement,
she underwent bilateral orbit exploration and removal of
eschar tissue.

Following a multidisciplinary team meeting involving
oculoplastics, otorhinolaryngology, and the infectious
disease team, bilateral maxillectomy and exenteration were
planned to achieve total eradication of mucormycosis.
However, the family members opted for palliative
management owing to concerns regarding high mortality
risk and facial disfigurement. The patient was then
discharged from the ward after completing intravenous
amphotericin B. The patient was reviewed in clinic every two
weeks, with gradual improvement in general condition.

At the third month post-discharge review, the right orbit
demonstrated healthy granulation tissue with no pus or
slough. No evidence of mucormycosis extension into the left
eye was identified, with preserved visual acuity of 6/9 on the
Snellen chart.
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Fig. 1: Clinical photograph demonstrating right eye complete ophthalmoplegia with marked chemosis and corneal melting. B-scan
ultrasonography revealed scleral thickening with vitreous opacities

Fig. 2. Computed tomography brain and orbit showed an irregular right eye globe with enhancement, swollen recti muscles, and a
thickened optic nerve with intraconal fat streakiness left extraconal collection extended into intraconal region

Fig. 3: Patient condition after 3 months post discharge from ward with development healthy granulation tissue and no remnant of
necrotic tissues of orbit
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DISCUSSION

Diabetic ketoacidosis precipitates the progression of fungal
sinusitis in poorly controlled diabetes mellitus, leading to
rhino-orbital mucormycosis — diabetes mellitus being the
most common predisposing factor.* An improved prognosis
can be achieved through early diagnosis and prompt
initiation of treatment.

Orbital symptoms include ophthalmoplegia (approximately
67%), visual impairment (65%), proptosis (64%), periorbital
oedema (43%), and periorbital pain. In this case, arriving at
a correct diagnosis presented a challenge, as the only
symptoms that could be elicited during the first encouter
patient was bilateral periorbital oedema, given that the
patient was intubated and sedated for diabetic ketoacidosis.®

A significant difference in survival rates exists depending on
the timing of treatment initiation. Initiating therapy within 6
days can lead to survival rates of 76-81%.* Conversely, delays
of more than 12 days may drastically reduce survival rates to
36-42%.* In this case, initiation of treatment was delayed in
view of delay in arriving at the diagnosis and difficulty in
intravenous access that eventually required insertion of
peripheral inserted central catheter.

Amphotericin B improves the survival rate by up to 60% in
mucormycosis patients, and it has been the gold standard
treatment since then.® In this case, liposomal amphotericin B
was chosen because it has better blood-brain barrier
penetration and a safer renal profile.**

Liposomal amphotericin B was selected for its superior tissue
penetration and more favourable renal risk profile compared
with conventional amphotericin B. Amphotericin B is a rapid
fungicidal treatment, especially in the acute phase of illness.”
Alternative agents such as posaconazole and isavuconazole
are generally reserved as salvage therapy or for patients who
are intolerant of amphotericin B.®

Clear-margin resection of all infected tissue reduced mortality
by up to 49%.” and increased it up to 71%° with combination
of liposomal amphotericin B. Mucormycosis causes angio-
invasion, thus leading to vascular obstruction and
inadequate penetration of systemic antifungal therapy. To
enhance tissue penetration, local irrigation with
amphotericin B was performed.” The patient underwent
several operative procedures to remove infected and necrotic
tissues but was unable to achieve adequate removal in view
of patient refused exenteration of left eye radical clear
margin resection of the face. Local irrigation and retrobulbar
with amphotericin B were also performed during dressing of
the wound.

Evisceration was chosen because infection was confined to
right globe, and no definitive evidence of extensive orbital
tissue involvement or intracranial involvement, with good
visual acuity in the left eye. Despite MRI providing better
delineation of soft tissue involvement, the lesion extent, the
patient was critically ill with difficult intravenous access and
prolonged intubation, limiting the feasibility of MRI. CT
imaging provides more rapid assessment, facilitates earlier
medical and surgical intervention. It more feasible to be
performed to monitor the progression and treatment
response.
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Despite not undergoing exenteration, the patient survived
the infection, attributable to the combination of systemic and
local amphotericin B together with multiple surgical
debridements of necrotic tissue. This suggests that, in
carefully selected cases, aggressive multimodal therapy
without exenteration may achieve infection control whilst
potentially preserving a better quality of life.

Given significant morbidity associated with repeated surgical
debridement, other successful treatment approaches include
hyperbaric oxygen therapy in combination with systemic
and local amphotericin B including retrobulbar
amphotericin B administration.”

Rhino-orbital mucormycosis may present with subtle and
non-specific findings, which can lead to diagnostic delay. A
high index of suspicion for fungal infection should be
maintained in patients presenting with diabetic ketoacidosis
and chemosis. Primary infection of orbital mucormycosis
may be detected by early, thorough nasal endoscopy with
suspicious eye symptoms and signs. A favourable outcome is
achievable with early diagnosis, intravenous antifungal
therapy, and clear resection margins. Rhino-orbital
mucormycosis is a life-threatening orbital infection; the
possibility of exenteration should be considered to prevent
intracranial spread. Continuous multidisciplinary team co-
management and in-depth counselling of family members
regarding the high mortality rate are essential in the
management of this condition.
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SUMMARY

Epidermolysis Bullosa (EB) is a rare inherited bullous
disorder that results in skin fragility and blister formation
following minimal trauma. Infants with severe forms of EB
are at high risk of developing recurrent infections,
nutritional compromise, metabolic derangements, and life-
threatening complications. Optimal management requires
multidisciplinary support, specialised wound care, and
access to dermatology expertise resources that may not be
readily available in rural healthcare settings. We describe
the case of an infant from rural Sabah who developed
extensive blistering shortly after birth and subsequently
experienced repeated infections, failure to thrive, electrolyte
imbalance, and bronchiolitis complicated by sepsis. Despite
ongoing care in the primary setting with consultation from
dermatology paediatric specialists, the patient’s condition
deteriorated and succumbed to death at approximately two
months of age. This report highlights the complexity of
diagnosing and managing severe EB in a resource-limited
environment and emphasises the necessity for improved
referral pathways, caregiver education, and system-level
support for infants with rare dermatological disorders.

INTRODUCTION

Epidermolysis Bullosa represents a group of inherited
blistering disorders characterized by structural defects within
the skin that lead to mechanical fragility. The condition is
broadly classified into EB simplex, junctional EB, dystrophic
EB, and Kindler syndrome, each defined according to the
level of dermo-epidermal separation and mutations in
specific structural proteins such as keratins, laminins, type
VII collagen, and integrins.' Severe subtypes, particularly
junctional EB and recessive dystrophic EB, often present in
the neonatal period with widespread erosions, denuded skin,
mucosal involvement, nail deformities, and chronic wounds,
and are associated with high mortality.! The disease is
associated with recurrent infections, malnutrition, growth
failure, and multisystem complications.” Effective
management  requires  coordinated input from
dermatologists, paediatricians, dietitians, wound care nurses,
and genetic counsellors. Accessing multidisciplinary care can
be difficult in low-resource settings. In Malaysia, cases of EB
have been reported sporadically, but the true incidence
remains unknown because of diagnostic limitations and the
absence of a national EB registry. Rural communities face
geographical, specialist-access, and socioeconomic barriers
that hinder diagnosis and management. This case illustrates
the natural progression of suspected severe junctional EB in

an infant from a rural community, emphasizing the clinical,
logistic, and systemic challenges encountered in primary care
management.

CASE PRESENTATION

The patient was a 2-month-old infant born to a young couple
living in a remote rural village in Ranau, Sabah, Malaysia.
Both parents were Malaysian with no formal education and
were distantly related, raising the possibility of consanguinity
between them. The mother had an uncomplicated pregnancy
and attended regular antenatal checkups. No abnormalities
were detected on routine antenatal ultrasound, and maternal
screening tests, including infectious screening and a 75 g oral
glucose tolerance test, were normal. The infant was delivered
at term through spontaneous vaginal delivery without
immediate postnatal complications.

The infant’s skin appeared fragile shortly after birth, with
spontaneous blistering of the limbs and pressure points
observed on day 16 of life. The parents reported that even
gentle handling or repositioning resulted in the formation of
new bullae and erosions. Over the next few weeks, the lesions
became more extensive and involved the elbows, buttocks,
hands, and feet. Many of these areas developed erythema,
crusting, and delayed healing. Several fingernails and
toenails were dystrophic. The infant exhibited irritability and
difficulty feeding, resulting in inadequate weight gain.

The family sought care at Klinik Kesihatan Lohan on Day 16
of life, where the child was assessed. The clinical presentation
raised a strong suspicion of severe EB, likely junctional or
recessive dystrophic type. Due to the rural setting, diagnostic
tools such as skin biopsy and genetic testing were
unavailable. The patient was subsequently referred to a
pediatric dermatology specialist, and a skin biopsy confirmed
the diagnosis of junctional epidermolysis bullosa.

Wound care consisted of daily dressings performed at the
clinic using white, soft paraffin and non-adhesive gauze.
Parents were educated on gentle handling techniques and
instructed to avoid adhesive materials that could aggravate
the skin. Consistent home wound care was challenging owing
to the family’s socioeconomic limitations. Pharmacological
management included oral cephalexin for secondary
bacterial infection of extensive skin erosions, oral nystatin for
oral candidiasis contributing to feeding difficulties, and oral
itraconazole for suspected fungal superinfection of chronic
skin lesions following specialist consultation. Paracetamol
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Fig. 1. Extensive tense and flaccid bullae over the earlobe, upper limbs, and trunk on Day 16 of life, consistent with severe bullous

disease

Fig. 2. Multiple erosions, crusted plaques, and healing ulcerations over pressure points at approximately 2 months of age,
demonstrating chronic fragility of the skin in severe epidermolysis bullosa

was administered for pain control during routine wound care
and dressing changes, and multivitamin supplementation
was provided to support nutritional status and wound
healing. Despite these interventions, the infant’s condition
remained fragile, and growth was suboptimal during
subsequent follow-up visits.

At approximately two months of age, the infant developed
cough, rapid breathing, lethargy, and poor feeding. On
examination, he appeared tachypnoeic and had transmitted
chest sounds suggestive of acute bronchiolitis. The patient
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was referred to the nearest district hospital. Investigations
revealed severe biochemical derangements, including
hyponatremia (serum sodium 126 mmol/L), renal
impairment (creatinine 126 pmol/L), and transaminitis (ALT
65.2 U/L, AST 358 U/L). There was marked leukocytosis (total
white cell count 25 x10°/L) and hyperkalemia, with a
potassium level of 10.2 mmol/L, alongside a significantly
elevated C-reactive protein level of 196 mg/L. Serum albumin
was reduced to 37 g/L, reflecting poor nutritional status and
ongoing protein loss from chronic wounds. Venous blood gas
analysis revealed profound metabolic acidosis, with a pH of
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6.51 and bicarbonate level of 4.5 mmol/L. These findings
indicate systemic infection, dehydration, and multi-organ
dysfunction. Despite intensive medical management and
resuscitative efforts, the infant’s condition deteriorated
rapidly, progressing to septic shock, severe metabolic
acidosis, electrolyte derangements, and multi-organ
dysfunction. He subsequently developed cardiac arrest and
could not be resuscitated.

During subsequent follow-up, the mother was emotionally
well and able to accept the loss with good family support.
Screening for depression and anxiety using the Whooley
questions and the Generalized Anxiety Disorder (GAD)
screening tool was unremarkable. Genetic testing was
discussed but declined because of financial constraints. She is
currently not keen to conceive and has opted for
intramuscular Depo-Provera for contraception. She was
advised on early antenatal booking and offered a referral to
a dermatology clinic for prenatal assessment should she
become pregnant in the future.

DISCUSSION

This case represents a typical presentation of severe
junctional epidermolysis bullosa (EB) manifesting in the
neonatal period.”* The early onset of blistering, widespread
erosions, dystrophic nails, poor wound healing, and feeding
difficulties are characteristic of severe junctional EB, which is
associated with high morbidity and mortality.”* In the
absence of confirmatory genetic testing at the rural clinic, the
diagnosis was made clinically, consistent with guidelines that
recognize the value of clinical phenotyping in resource-
limited settings."*

EB results from defects in proteins responsible for dermal-
epidermal adhesion, leading to skin fragility and blister
formation following minimal trauma. Severe subtypes are
frequently associated with oral involvement, growth failure,
and nutritional compromise.”* The infant in this case
demonstrated impaired feeding and failure to thrive, which
likely contributed to the significant reduction in total protein
levels.®

Recurrent infections are a major cause of morbidity and
mortality in EB.> Chronic wounds act as portals of entry for
microorganisms, particularly when access to wound care
supplies is limited. Despite daily clinic-based wound care, the
infant developed sepsis complicated by metabolic
derangements and multi-organ failure. Bronchiolitis further
increases infant vulnerability. Chronic inflammation,
malnutrition, and fluid loss increase the risk of deterioration
during acute illness.*

This case highlights the substantial challenges in managing
severe junctional EB in a rural primary care setting. Access to
pediatric dermatology services is limited by geographical
barriers and the need for referral to distant tertiary centers.
Advanced wound care products recommended for EB, such as
silicone-coated mesh dressings and silver-impregnated
dressings, were not readily available in the local healthcare
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setting. Furthermore, the family’s socioeconomic limitations
affected their ability to obtain specialized wound care
supplies and maintain optimal wound care at home. Similar
challenges have been reported in other resource-limited
settings, where poverty and limited specialist services
contribute to poorer outcomes.’

This case provides several important lessons for primary-care
practitioners. Neonates presenting with extensive blistering
should raise suspicion of inherited bullous disorders and
warrant early referral for specialist assessment.® Infants with
severe EB require close monitoring for infection,
malnutrition, electrolyte imbalance, and poor growth, as
these complications can rapidly become life-threatening.*®
Early multidisciplinary involvement, including dermatology,
pediatrics, dietetics, nursing, and social support services, is
essential to optimize outcomes.?

The challenges encountered in this case highlight the
opportunities to improve the management of similar patients
in rural communities. Early use of teledermatology may
facilitate timely specialist input and reduce delays in
diagnosis and treatment.* Standardized referral pathways for
suspected EB could improve coordination between primary
care facilities and tertiary centers. Access to appropriate
wound care materials and structured caregiver training on
dressing techniques, infection prevention, nutrition, and
gentle handling may reduce complications and improve
home-based care.* Medical social workers may help address
financial barriers.

In addition to its medical complications, severe EB places a
considerable psychosocial burden on caregivers.* Parents
often experience emotional distress related to chronic wound
care, frequent healthcare visits, uncertainty regarding
prognosis, and the risk of life-threatening complications. In
rural settings, these challenges may be compounded by
financial hardship, transportation difficulties, and limited
access to specialist support services. Following the infant’s
death, bereavement support, psychological assessment, and
counselling regarding future reproductive options were
important components of ongoing care. Given the possibility
of parental consanguinity in this case, genetic counselling
should also be considered to facilitate informed reproductive
decision-making in future pregnancies.*

In conclusion, Epidermolysis Bullosa is a complex and
debilitating condition that requires comprehensive
multidisciplinary management. This case demonstrates the
difficulties in diagnosing and managing severe EB in a rural
Malaysian health clinic setting, where limited access to
pediatric dermatology subspecialty care, socioeconomic
constraints, and logistical challenges significantly hinder
timely and optimal management. The rapid deterioration
and fatal outcomes underscore the need for enhanced rural
health resources, improved caregiver education, and
strengthened referral systems to support early intervention
and continuity of care for infants with EB.
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SUMMARY

Introduction: Cytomegalovirus (CMV) retinitis is a major
cause of vision loss in patients with advanced Human
Immunodeficiency Virus (HIV) infection, particularly those
with virological failure. Case Presentation: We report a 29-
year-old male, an ex-intravenous drug user, diagnosed with
HIV in August 2023. He initiated antiretroviral therapy (ART)
but developed progressive virological failure with a peak
viral load of 1.53 million copies/mL and a declining CD4 T-
lymphocyte count from 44 to 24 cells/uL. He was also
diagnosed  with  disseminated tuberculosis and
Mycobacterium avium complex (MAC) infection. Ophthalmic
evaluation in February 2024 revealed right eye (RE) Zone 1
and left eye (LE) Zone 2 CMV retinitis with vitritis. Initial
treatment with oral valganciclovir resulted in partial
resolution. In September 2024, reactivation occurred,
requiring intravenous and intravitreal (IVT) ganciclovir. In
February 2025, he developed macula-off retinal detachment
in the LE, which required surgical intervention. Discussion:
CMV retinitis in immunocompromised individuals is
challenging, particularly in the setting of ART resistance and
limited antiviral access. Early antiviral IVT may prevent
structural complications. Conclusion: Vigilant monitoring,
prompt re-treatment, and multidisciplinary care are essential
in preserving vision in complex CMV retinitis cases.

INTRODUCTION

Cytomegalovirus (CMV) retinitis is the most common
opportunistic ocular infection in patients with advanced HIV
infection and typically occurs in individuals with profound
immunosuppression (CD4 <50 cells/uL)."* Despite the advent
of effective antiretroviral therapy (ART), CMV retinitis
remains a significant cause of vision loss, especially in
resource-limited settings or among individuals with poor ART
adherence or resistance.** Prompt diagnosis and treatment
are critical to prevent irreversible vision loss and ocular
complications such as retinal detachment. We present a case
of bilateral CMV retinitis in a patient with ART failure and
multidrug-resistant Human Immunodeficiency Virus (HIV),
complicated by reactivation and retinal detachment.

CASE PRESENTATION
A 29-year-old male, diagnosed  with  Human
Immunodeficiency Virus (HIV) in August 2023, was referred

to ophthalmology in February 2024 for evaluation of
progressive visual symptoms. He was an ex-intravenous drug
user and had been started on first-line antiretroviral therapy
(ART) consisting of Tenofovir, Lamivudine, and Efavirenz in
accordance with Malaysian guidelines. The treatment course
was complicated by virological failure with rising HIV viral
loads (875,290 copies/mL in January 2024, 284,403
copies/mL in April 2024, and 1.53 million copies/mL in July
2024), accompanied by progressive CD4 decline from 44
cells/pL in January 2024 to a nadir of 24 cells/pL in July 2024.
Resistance testing revealed broad resistance to nucleoside
reverse transcriptase inhibitors (NRTIs) and non-nucleoside
reverse transcriptase inhibitors (NNRTIs), with the exception
of zidovudine (AZT), prompting ART regimen modification in
August 2024.° The ART regimen was subsequently switched to
tenofovir/emtricitabine in combination with
lopinavir/ritonavir (Kaletra).

He also had disseminated Mycobacterium tuberculosis (MIB)
and Mycobacterium avium complex (MAC) infection. Anti-
tuberculosis (anti-TB) therapy was initially commenced but
temporarily withheld owing to drug-induced liver injury
(DILI). Following stabilisation of liver function, anti-TB
therapy was resumed with isoniazid, rifampicin, and
ethambutol (HRE) in combination with ciprofloxacin. The
regimen was subsequently modified to isoniazid,
levofloxacin, and ethambutol (HLE) owing to significant
drug-drug interactions between rifampicin and protease
inhibitor-based ART (lopinavir/ritonavir). ART adherence
prior to admission was suboptimal. Following resistance
testing, ART optimisation was undertaken in coordination
with the infectious disease team. Potential drug interactions,
particularly with rifampicin-based anti-tuberculosis therapy,
were carefully monitored. He was also on levetiracetam for
seizure disorder.

On ophthalmic evaluation, his visual acuity was 6/9 right
eye (RE) and 6/12 left eye (LE). Anterior segment examination
demonstrated bilateral endothelial dusting and anterior
chamber inflammation. Fundus examination revealed right
eye (RE) peripapillary flame-shaped haemorrhages with
exudates, granular retinitis, and vitritis involving zone 1. LE
showed granular retinitis with vitritis in zone 2 (Figure 1). He
was diagnosed with RE zone 1 and LE zone 2 CMV retinitis.
The diagnosis of CMV retinitis was established clinically,
based on characteristic confluent retinal haemorrhages and
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Fig. 1: Shows the fundus view at initial presentation with active CMV retinitis, characterised by granular retinal lesions * and vitritis
(right), and fundus appearance two months after treatment initiation, showing resolving vitritis and retinitis (left)

Fig. 2: (A, B) Shows the fundus view of the RE during reactivation of CMV retinitis characterised by inferior vitritis and wedge-shaped
retinitis involving Zone 1(C) Shows the fundus view of the LE during reactivation of CMV retinitis characterised by dense vitritis*,
retinitis, and fibrotic changes from 1-4 and 10-11 o’clock and (D) LE fundus post treatment 3 months

retinal whitening with granular borders in the setting of
profound immunosuppression, with a nadir CD4 count of 44
cells/puL. Ocular fluid polymerase chain reaction (PCR) was
not performed as the clinical features were classical. HIV
retinopathy was considered less likely, as the lesions were
progressive rather than limited to microvascular changes.
There were no choroidal granulomas or occlusive vasculitis
suggestive of ocular tuberculosis.

Topical corticosteroid (Gutt Maxitrol, both eyes [BE], four-
hourly), cycloplegic (Gutt atropine 1%, BE, once daily), and
anti-glaucoma medication (Gutt timolol 0.5%, BE, twice
daily) were commenced to control anterior segment
inflammation and secondary elevated intraocular pressure of
24 mmHg in both eyes. Systemically, oral valganciclovir 900
mg twice daily was administered for two weeks as induction
therapy, followed by once-daily maintenance dosing for a
further two weeks.

The patient was evaluated clinically for extraocular CMV
involvement. There were no gastrointestinal, pulmonary, or
neurological symptoms suggestive of systemic CMV disease.
At the time of presentation, both intravenous (IV) and
intravitreal (IVT) ganciclovir were unavailable at the treating
centre owing to logistical and resource limitations. Given the
absence of systemic CMV involvement and local drug
availability constraints, induction therapy with oral
valganciclovir was initiated. Oral valganciclovir is an
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accepted induction agent for CMV retinitis in the absence of
systemic involvement, achieving systemic drug exposure
comparable to intravenous administration. Vision improved
to 6/9 bilaterally, with resolving retinitis after 2 months.

Seven months following his first presentation, the patient re-
presented with bilateral floaters. Visual acuity remained 6/9
in BE. Slit-lamp examination demonstrated fine keratic
precipitates and anterior vitreous cells bilaterally. Fundus
exam showed reactivation features: the RE had inferior
vitritis and wedge-shaped retinitis involving Zone 1 (Figure 2,
A, B), while the LE showed dense vitritis, retinitis, and fibrotic
changes from 1-4 and 10-11 o’clock (Figure 2, C). CD4 count
dropped to 24 cells/uL, and HIV viral load remained high
(1.53 million). He was treated with IV ganciclovir 300 mg BD
and BE IVT ganciclovir injections (RE: 9 doses; LE: 5 doses).
IVT ganciclovir (2 mg/0.05 mL) was administered weekly as
induction therapy. The RE required a total of nine injections
owing to slower resolution of zone 1 retinitis with persistent
active borders, whereas the LE received five injections
following earlier lesion inactivity and clinical improvement.
Following IVT therapy, both eyes demonstrated a gradual
reduction in retinal whitening and haemorrhages, with
decreased vitritis. The retinitis borders eventually became
inactive, with residual retinal scarring. A 21-day IV regimen
was completed, followed by ongoing ophthalmic and
infectious disease surveillance.
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In February 2025, approximately five months later, the
patient presented with progressive blurring of vision
bilaterally, with visual acuity in the LE reduced to hand
movements  temporally.  Anterior segment  was
unremarkable. Fundus examination of LE revealed inferior
rhegmatogenous retinal detachment (RRD) from 4 to 8
o’clock with macula off. The patient underwent pars plana
vitrectomy, endolaser photocoagulation, and silicone oil
tamponade. Intraoperatively showed subtotal RRD with a
retinal break at 8 o’clock and hyperpigmented scar at 2
o’clock. Postoperatively, the retina remained flat with silicone
oil in situ, and visual acuity in the LE improved to counting
fingers at 3 feet.

DISCUSSION

This case is noteworthy due to the presence of documented
multidrug antiretroviral therapy (ART) resistance with
virological failure, limited access to antiviral therapy, and
the development of macula-off retinal detachment despite
treatment. Although Cytomegalovirus (CMV) retinitis is a
well-recognised opportunistic infection in advanced HIV, this
case warrants reporting due to the presence of documented
multidrug antiretroviral therapy (ART) resistance with
virological failure, limited access to intravenous (IV) and
intravitreal (IVT) antiviral therapy, and the development of
macula-off retinal detachment despite treatment. These
factors highlight contemporary management challenges in
resource-limited settings.

CMV retinitis is most commonly observed in patients with
CD4 counts below 50 cells/pL. The patient demonstrated poor
viral suppression despite ART, likely secondary to
antiretroviral resistance. This immunocompromised state
predisposed him to severe bilateral CMV retinitis with
reactivation.

This case illustrates several management challenges in CMV
retinitis, particularly in patients with ART failure and
significant systemic comorbidities. The absence of timely
access to IVT therapy at initial presentation may have
contributed to reactivation and eventual retinal detachment.*
Reactivation rates are higher in patients with inadequate
immune recovery or ongoing viraemia.

Furthermore, delayed ART optimisation owing to resistance
patterns may prolong immunosuppression, increasing the
risk of opportunistic infections and complications such as
CMV reactivation. Differentiating between CMV reactivation
and immune recovery uveitis remains a diagnostic challenge,
particularly in patients recently transitioned to new ART
regimens.

IVT ganciclovir is the treatment of choice for zone 1 retinitis,
typically in combination with systemic antiviral therapy.*
The patient responded well to a combination of IV and IVT
ganciclovir during reactivation. Retinal detachment is a
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recognised complication of CMV retinitis, occurring
particularly in eyes with extensive necrotic involvement. In
the present case, the left eye (LE) developed macula-off RRD
despite ART optimisation. During serial follow-up, peripheral
retinal necrosis was closely monitored; no identifiable retinal
breaks were detected to warrant prophylactic barrier laser
treatment. Despite apparent clinical quiescence, structural
retinal thinning likely predisposed the eye to delayed
detachment.

At initial presentation, the LE demonstrated relatively milder
zone 2 involvement compared with the right eye (RE), and
both eyes received identical systemic antiviral therapy. The
only difference in management was the number of
intravitreal ganciclovir injections, which was determined by
clinical response. Despite the milder initial presentation, the
LE subsequently developed RRD. Retinal detachment in CMV
retinitis is primarily attributable to necrotic retinal thinning
and delayed atrophic break formation, rather than initial
disease severity alone. Even eyes with apparently controlled
retinitis remain structurally vulnerable; detachment may
occur despite adequate antiviral therapy.

Multidisciplinary coordination between ophthalmology,
infectious disease, and HIV care providers is crucial for early
detection, systemic immune optimization, and timely ocular
management.

CMV retinitis remains a significant cause of visual morbidity
in the setting of advanced HIV infection. This case illustrates
the potentially aggressive course and risk of reactivation and
retinal detachment in patients with inadequate immune
recovery. Early diagnosis, appropriate systemic and
intravitreal antiviral therapy, and multidisciplinary care are
essential for optimising visual outcomes.
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SUMMARY

Melioidosis, caused by Burkholderia pseudomallei, is a
severe and potentially fatal infection prevalent in Southeast
Asia and Northern Australia, with an estimated 89,000
deaths per year worldwide. While central nervous system
(CNS) involvement is relatively rare, occurring in only 1-5%
of cases, it is associated with significantly higher mortality.
This case report details an unusual presentation of
neuromelioidosis in a 47-year-old patient with
hyperlipidemia, who initially presented with headache,
vomiting, and unsteady gait, mimicking other neurological
conditions. Diagnostic challenges arise due to non-specific
cerebrospinal fluid (CSF) findings and initial CT brain
results, delaying prompt diagnosis. Ultimately, B.
pseudomallei was identified in the blood cultures.
Subsequent imaging revealed worsening subdural
collections and leptomeningeal enhancement, indicative of a
severe CNS infection. This case underscores the
complexities in diagnosing neuromelioidosis, emphasizing
the critical need for clinicians in endemic regions to
maintain a high index of suspicion in patients presenting
with atypical neurological symptoms. Prompt
microbiological confirmation and aggressive, prolonged
antibiotic therapy are essential for effective management
and improved patient outcomes.

INTRODUCTION

Melioidosis is caused by Burkholderia pseudomallei, or B.
pseudomallei, a gram-negative, motile, aerobic, non-spore-
forming soil saprophyte. It is mostly found in tropical
climates, especially in Southeast Asia and Northern
Australia." Several risk factors have been associated with an
increased susceptibility to melioidosis, with diabetes being
the major risk factor, followed by other risk factors including
excessive alcohol consumption, chronic kidney disease, and
the use of glucocorticoids.>

Melioidosis is associated with significant morbidity and
mortality. The average annual incidence rate in Malaysia is
3.41 per 100,000 population, with almost 50% of patients
with bacteremic melioidosis succumbing to death.* The
organism has been isolated from moist soil and water from
all states in Malaysia. The peak age-specific incidence
occurred from 41 to 59 years for both males and females in
Malaysia, with a Male: Female ratio of 3.2:1.°

Often, melioidosis presents with non-specific signs and
symptoms, which hinder diagnosis and management; hence,
the disease has been nicknamed ‘the great mimicker. * The
disease can vary widely, ranging from subtle conditions to
severe life-threatening conditions, such as central venous
system involvement, which is rare (1-5%) but statistically
associated with higher case mortality (up to 25%). We report
a case of neuromelioidosis from Sarikei, Sarawak.

CASE PRESENTATION

A 47-year-old man, a non-smoker and occasional alcohol
drinker, working as a pepper farmer with underlying
dyslipidemia, Hepatitis B, and undiagnosed Diabetes
Mellitus, presented with one week of throbbing headache in
the occipital region with two episodes of vomiting and right
jaw pain. There was no fever, unilateral body weakness,
blurred vision, neck stiffness, or altered behavior. The initial
vital signs were normal. Central nervous system examination
revealed a slow response to questions and a clumsy gait.

At the initial presentation, the patient had mild
transaminitis and hyponatremia (Table 1). Notably, the total
white blood cell count and platelet levels were within the
normal range. A plain computed tomography (CT) scan of
the brain revealed a prominent right high parietal extra-
axial space, which manifested as a non-focal enhancing
brain parenchymal lesion on the contrast scan.
Cerebrospinal fluid (CSF) examination revealed a protein
level of 0.92 g/L, a serum-to-fluid glucose ratio of 0.51, and 6
lymphocytes/uL. Gram stain, culture and sensitivity, and
acid-fast bacilli tests were all negative. Intravenous
ceftriaxone and aciclovir were started to empirically treat the
central nervous system infection.

On day 3 of treatment, his condition worsened, he
desaturated under ambient air, and developed diabetic
ketoacidosis. Serial chest X-rays revealed the appearance of
diffuse, fluffy alveolar infiltrates in the bilateral lungs.
Multiple splenic microabscesses were observed on abdominal
ultrasonography. His exposure history coupled with the
clinical picture led to a strong clinical suspicion of
disseminated melioidosis, and treatment was switched to
intravenous meropenem and oral sulfamethoxazole-
trimethoprim. Blood culture later grew Burkholderia
pseudomallei, which was sensitive to amoxicillin-clavulanate,
sulfamethoxazole-trimethoprim, and ceftazidime.
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Case Report

Fig. 1: Contrast Computed Tomography of Brain 14 days after treatment

Repeated contrast-enhanced CT of the brain 14 days after
treatment showed worsening features, with leptomeningeal
enhancement in the right parieto-occipital and left occipital
regions and an enlarging subdural hypodensity in the right
parietal lobe, with two new subdural hypodensities with rim
enhancement abutting the superior sagittal sinus, suggestive
of subdural empyema (Figure 1). Unfortunately, the
empyema was deemed not amenable to drainage.
Intravenous meropenem was then extended to complete a 6
weeks course, with oral sulfamethoxazole-trimethoprim.

With antibiotics, the patient showed clinical, biochemical,
and radiological improvement. Neurological symptoms
resolved, and no fever was documented. C-reactive protein
and white blood cell count were reduced. At the end of 6
weeks of intravenous antibiotics, repeated abdominal
ultrasonography showed improvement in splenic lesions, and
contrasted CT brain revealed significantly smaller subdural
hypodensity at the right parietal lobe with peripheral
enhancement and residual leptomeningeal enhancement
(from initial 1.8 x 4.3 cm to 0.3 x 1.7 cm).

He was then discharged to complete a total of 6 months of
maintenance therapy with sulfamethoxazole-trimethoprim.
A follow-up review noted that he had no residual
neurological deficits and could resume his usual work and
activities. Repeated contrast-enhanced CT of the brain
revealed complete resolution of the leptomeningeal
enhancement and empyema.

DISCUSSION

The patient’s presentation of headache, vomiting, and
unsteady gait, coupled with initial nonspecific CT findings, is
suggestive of a broad differential diagnosis, including other
CNS infections. However, the subsequent development of
diabetic ketoacidosis, pulmonary infiltrates, and splenic
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microabscesses, along with the patient’s exposure history,
raised a strong clinical suspicion of disseminated melioidosis,
which was confirmed by a positive culture.

The first report of CNS melioidosis was presented in 1977.7
While disseminated melioidosis occurs in 16-37%, CNS
involvement is rare, accounting for only 1.5-5% of all
reported cases. Of note, a review noted that neurological
infection (7.5%) in Malaysia was higher than that in
Thailand (3.0%), India (1.1%), and Australia (2.6%).% It has
shown a male preponderance and affects a younger
population than melioidosis of all sites, consistent with the
case reported."®

Neuromelioidosis is a rare but severe manifestation of
melioidosis. It poses significant diagnostic challenges,
especially in differentiating it from other CNS infections,
earning melioidosis the moniker ‘the great mimicker. ’
Despite being primarily presented as pyemic, such as brain,
subdural, and epidural abscesses,” cases with
meningoencephalitis have also been reported. In this case,
the initial CSF and CT findings were nonspecific,
underscoring the difficulty in differentiating
neuromelioidosis from other infectious or inflammatory
processes.

A wide spectrum of neurological manifestations has been
reported in neuromyelitis. In a systemic review by
Wongwandee et al., headache (54%), unilateral weakness
(57%), and cranial nerve deficits (52%) were the prominent
presentations.” Currie et al. reported cerebellar signs in 50%
of neuromyelitis cases." Our patient presented with headache
and had an unsteady gait without weakness, possibly
attributed to cerebellar involvement. Therefore, a high index
of suspicion is required to identify central nervous system
involvement in laboratory-proven melioidosis.
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Culture remains the gold standard for the isolation of
Burkholderia pseudomallei.* However, this is limited by the
difficulty in pathogen identification and prolonged
incubation and identification time, potentially leading to
delays in diagnosis and treatment. Therefore, dependence on
culture alone for establishing the diagnosis of
neuromelioidosis can be challenging. While real-time
polymerase chain reaction (PCR) is a promising diagnostic
tool, it may not be readily available in economically
disadvantaged and resource-limited settings.?

The CSF profile mostly shows mononuclear pleocytosis, high
protein, and normal glucose levels, which is consistent with
our case.” However, these findings are non-specific and can
mimic other types of meningoencephalitis. Therefore, it
cannot be used as the sole marker for diagnosing
neuromelioidosis. Notably, the CSF culture was negative. It is
reported that the organism is isolated from brain tissue, pus,
CSF, or blood in only 50% of the cases.® In our case, due to
anatomical limitations, drainage of subdural empyema was
not performed, making it impossible to culture the pus.

Apart from culture, brain imaging is essential for establishing
a diagnosis. Unfortunately, the lack of sensitivity of CT scans
in identifying features of neuro-melioidosis, particularly in
the early stage, is fiendish.’ In a case review of neurologic
melioidosis by Currie et al., eight of 11 initial CT scans
showed normal results, and in the remaining patients, only
non-specific changes were observed.! In our case, the patient's
initial contrast-enhanced CT findings were non-specific,
leading to difficulty in revealing his neurologic involvement.
While magnetic resonance imaging (MRI) can provide
additional information even in cases with normal CT
findings, as demonstrated by the study done by Currie et al.,
this modality may not be readily available, especially in
resource-limited settings.’

We believe that neuromelioidosis remains underreported,
especially in endemic regions, because of its unusual
presentation and difficulty in diagnosis. In Malaysia, the
absence of pathognomonic clinical presentations, coupled
with the lack of familiarity with the disease among attending
physicians and laboratory personnel, are the main factors
contributing to misdiagnoses, especially in rural settings.’
The limited availability of advanced diagnostic tools, such as
rapid polymerase chain reaction (PCR) or antigen detection
tests, delays definitive diagnosis. In our case, the diagnosis
relied on clinical suspicion and subsequent blood culture
results, which took several days to obtain.

In view of CNS involvement, a prolonged course of
intravenous antibiotics was warranted. Podin et al. reported
that up to 86% of clinical isolates from all melioidosis
patients in district hospitals in Sarawak, Malaysia were
gentamicin-susceptible,” while the Darwin guideline
suggested that IV meropenem is the initial treatment of
choice with a dose doubled to 2 g 8-hourly.” The subsequent
maintenance therapy with sulfamethoxazole-trimethoprim
also requires proper planning to ensure compliance for
complete eradication. Our patient showed complete clinical
and radiological recovery at the end of treatment.

MJM Case Reports Journal Vol 5 No 2 August 2026

The great mimicker in the tropics

This case highlights the importance of clinical vigilance
among treating clinicians, especially in exploring
environmental exposure and establishing epidemiological
links in endemic regions. Early recognition and treatment
can potentially improve the outcomes of neuromelioidosis.
Simultaneously, the One Health approach involving
healthcare professionals, veterinarians, environmental
scientists, and public health officials is essential to address
the disease burden by improving the surveillance,
prevention, and control of melioidosis.

In conclusion, this case report highlights an unusual
presentation of melioidosis with central nervous system
involvement, which poses diagnostic and therapeutic
challenges. Neuromyelitis is rare but potentially fatal. The
patient's initial nonspecific symptoms and complex clinical
course underscore the importance of considering melioidosis
in patients presenting with neurological manifestations,
particularly in endemic regions. Early suspicion, prompt
microbiological confirmation, and aggressive antibiotic
therapy are crucial for managing these cases.
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SUMMARY

Small cell neuroendocrine carcinoma of the vagina is a rare
form of primary vaginal cancer. It is an aggressive vaginal
carcinoma with poor prognosis. Most of the reported cases
were among women aged 40-70 years old. Owing to its
aggressiveness, multimodal treatment, including surgery,
radiotherapy, and chemotherapy, has been suggested.
However, many women present with metastasis and
eventually succumb to the disease. Here, we report a case of
vaginal neuroendocrine carcinoma in a 29 year old lady
which we managed at our institution. She presented with a
short history of right vulvovaginal swelling of one month
duration and was treated for vulvovaginal abscess.

INTRODUCTION

Small cell neuroendocrine carcinoma of the vagina is a rare
form of primary vaginal cancer, accounting for 2% of all
gynecological malignancies.’ In the English literature, only
45 cases have been reported.’* It is known for its
aggressiveness, poor prognosis, and difficulty in treatment.!
Most of the reported cases were among women between 40-
70 years old. However, in our case report, it involved a young
woman with symptoms mimicking infection. Due to the less
common presentation of small cell neuroendocrine
carcinoma of the vagina, especially in younger age groups,
she was misdiagnosed as having a vulvovaginal abscess. The
aim of this case report is to create awareness that
neuroendocrine carcinoma of the vagina can also present
with symptoms mimicking infection and abscess. A high
index of suspicion should be maintained, especially when the
patient does not respond to initial antibiotics.

CASE PRESENTATION

A 29-year-old married woman, para 0+1, presented to the
emergency department with complaints of right
vulvovaginal swelling of one month’s duration associated
with worsening pain at the perineum. She was initially
administered oral antibiotics for 1 week from the primary
health clinic; however, her condition did not improve. The
swelling increased in size and became more painful. There
was no pus discharge or lower abdominal pain present. There
was no weight loss or appetite. No other significant medical
or family histories were obtained.

She was examined by the gynecological team, which showed
a right vulvar mass extending to the right vagina measuring
6 x 5 cm, which was tender on palpation and hard. No pus

points were observed. The diagnosis at the time was a right
vulvovaginal abscess. The inguinal lymph nodes were
enlarged bilaterally. She underwent incision and drainage of
the right vulvovaginal wall swelling. Intraoperatively, the
swelling measured 5 x 5 cm and extended to the right
perineum. The vaginal wall appeared unhealthy, and the
tissue was sent for histopathological examination. Her cervix
appeared normal, and liquid cytology of the cervix was
performed.

Microscopic examination revealed neoplastic tissue
composed of diffuse solid sheets and cords of highly atypical
cells with scant and discernible cytoplasm, ovoid to slightly
spindled nuclei with hyperchromatic and dispersed
chromatin, and inconspicuous nucleoli. The tumor
demonstrated a small cell neuroendocrine carcinoma
morphology.

On immunohistochemistry (IHC), the tumor was positive for
synaptophysin, chromogranin, and CD 56 with a high Ki67
index. Liquid-based cytology of the cervix was negative for
intraepithelial lesions or malignancy.

An MRI of the pelvis dated 22.11.2024 was done to assess the
extent of the disease. It showed a lobulated mass involving
the lower third of the vagina, extending to the right vulvar
region, epicentered in the vulvar region, exhibiting an
intermediate signal with homogeneous enhancement and
local infiltration (Figure 1). Anteriorly, it abuts the urethra
with no clear fat plane. Posteriorly, it involves the lower third
of the posterior vaginal wall with no clear fat plane with the
anterior anal canal wall. There were also right iliac and
bilateral inguinal lymph node metastases (Figures 2,3).
Computed tomography (CT) of the thorax, abdomen, and
pelvis done on 22.11.2024 showed distant metastasis to the
lungs and paratracheal and hilar nodes. No PET scan was
performed because of the unavailability of PET scans in
government hospitals in Sarawak at the time of presentation.

The case was discussed in a multidisciplinary team meeting
(MDT) with an oncologist, radiologist, pathologist, and
gynaeoncologist . The conclusion that the MDT was diagnosis
of primary small cell neuroendocrine carcinoma of the
vagina (FIGO stage IVB), and the agreed treatment plan was
palliative chemotherapy due to the advanced disease. The
patient and her husband were informed of the diagnosis and
treatment plan and agreed to palliative chemotherapy.

This article was accepted: 15 June 2026
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Small cell neuroendocrine carcinoma of Vagina: A rare case report

Fig. 1. Coronal view of MRI of the pelvis demonstrated lobulated mass involving lower third of vagina extending to right vulva region

Fig. 2. Axial view of MRI pelvis showing bilateral inguinal lymph node metastases

Fig. 3: MRI of pelvis showing enlarged right external iliac lymph nodes
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She was subjected to palliative chemotherapy with seven
cycles of carboplatin and etoposide by the oncology team. A
CT scan after seven cycles of chemotherapy was performed on
19.6.2025, 9 months after the diagnosis, and showed a slight
reduction in the size of the vulva vagina mass and the
inguinal and external iliac lymph nodes. However, new bone
metastasis was detected involving both inferior and superior
pubic rami, pubic tubercle, right ischium, left ilium, and T9
vertebral body.

DISCUSSION

Neuroendocrine tumors are a spectrum of malignancies, with
small cell carcinoma being the most aggressive form. Most
small cell carcinomas originate from the lungs, and 5% are
extrapulmonary.! Primary small cell carcinoma of the vagina
is rare, with only 45 cases reported worldwide.">** The first
case of primary small cell carcinoma of the vagina was
reported in 1984 by Scully et al.”

The clinical presentation varies from asymptomatic to those
who present with symptoms such as vaginal mass, vaginal
pain, dyspareunia, vaginal discharge, or postcoital
bleeding."** Our patient presented with pain and swelling in
the vagina. Due to its non-specific presentation and rarity,
diagnosis is often delayed. Patients may already have
metastatic disease at the time of diagnosis.

The association between HPV and small cell neuroendocrine
carcinoma of the vagina remains unexplored. A systematic
review by Capote et al. showed that only four of the 45
reported cases were hPV-positive. Three of them were HPV 18,
and another was high risk non 16, 18 HPV, which was not
specified.” More research is needed to identify any association
with HPV.

Owing to the aggressiveness of the disease, 50% of patients
present at an advanced stage.* The median survival time is
11 months, and approximately 85% of patients die within 12
months after the initial diagnosis.*® As the disease is rare,
there is still no consensus on the standard treatment.
Complete remission with radiation and/or combination
chemotherapy in early stages in cases with smaller tumor
sizes (ranging from 0.5 to 3 cm) can be seen.*

Multimodal treatment with surgery, chemotherapy, and
radiation is recommended even in the early stages because of
the aggressiveness of the disease. Surgery is usually
recommended for cases with smaller tumor sizes (0.5-3 cm)
and localized disease with no evidence of metastasis.”*
Recommended surgery for early stage disease depends on the
location of the lesion. If it involves the upper third of the
vagina, radical hysterectomy and vaginectomy are
recommended.’

For locally advanced disease, the suggested management is
combination chemotherapy with radiation therapy,
including external beam radiotherapy to the pelvis up to 45
Gy, followed by brachytherapy.?” Two commonly used
chemotherapy regimens are cyclophosphamide, doxorubicin,
and vincristine or cisplatin and etoposide.** A systematic
review by Capote et al. showed that the median OS of those

164

who received surgery plus radiation was 29 months, and for
those who received concurrent chemoradiation, it was
17months.’

Currently, the role of immunotherapy is being investigated in
small cell neuroendocrine carcinoma; however, it is more
focused on lung cancer.” There was a report on RRx-001 (an
M2-to-M1 macrophage stimulating agent) as maintenance
after cisplatin/etoposide as first line, but progression was
observed after 6 weeks of treatment.”

In conclusion, small cell neuroendocrine carcinoma of the
vagina is a rare form of vaginal cancer. The presentation is
usually nonspecific and typically seen in the postmenopausal
age group. Therefore, diagnosis is often delayed, and patients
usually present at an advanced stage where treatment is
usually palliative.

Owing to the aggressiveness of the disease, treatment should
be multimodal. Surgery is usually recommended for small
tumors with no evidence of metastasis. For those with locally
advanced disease, a combination of chemotherapy and
radiation therapy is recommended. More trials should be
conducted to identify the most effective treatment modality
for vaginal small cell neuroendocrine carcinoma.
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SUMMARY

Good’s syndrome (GS) is a rare but important adult-onset
immunodeficiency characterized by the coexistence of
thymoma and hypogammaglobulinemia in adults. Diagnosis
is often delayed because of the wide interval between the
appearance of thymoma and the onset of immunodeficiency-
related infections. Clinicians should maintain a high index of
suspicion in adults with thymoma and recurrent or unusual
infections, particularly respiratory infections, and routinely
assess serum immunoglobulin levels. Early recognition and
initiation of immunoglobulin replacement therapy are
essential for reducing infectious complications and
improving outcomes. Thymectomy, while necessary for
tumor control, does not reverse immune dysfunction. This
case report of GS aims to raise awareness among healthcare
workers for patients with thymoma who present with
recurrent or unusual infections and further workup for this
group of patients. We herein report a case of ayoung female
patient with underlying type AB thymoma but defaulted
follow-up, history of bacteremia, and presented with
recurrent pulmonary infections complicated with pulmonary
hypertension who was found to have
hypogammaglobulinemia leading to a diagnosis of GS. She
was treated with intravenous immunoglobulin (IVIG) and
was subsequently planned for long-term immunoglobulin
replacement therapy.

INTRODUCTION

GS, an adult-onset immunodeficiency associated with
thymoma, leads to immune system dysfunction and
increased susceptibility to severe infections due to
encapsulated bacteria, viruses, and fungi.”? Both males and
females are equally affected, commonly in their 4th or 5th
decade of life, although it can rarely occur in younger
patients.”? It is challenging to recognize the disease because
of its complexity, frequently leading to diagnostic delays.**
Treatment mainly involves immunoglobulin replacement,
treatment of infections, and removal of thymoma.** The
prognosis is believed to be worse than that of other adult
immunodeficiency conditions.®

CASE PRESENTATION

A 33-year-old single, nulliparous, non-smoker woman with a
history of childhood asthma and recurrent pulmonary
infections, including Salmonella non-typhi bacteremia, and
recurrent admission for pulmonary infections presented with
a 6-month history of productive cough without hemoptysis.

She reported significant unintentional weight loss and
reduced appetite over the same duration, along with a 2-
week history of progressive shortness of breath.

Physical examination revealed bilateral generalized rhonchi
accompanied by crepitations across both lung fields. Initial
blood gas analysis showed type II respiratory failure, with a
full blood count showing leukocytosis and elevated C-reactive
protein levels of 58 x 10°/uL (neutrophil predominance) and
74 mg/L. Chest radiography revealed consolidation with
cavitation in the bilateral upper lung zones. She was initially
intubated for 1 week for respiratory failure, requiring
intensive care unit (ICU) admission for 9 days before transfer
to the general medical ward for further treatment. She was
treated for community-acquired pneumonia (CAP) with a 1-
week course of intravenous Meropenem in ICU. Although she
improved and was transferred to a general medical ward, her
condition deteriorated and she developed desaturation five
days later. She was then treated for Pseudomonas aeruginosa
pneumonia, as evidenced by a positive sputum culture, with
a total of one month of anti-Pseudomonas antibiotics.
Computed tomography pulmonary angiography was
performed due to the patient’s difficulty in oxygen weaning,
and it showed no pulmonary embolism.

Serial infective workups showed negative blood, fungal,
urine, and Mycobacterium tuberculosis cultures. Connective
tissue workup showed normal C3/C4 values with negative
antinuclear antibodies (ANA) and anti-neutrophil
cytoplasmic antibodies, while the immunoglobulin test
showed hypogammaglobulinemia with IgA, 1IgG, and IgM
values of 0.3 g/L, 4.02 g/L, and <0.25 g/L, respectively, with a
raised ESR value of 21 mm/h. Contrast-enhanced computed
tomography (CECT) of the thorax showed features consistent
with organizing pneumonia with bilateral upper lung lobe
fibrosis and bronchiectasis changes, as well as an anterior
mediastinal mass representing thymoma. Further history
revealed that the patient had a thymoma previously, for
which thymectomy was not performed as she defaulted to
follow-up. Echocardiography was also performed to look for
complications of bronchiectasis and showed pulmonary
hypertension.

In view of the collective evidence of recurrent pulmonary
infection, presence of thymoma type AB, and
hypogammaglobulinemia, a diagnosis of GS was made. The
patient was discharged after 3 months of hospitalization, and
two courses of IVIG were administered during admission.
Following a second course of IVIG one month after the first,
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Fig. 1. Left - Chest radiograph upon arrival at the emergency department with pneumonia changes seen over the bilateral upper lobe;
Right - Chest radiograph after two courses of antibiotics and one course of IVIG showing resolution of pneumonia

Fig. 2: Bronchiectasis changes from the CECT thorax

immunological reassessment showed IgG improvement from
4.02 g/L to 6.44 g/L after the second course. The post-
treatment CD4 and CD8 levels were 404 cells/uL and 603
cells/uL, respectively, resulting in an inverted CD4/CD8 ratio
of 0.67.

DISCUSSION

GS, a rare adult-onset immunodeficiency associated with
thymoma, was first identified in 1954 by Dr. Robert Good,
who  described a case of thymoma and
hypogammaglobulinemia in an adult patient.° The
condition has an estimated incidence of 0.15 cases per
100,000 population annually. Hypogammaglobulinemia
occurs in approximately 6-11% of patients with thymoma.
GS typically presents between the ages of 40 and 60 years,
with a prevalence of approximately 1 in 700,000 adults.’ To
our knowledge, based on a comprehensive review of the

166

literature, no prior cases of GS have been reported from
Sabah, making this the first documented case in this
Malaysian state; however, there could be a possibility of prior
unreported cases.

The pathogenesis of immunodeficiency in GS remains
unknown, and there are no formal diagnostic criteria for this
disorder. There is some evidence that the basic defect may be
in the bone marrow, as suggested by the presence of B- and
T-cell lymphopenia, pre-B-cell arrest, impaired maturation of
erythroid and myeloid precursors, pure red cell aplasia
(PRCA), neutropenia, and eosinophilia.? Although the
principal feature of GS is humoral immunodeficiency, cell-
mediated immunity is also impaired. Another proposed
mechanism is that B cell dysfunction may be caused by
autoimmune destruction, likely due to the presence of
autoantibodies associated with thymomas, as observed in
other paraneoplastic disorders.” T-cells from thymomas can
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Good'’s syndrome complicated with bronchiectasis with pulmonary hypertension

Fig. 3: Thymoma from CECT thorax

also impair the growth of B-cells and their immunoglobulin
production. To date, it has been classified as a distinct entity
by the expert committee of the World Health
Organization/International Union of Immunological
Societies on primary immunodeficiencies. Most of the
literature reviews used the simultaneous presence of
thymoma and hypogammaglobulinemia as the minimal
diagnostic criteria for a diagnosis of GS, which in our case
fulfilled these minimal diagnostic criteria.®

The clinical presentation of GS is highly variable and
typically reflects the site of infection. Lower respiratory tract
infections are the most frequently reported cases, but patients
may also present with upper respiratory, gastrointestinal,
skin and soft tissue, urinary tract, systemic, or central nervous
system infections. Complications of this recurrent
sinopulmonary infection, such as bronchiectasis, necrotizing
pneumonia with lung abscess, and empyema, have also been
noted in the literature by Tarr et al. and other authors. (2)
With regard to causative micro-organisms, bacterial
infections account for 80% of the cases, followed by viral and
fungal infections.®

This patient’s history of recurrent pulmonary infections led to
bronchiectasis and type 2 respiratory failure. Furthermore,
the patient developed group 3 pulmonary hypertension
secondary to bronchiectasis. Due to the delayed diagnosis,
the combination of pulmonary hypertension and type 2
respiratory failure necessitated long-term oxygen therapy.

Patients with GS usually present in the 4th or 5th decade of
life. In a literature review of 51 patients with GS, the mean
age of the patients was 56 years (range, 29 - 75 years) at the
time of the 1st presentation (infection, thymoma, or
hypogammaglobulinemia).? Diagnosis of thymoma preceded
the diagnosis of hypogammaglobulinemia, infection, or
diarrhea in 18 patients in the above literature with an
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interval of 3 months to 23 years, and in the remaining 29
patients, thymoma was diagnosed after the documentation
of infection or hypogammaglobulinemia with an interval of
3 months to 20 years. Of the remaining four patients, two
were diagnosed within two months of each other, and in the
other two patients, thymoma was only diagnosed at autopsy.
These  results indicate  that thymoma  and
hypogammaglobulinemia as the minimal diagnostic criteria
can be fulfilled as short as within 2 months but can take up
to 23 years, which can lead to a delay in diagnosis and
treatment.” Another systematic review of 152 patients also
reported that the diagnosis of thymoma preceded
hypogammaglobulinemia or vice versa can be diagnosed
within 2 months but can also take a longer period of up to 18
years.?

In this case, the patient was first diagnosed with an anterior
mediastinal mass at the age of 29 years as an incidental
finding when a CECT thorax was performed as part of the
investigation for chronic cough. A biopsy of the anterior
mediastinal mass was performed, and the histopathological
features were in favor of thymoma type AB. Although the
patient was not in the 4th or 5th decade of life, her first
presentation was still within the range.” The patient was
diagnosed with Good Syndrome only 4 years after the
diagnosis of thymoma, as evidenced by
hypogammaglobulinemia. Zaman et al reported in their
article on 78 United Kingdom patients with GS that patients
with AB-type thymomas were more likely to have
bronchiectasis. Another systematic review by Dong et al.
reported that type AB is the most common histologic type of
thymoma in Chinese patients with GS, which is similar to the
findings in our case.*’

Prior to the diagnosis of Good syndrome, our patient

experienced multiple episodes of respiratory infections,
including several admissions for CAP. During her first
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presentation, no pathogens were isolated from sputum or
blood cultures, and the tuberculosis workup was negative;
however, she had marked leukocytosis (white cell counts -
WCC 59 x 10°%/uL) and elevated C-reactive protein (155
mg/L), which normalized after antibiotic treatment. A few
years after her first encounter, she presented with a milder
episode managed with outpatient antibiotics, again with
negative cultures and a peak WCC of 17 x 10°/uL. During her
third encounter, she was admitted for CAP with non-
typhoidal Salmonella isolated from blood despite no
gastrointestinal symptoms. Subsequent stool and urine
cultures were negative, and WCC peaked at 15.3 x 10°/uL
without significant leukocytosis. Another admission for
pneumonia showed significant leukocytosis (WCC 70.3 x
10°/ul), with Pseudomonas aeruginosa isolated from
sputum. Although pulmonary tuberculosis remains a high-
burden disease in Sabah, it is rarely associated with GS and
was consistently ruled out during all admissions. Peripheral
blood films consistently showed no evidence of hematological
malignancy.

The principal immunological findings in GS are
hypogammaglobulinemia, few or absent B cells, an
abnormal CD4+:CD8+ T-cell ratio, CD4 + T-cell
lymphopenia, and impaired T-cell mitogenic response.
Almost all patients have reduced serum IgG, IgA, and IgM
levels, but there are very limited data on the prevalence of
reduced specific antibody levels. GS should be suspected in
patients aged > 40 years with a history of recurrent
sinopulmonary infections or opportunistic infections such as
cytomegalovirus or mucocutaneous candidiasis, and further
workup such as CECT thorax scan should be performed to
look for any mediastinal mass. Conversely, serum
immunoglobulins should be considered as part of routine
diagnostic investigations for patients with anterior
mediastinal masses. If the immunologic test results are
normal, testing should be performed periodically if GS is
suspected, because there can be an interval between the
diagnosis of immunodeficiency and/or thymoma and the
development of infection.™

The management of GS mainly consists of thymectomy for
thymoma and gamma globulin replacement. The treatment
of thymoma involves surgical intervention, either removal or
debulking of the tumor, and the most important indicator of
long-term prognosis is the completeness of tumor resection.
Thymectomy can prevent locally invasive growth and
metastasis of thymomas and usually has a favorable effect
on associated conditions, such as myasthenia gravis and
PRCA; however, it does not wusually reverse the
immunological ~ abnormalities in  GS.*  Lifelong
immunoglobulin replacement therapy to maintain adequate
trough IgG levels has been reported to improve infection
control, reduce hospitalization, and decrease the use of
antibiotics. In one study, 23 of 30 patients (76%) had a
reduction in the number of bacterial sinopulmonary
infections, while another study reported that approximately
38% of patients with GS had a reduced incidence of infections
after treatment with gamma globulin.>* Thus, IVIG is
recommended to maintain appropriate immunoglobulin
levels in all these patients. Hizantra, a subcutaneous
immunoglobulin, has been FDA-approved for use in
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immunodeficiency since 2010 and is commonly being
transitioned from IVIG, especially in patients who require
long-term immunoglobulin replacement. Subcutaneous
immunoglobulin is reported to be much more convenient
and easier to use, achieving a similar result compared to
IVIG, with tolerable minimal side effects.

The patient is scheduled for lifelong monthly IVIG infusions
with regular reassessment of immunoglobulin levels while
awaiting approval for subcutaneous administration of
immunoglobulin. After two courses of IVIG, her IgG levels
improved, and she remained free of admission at the time of
this report. The patient was enrolled in a regular
pneumococcal and influenza vaccination program. She is
currently under cardiothoracic review for thymoma, with
ongoing discussions regarding thymectomy as part of her
management.

In conclusion, this case highlights the importance of clinical
awareness and knowledge of GS in patients with thymoma,
as delayed recognition can lead to repeated hospital
admissions and missed opportunities for timely diagnosis
and management of GS. Patients with thymoma should
undergo routine assessments of serum immunoglobulin
levels to facilitate the early detection of GS. Immunoglobulin
replacement is an effective therapy for managing
immunodeficiency-related complications.
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SUMMARY

Retinoblastoma is the most common primary intraocular
malignancy in children, accounting for approximately 4% of
all childhood cancers. While cataracts may rarely present as
a direct manifestation of advanced disease, they are more
frequently associated with treatment-related factors.
Historically, cataract formation has been reported after
external beam radiotherapy. However, cataracts continue to
be reported with modern targeted chemotherapy. This case
series describes three pediatric patients with bilateral
retinoblastoma complicated by cataract formation. These
cases illustrate the diverse mechanisms of cataract
development and highlight the challenges posed by the
timing of cataract surgery, tumor surveillance, and long-term
visual outcomes.

INTRODUCTION

Retinoblastoma (RB) is the most common primary
intraocular malignancy in children.’ Recent advances in RB
management have shifted treatment towards globe-
salvaging approaches, including systemic, intra-arterial, and
intravitreal chemotherapy.? Despite these advances, cataract
formation may occur either as a manifestation of advanced
disease or as a treatment-related complication, complicating
tumor surveillance and visual rehabilitation.® This case series
describes three pediatric patients with retinoblastoma
complicated by cataract formation arising from distinct
mechanisms.

METHODS

This retrospective case series included three pediatric patients
with retinoblastoma and associated cataracts who were
managed at Hospital Kuala Lumpur between 2010 and 2016.
Clinical data were obtained through a retrospective review of
medical records and follow-up examinations. Information on
demographic and tumor characteristics, treatment history,
surgical outcomes, visual acuity, and postoperative
complications was collected, with follow-up data available
up to 2025.

CASE PRESENTATION
The following cases demonstrate cataract formation in RB
resulting from distinct mechanisms, including tumor-related

factors and treatment-associated complications in the
context of targeted chemotherapy.

Case 1

Bilateral RB was diagnosed at 18 months of age. According to
the International Intraocular Retinoblastoma Classification
(IIRC), the right eye (RE) was classified as Group E and the left
eye (LE) as Group D. At presentation, a central lens opacity
was observed in the LE. The RE underwent primary
enucleation. The LE received focal therapy, including laser
photocoagulation and cryotherapy; seven sessions of intra-
arterial chemotherapy (IAC) with melphalan; and six cycles
of systemic chemotherapy with carboplatin, vincristine, and
etoposide (JOE regimen) administered at three-week intervals.
During treatment, the cataract in the LE progressed to a white
cataract, which prevented adequate tumor surveillance.
Formal visual acuity (VA) assessment was not feasible due to
the patient’s age; the LE exhibited only light perception, poor
visual behavior, absence of object fixation, and no red reflex.
Intravitreal chemotherapy (IVitC) with melphalan (20 pg/0.1
mL) was administered to control the tumor seeds. Lens
aspiration with intraocular lens (IOL) implantation was
performed three weeks after the initial IVitC melphalan
injection. Six additional postoperative IVitC melphalan
injections (20 pg/0.1 mL) were administered at two-to three-
week intervals to minimize the risk of tumor dissemination.
Following surgery, visual behavior improved, with the child
able to fixate and follow light, demonstrate object-directed
visual responses, and exhibit a faint red reflex. Despite
further laser photocoagulation, cryotherapy, three additional
cycles of JOE chemotherapy, and external beam radiotherapy
(EBRT) (40 Gy in 20 fractions), the progressive disease
persisted. Enucleation of the LE was performed 10 months
after the cataract surgery. The patient remained clinically
stable, with no evidence of systemic disease.

Case 2

Case 2 was diagnosed with bilateral RB at 3 months of age,
with Group B disease in the RE and Group C disease in the LE.
She underwent six cycles of systemic chemotherapy (JOE
regimen) at three-week intervals, together with focal therapy,
comprising laser photocoagulation and cryotherapy. Despite
initial tumor regression, new lesions developed in the LE,
resulting in progression to Group E disease. As the parents
declined enucleation, additional treatment was administered
over subsequent visits and examination under anesthesia
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(EUA) sessions, including three further cycles of JOE
chemotherapy. Globe-salvage treatment for LE comprised
two sessions of IAC melphalan (5 mg/30 mL), intracameral
topotecan (7.5 pg/0.015 mlL), and one IVitC melphalan
injection (20 pg/0.1 mL). The LE remained free of tumor
recurrence on surveillance; however, a mild cataract
developed approximately 15 months after the last
intravitreal injection and subsequently progressed to a
mature white cataract, limiting fundus examination.
Preoperative VA was perception of light in the LE and 6/38 in
the RE. Lens aspiration with IOL implantation improved LE
vision to 2/60. Two years later, vision declined to counting
fingers (CF) due to posterior capsular opacification (PCO),
and surgical capsulotomy was performed. Final VA remained
2/60, with no evidence of tumor recurrence 5 years after
cataract surgery.

Case 3

Case 3 was diagnosed with bilateral RB at 7 months of age,
with Group E disease in the RE and Group D disease in the LE.
The RE underwent primary enucleation, whereas the LE was
managed with globe-sparing therapies. The patient
completed nine cycles of the JOE chemotherapy regimen,
together  with  focal therapy comprising laser
photocoagulation and cryotherapy. Recurrent vitreous
seeding in the LE was treated over multiple sessions with 14
IVitC melphalan injections (20 pg/0.1 mL) and one IAC
melphalan injection. Six years after diagnosis, five years after
completion of systemic chemotherapy, and seven months
after the final IVitC melphalan injection, the patient
developed a LE cataract. Examination revealed a posterior
subcapsular opacity with cortical wedge opacity and anterior
capsular wrinkling, raising the possibility of an iatrogenic
lens injury from repeated intravitreal injections. Progressive
cataract formation necessitated lens aspiration with
intraocular lens implantation to allow tumor surveillance;
two IVitC melphalan injections (20 pg/0.1 mlL) were
administered before surgery for ocular priming.
Postoperatively, the best-corrected VA improved from 6/120
to 6/76. Four years later, vision declined to CF due to dense
PCO and was successfully treated with Nd:YAG capsulotomy,
resulting in an improvement in VA to 2/60, which remained
stable for several years after. During subsequent follow-ups,
VA progressively deteriorated to CF due to treatment-related
posterior segment changes. Fundus examination revealed
mixed calcific regression and scarring, with no evidence of
tumor recurrence.

DISCUSSION

Cataract formation in patients with RB is a multifactorial
complication that may occur as a direct manifestation of
advanced intraocular disease, reported in approximately
0.25% of cases, or as a delayed consequence of treatment.?
Although cataracts have historically been most associated
with EBRT, the increasing use of globe-sparing modalities
such as systemic chemotherapy, IAC, and IVitC has altered
patterns of cataract development. This case series presents
three distinct mechanisms of cataract formation in RB and
highlights the complexity of management decisions
regarding the timing of cataract surgery, tumor surveillance,
and long-term visual outcomes.

MJM Case Reports Journal Vol 5 No 2 August 2026
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Historically, cataracts have been a well-recognized late
complication of EBRT for RB, with a reported incidence as
high as 71.7%, particularly with higher radiation doses and
younger age at exposure.’ Radiation-induced cataracts are
typically posterior subcapsular in morphology and may
progress gradually over time. With the decline in EBRT use
following the advent of chemoreduction and targeted
chemotherapy delivery, radiotherapy-related cataracts have
become less frequent in recent years. However, as
demonstrated in this series, cataract formation remains a
clinically relevant issue in the modern treatment era,
occurring in approximately 16.8% of eyes undergoing eye-
preservation therapy, even in the absence of or before
radiotherapy.*

In Case 1, cataracts were present at diagnosis and progressed
rapidly during treatment. Cataracts as a presenting feature of
RB are rare and typically associated with advanced disease.**
Proposed mechanisms include tumor-related inflammation,
exudation, ischemia, or direct invasion of adjacent ocular
structures, all of which may disrupt lens metabolism.* In this
case, early cataract progression significantly limited tumor
visualization, complicating surveillance and treatment
assessment. Although cataract extraction was performed to
restore fundus visualization, the disease continued to
progress despite aggressive multimodal therapy, ultimately
necessitating enucleation. This case demonstrates the
challenge of managing cataracts in eyes with an active,
advanced intraocular tumor burden, where surgical
intervention may be required primarily for diagnostic or
surveillance purposes rather than for visual rehabilitation.

Cases 2 and 3 demonstrate cataract development as a
delayed complication of RB treatment. Both patients received
prolonged globe-sparing therapy involving systemic
chemotherapy, IAC, and 1VitC, with cataracts developing
months to years after the completion of active treatment.
Although systemic chemotherapy alone has not been
strongly implicated in cataractogenesis, repeated intraocular
interventions and local drug toxicity may contribute to lens
changes.* IVitC melphalan has been associated with anterior
segment toxicity, including iris atrophy, hypotony, and
cataract formation.> Mechanical lens injury during
intravitreal injection is also a recognized risk.> Previous
studies have identified a greater number of IVitC cycles as a
risk factor for cataract formation following retinoblastoma
treatment.* These findings are consistent with those of Cases
2 and 3, in which cataracts developed following prolonged
treatment incorporating IVitC.

In Case 3, clinical examination identified a posterior
subcapsular cataract with associated cortical wedge opacity
and anterior capsular wrinkling; findings that suggested
iatrogenic lens trauma from repeated intravitreal injections.
This observation supports the hypothesis that both
mechanical injury and cumulative drug toxicity contribute to
cataract development following IVitC.>* The cataract
developed several years after the initial diagnosis and
months after the final intravitreal injection, indicating
delayed presentation. This latency highlights the importance
of long-term surveillance for anterior segment complications
in RB survivors. The morphological features observed in Case
3 were consistent with previous reports of injection-related
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lens injury, further supporting the role of injection in cataract
formation.

The timing of cataract surgery in eyes previously treated for
retinoblastoma (RB) remains a subject of debate. Historically,
cataract extraction was avoided because of concerns
regarding tumor dissemination and metastatic risk. However,
recent evidence indicates that cataract surgery can be
performed safely in selected cases, provided the tumor has
remained inactive for an adequate interval and appropriate
precautions are implemented.’ Even in eyes with documented
tumor regression, a minimum observation interval of six
months prior to intraocular surgery has been recommended.’
In this series, cataract surgery was undertaken primarily to
restore tumor surveillance rather than to optimize VA.
Preoperative IVitC was administered in cases 1 and 3 to prime
the eye and reduce the theoretical risk of tumor
dissemination, a strategy increasingly accepted in current
practice.’

Although cataract surgery was technically successful, the
visual outcomes in this series were limited. In Case 2, visual
improvement was modest and subsequently compromised by
PCO, a common complication of pediatric cataract surgery.
Similarly, Case 3 developed dense PCO several years
postoperatively, necessitating Nd: YAG capsulotomy. These
findings reflect the cumulative effects of amblyopia, retinal
damage from the tumor and treatment, and anterior
segment complications on visual prognosis.’ Visual outcomes
should be interpreted with caution in RB survivors, as
preservation of life and globe frequently takes precedence
over visual rehabilitation.

From an oncological perspective, none of the eyes that
underwent cataract surgery for tumor surveillance
demonstrated recurrence attributable to  surgical
intervention. This observation supports the accumulating
evidence that cataract extraction, when carefully timed and
performed in controlled settings, does not increase the risk of
tumor  recurrence. Stringent  patient  selection,
multidisciplinary decision-making, and long-term follow-up
are essential.
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This case series was limited by its retrospective design and
small sample size. Nevertheless, it provides valuable insights
into the heterogeneous pathways leading to cataract
formation in RB and highlights practical considerations for
management. The variability in etiology, timing of
presentation, and outcomes underscores the importance of
individualized care and long-term surveillance in this
population.

In conclusion, cataract formation in RB may result from
tumor-related factors, treatment toxicity, or iatrogenic injury.
Despite advances in targeted chemotherapy, cataracts
remain a significant complication that can impair tumor
surveillance and visual outcomes. Cataract surgery can be
safely performed in selected cases with appropriate
precautions, primarily to facilitate ongoing monitoring.
Awareness of the diverse mechanisms and long-term
implications of cataract development is essential for
optimizing care in children with RB.
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Not every chronic cough is tuberculosis: Congenital
diaphragmatic hernia mimicking active tb in an indigenous
patient — a diagnostic dilemma in primary care

Hezlin Md Zin, Zahidatul Husna Ali, Siti Maryam Mohd Sallehuddin

Rengit Health Clinic, Johor, Malaysia

SUMMARY

Tuberculosis (TB) continues to disproportionately affect the
indigenous Orang Asli population in Malaysia, often
presenting diagnostic challenges in primary care settings.
We report a case of a 59-year-old Orang Asli man identified
during targeted community TB screening following multiple
TB-related deaths in Kampung Bumiputera Dalam, Rengit,
Malaysia. Although asymptomatic at the initial screening, he
demonstrated strong Mantoux positivity and abnormal chest
radiography findings. Delayed follow-up revealed persistent
cough, raising concerns about active pulmonary
tuberculosis. However, repeated sputum microbiological
investigations, including GeneXpert MTB/RIF, were negative,
and the radiological findings remained stable. Radiological
reassessment revealed an incidental congenital
diaphragmatic hernia, providing an alternative explanation
for the symptoms. Following a multidisciplinary discussion,
a diagnosis of latent tuberculosis infection (LTBI) was made.
The patient completed a three-month rifampicin-isoniazid
regimen despite temporary treatment interruption. This case
highlights the importance of correlating microbiological
evidence with radiological findings in TB-endemic settings
and maintaining a broad differential diagnosis to avoid
unnecessary treatment. This underscores the central role of
family medicine in balancing disease containment with
accurate patient-centered care in vulnerable Indigenous
populations.

INTRODUCTION

Tuberculosis remains a significant public health concern in
Malaysia, especially among Orang Asli communities, where
socioeconomic vulnerability, geographic isolation, and
limited healthcare access challenge early diagnosis of the
disease.! Community-based TB screening programs are vital,
fostering a sense of shared responsibility and collective effort
to improve health outcomes in high-risk populations.?

In TB-endemic settings, clinical decision-making should
consider a broad differential diagnosis to avoid overreliance
on pre-test probability and public health considerations,
which can lead to unnecessary treatment and anxiety.
Delivering comprehensive Tuberculosis Awareness among
indigenous communities is important to facilitate early
preventive and targeted treatment of the disease. However,
community resistance and communication barriers limit

these opportunities.? Recognizing non-tuberculous conditions
that mimic pulmonary TB helps clinicians feel assured of
their thorough evaluation. As latent tuberculosis cases
increase, the need to start preventive treatment earlier may
reduce the risk of active tuberculosis progression by
approximately 5 to 10 %.*

Congenital diaphragmatic hernia (CDH) is typically
identified in infancy, and its presentation in adults is
uncommon.* When present, displacement of the abdominal
contents into the thoracic cavity may contribute to
gastrointestinal reflux and chronic cough, creating a clinical
picture that overlaps with pulmonary disease. Recognition of
such atypical presentations is particularly important in
primary care settings, where initial diagnostic pathways are
established.

We present a case of an Orang Asli patient with a persistent
cough and chest radiographic abnormalities initially
suggestive of pulmonary TB but ultimately diagnosed with
congenital diaphragmatic hernia. This dilemma stirs
primary care anxiety with the urgency to treat the active
disease while simultaneously establishing the correct
diagnosis. This case highlights the diagnostic challenges
faced by family physicians in tuberculosis-endemic
communities. This underscores the importance of
maintaining a broad differential diagnosis when molecular
testing does not support an active infection.

CASE PRESENTATION

A 59-year-old Orang Asli man from Kampung Bumiputera
Dalam, Rengit, with no known medical illness, underwent
targeted TB mass screening on May 27, 2025, following
several TB-related deaths within the community. At
screening, the patient was asymptomatic, without cough,
fever, weight loss, or constitutional symptoms. The Mantoux
test demonstrated a 20 mm induration. A chest radiograph
performed on the same date showed blunting of the right
costophrenic angle, which was suggestive of pleural effusion
or pleural thickening.

The patient presented late for follow-up at Klinik Kesihatan
Rengit on July 25, 2025, complaining of a persistent cough
for approximately three weeks. Investigations revealed
sputum AFB smear x3 negative, sputum culture with no
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Fig. 1: Chest X-ray PA view taken on 11.8.2025.

growth, and an ESR of 5 mm/hr. The patient was subjected to
a chest X-ray at a nearby health clinic with an available
radiology unit, and serial chest radiographs (in May and
August 2025) demonstrated persistent right costophrenic
angle blunting with an incidental left congenital
diaphragmatic hernia.

Given the ongoing symptoms and radiographic
abnormalities, GeneXpert MTB/RIF testing was performed,
and a multidisciplinary discussion with a respiratory
physician was conducted. This collaborative approach aims
to build confidence in diagnosis and ensure comprehensive
patient care.

Considering the strong Mantoux reactivity, epidemiological
exposure, stable radiographic findings, and absence of
microbiological evidence of active disease, a diagnosis of
latent tuberculosis infection was made. The patient
commenced treatment with Akurit-2 tablets on August 15,
2025, for a planned three-month regimen. Treatment was
interrupted due to default for approximately one month but
was restarted on October 22, 2025, and completed on
January 22, 2026.

The patient was concurrently managed at Klinik Kesihatan
Rengit under the care of a Family Medicine Specialist for
latent tuberculosis infection (LTBI). He completed the
prescribed LTBI treatment and remained compliant with
scheduled follow-up visits at 3, 6, 9 months, 1 year after
treatment initiation.

The incidental finding of a left congenital diaphragmatic
hernia on serial chest radiography was reviewed and
discussed with both the radiologist and respiratory physician.
Following counselling regarding the diagnosis, potential
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Fig. 2: Chest X-ray PA view taken on 27.5.2025.

complications, and available management options, the
patient declined further investigations, specialist referral, or
surgical intervention. He was asymptomatic and had lived
comfortably with the condition for many years without any
perceived impact on his daily activities or overall health. In
addition, transportation difficulties posed a significant
barrier, as the referral hospital was located approximately 45
km from his residence in Rengit.

Given the patient's informed decision, absence of symptoms,
and stable clinical condition, no surgical referral was made
at that time. The patient was advised on symptoms that
would warrant immediate medical attention and continued
primary care follow-up.

DISCUSSION

This case illustrates the diagnostic challenges encountered
when assessing tuberculosis in high-risk Indigenous
populations identified through community screening. Strong
Mantoux reactivity and abnormal chest radiography in a TB-
affected community naturally raise concerns regarding active
disease; however, microbiological confirmation remains
essential to avoid unnecessary treatment. Negative sputum
AFB smears, negative GeneXpert MTB/RIF results, low
inflammatory markers, and the absence of constitutional
symptoms increase diagnostic confidence that active TB is
unlikely, guiding clinicians toward appropriate management
strategies.

The incidental finding of congenital diaphragmatic hernia
provided a plausible alternative explanation for chronic
cough, likely related to gastroesophageal reflux or gastric
content irritation. Structural thoracic abnormalities, such as
congenital diaphragmatic hernia, should be considered in
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the differential diagnosis when respiratory symptoms persist
despite negative microbiological tests, especially in TB-
endemic regions where clinical suspicion is high. Recognizing
these conditions can prevent misdiagnosis and unnecessary
antituberculous therapy.*®

Chronic cough is one of the most common presenting
complaints encountered in primary care and frequently
prompts evaluation for pulmonary tuberculosis (TB),
particularly in endemic regions and among under-served
populations.® As the indigenous population carries a higher
risk of tuberculosis infection, detailed screening with a
holistic approach needs to be carried out simultaneously,
while the team faced difficult challenges in poor awareness
and community barriers.” In Malaysia, primary care
clinicians often face the challenge of balancing early TB
detection with the risk of overdiagnosis, especially when
symptoms and chest radiography findings are nonspecific.
Diagnostic uncertainty may arise when radiological
abnormalities, such as pleural thickening, coexist with
persistent respiratory symptoms, and microbiological
investigations remain negative. Pleural thickening is non-
specific and may lead to overinterpretation of the disease,
which can be caused by malignancy or benign processes.®

Differentiating latent tuberculosis infection (LTBI) from
active pulmonary tuberculosis remains challenging in
endemic settings, particularly within high-risk indigenous
populations.” In this case, strong Mantoux reactivity and
abnormal chest radiography in the context of recent TB-
related deaths heightened suspicion for active disease.
However, repeated negative sputum AFB smears, negative
GeneXpert MTB/RIF results, absence of constitutional
symptoms, low inflammatory markers, and stable
radiographic findings reduced the likelihood of active
pulmonary tuberculosis diagnosis. Epidemiological risk alone
should not supersede microbiological evidence, as diagnostic
anchoring may lead to overtreatment and an increase in the
incidence of multidrug-resistant tuberculosis.

Tuberculosis screening among Orang Asli communities
requires pragmatic diagnostic approaches that consider
stigma, mobility barriers, and high default rates. Although
the Mantoux test is inexpensive, the completion of the 72-
hour reading is often unreliable despite active outreach
efforts. Fear, stigma, and avoidance behavior may limit
engagement, even when healthcare teams visit the
community directly. Single-encounter investigations, such as
interferon-gamma release assays (IGRAs), may offer practical
advantages despite their higher cost, particularly in
populations with poor follow-up adherence.™

In this patient, sputum AFB smears were negative despite
radiographic abnormalities suggestive of pleural pathology,
creating uncertainty regarding the diagnosis of active
tuberculosis. GeneXpert MTB/RIF was used to facilitate rapid
molecular assessment. While mycobacterial culture remains
the diagnostic gold standard, its prolonged turnaround time
limits immediate clinical decision-making in community-
based primary care settings. The combined use of IGRA and
GeneXpert represents a context-adapted strategy that
balances diagnostic accuracy with operational feasibility in
remote indigenous settings.
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Not every chronic cough is tuberculosis

The incidental congenital diaphragmatic hernia provided a
plausible non-infective explanation for the persistent cough,
which was likely related to gastric content irritation or reflux.
Hence, a basic chest radiograph is mandatory in health
clinics for screening chronic cough. The rare incidence of
adult congenital diaphragmatic hernia, at 0.17%-0.20% in
the population, may not be the first diagnosis in a patient
presenting with a chronic cough.* Structural thoracic
abnormalities that contribute to gastric irritation may mimic
pulmonary tuberculosis symptoms, such as persistent cough,
which may cause a dilemma in diagnosing active
tuberculosis in  high-risk groups. Multidisciplinary
consultation is essential for refining the diagnosis and
avoiding unnecessary multidrug therapy.

Primary care clinicians working in rural settings frequently
encounter diagnostic uncertainties when managing
tuberculosis among high-risk Indigenous populations.
Limited access to advanced imaging, delayed laboratory
turnaround times, and challenges in patient follow-up
require family medicine practitioners to balance public
health priorities with individualized clinical judgement. In
this case, the need to differentiate latent tuberculosis
infection from active pulmonary disease was particularly
important, as both undertreatment and overtreatment have
significant consequences in communities experiencing
ongoing transmission and TB-related mortality.

While tuberculosis remains a key consideration in
symptomatic individuals from high-risk populations,
clinicians must maintain a broad differential diagnosis for
such cases. The incidental finding of congenital
diaphragmatic hernia in this patient highlights the
importance of evaluating the structural and non-infectious
causes of respiratory symptoms. A holistic assessment reduces
the risk of diagnostic bias and supports safer and more
accurate clinical decision-making.

In conclusion, this case highlights the diagnostic complexity
of evaluating chronic cough in tuberculosis-endemic primary
care settings, where heightened clinical suspicion must be
carefully balanced against the consideration of alternative
diagnoses. Radiological abnormalities, such as pleural
thickening, may be misleading when interpreted in isolation,
particularly when molecular investigations do not support
active infection. Recognition of uncommon structural
conditions, including congenital diaphragmatic hernia, is
essential to prevent unnecessary anti-tuberculosis treatment
and ensure patient-centered care. Differentiating latent
tuberculosis infection from active disease remains
particularly challenging among high-risk Orang Asli
populations, where epidemiological risk may inadvertently
contribute to stigma or over-medicalization if not guided by
objective clinical and microbiological evidence.

Continuity of care and structured follow-up imaging were
critical in this case, allowing radiological stability to be
recognized and supporting a diagnosis of latent rather than
active tuberculosis. In resource-limited rural environments,
family physicians play a pivotal role in coordinating
culturally sensitive evidence-based care, integrating
multidisciplinary input, and adapting diagnostic strategies to
local realities. Strengthening clinical reasoning while
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maintaining a broad differential diagnosis is essential for
achieving accurate treatment decisions, sustaining patient
trust, and supporting effective tuberculosis containment
within vulnerable indigenous communities.
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SUMMARY

Introduction: Gastrointestinal stromal tumours (GISTs) are
the most common mesenchymal tumors of the
gastrointestinal tract, with the stomach being the
predominant site of origin. The liver is the most common site
of metastatic spread. The optimal management of
oesophagogastric junction (OGJ) GISTs with synchronous
liver metastases remains controversial, particularly
regarding the role of surgery following systemic therapy. We
report a case of metastatic OGJ GIST successfully managed
using a multidisciplinary treatment strategy that combined
systemic tyrosine kinase inhibitor (TKI) therapy and
conversion surgery. Case Presentation: A 39-year-old
woman presented with progressive dysphagia, weight loss,
and anemia. Imaging revealed a large 20x20 cm OGJ tumor
with diaphragmatic involvement and two metastatic liver
lesions in segments VI and VII. Histopathological
examination confirmed the diagnosis of metastatic GIST.
Following multidisciplinary team discussion, systemic TKI
therapy was initiated. After six months of treatment, serial
CT and PET-CT demonstrated marked radiological and
metabolic responses, with significant regression of the
primary tumor and complete resolution of FDG avidity in the
liver metastases. Considering the favorable treatment
response, the patient underwent curative-intent surgery,
which included proximal gastrectomy with double tract
reconstruction (DTR) and liver metastasectomy. Complete
(RO) resection was achieved, and the patient had an
uneventful postoperative recovery period. Conclusion:
Selected patients with metastatic OGJ GIST who
demonstrate a favorable response to systemic TKI therapy
may benefit from conversion surgery with curative intent.
Proximal gastrectomy with DTR offers the additional
advantage of preserving gastrointestinal function while
maintaining satisfactory nutritional outcomes.

INTRODUCTION

Gastrointestinal stromal tumours (GISTs) are the most
common mesenchymal neoplasms of the gastrointestinal
tract, with the stomach being the predominant site of origin.
Although GISTs account for only 1-3% of all gastrointestinal
malignancies, they represent the majority of gastrointestinal

mesenchymal tumors. The liver and peritoneum are the most
frequent sites of metastatic spread.’?

GISTs are characterized by activating mutations involving
the receptor tyrosine kinases, KIT or platelet-derived growth
factor receptor alpha (PDGFRA), resulting in constitutive
activation of tyrosine kinase signalling pathways that drive
tumor growth and progression.** Surgical resection remains
the cornerstone of treatment for localized disease. However,
the introduction of tyrosine kinase inhibitors (TKIs) has
dramatically altered the management and prognosis of
patients with locally advanced and metastatic GIST.**

The optimal management of metastatic GIST, particularly in
patients with synchronous liver metastases, remains
controversial, and there is currently no clear consensus
regarding the role of surgery following systemic therapy. We
report a case of a large oesophagogastric junction (OGJ) GIST
with synchronous liver metastases that was successfully
managed using a multidisciplinary approach comprising
systemic TKI therapy, followed by conversion surgery with
proximal gastrectomy, double-tract reconstruction, and liver
metastasectomy.

CASE PRESENTATION

A 39-year-old woman presented with progressive dysphagia,
significant weight loss, and iron deficiency anemia. Physical
examination revealed a large, firm epigastric mass extending
into the left upper abdomen of the patient. Upper
gastrointestinal endoscopy revealed a large submucosal
tumor arising from the oesophagogastric junction (OGJ), with
central ulceration causing significant luminal narrowing.

Contrast-enhanced computed tomography (CT) revealed a
large heterogeneous mass measuring approximately 15 x 20
x 20 cm, arising from the gastric cardia and OG], with
extension to the left hemidiaphragm. Two metastatic lesions
were identified in hepatic segments VI and VII (Figure 1A-B).
Image-guided core needle biopsies obtained from both the
primary tumor and liver lesions confirmed the diagnosis of
metastatic gastrointestinal stromal tumour (GIST).
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Fig. 1: (A) Large heterogenous COJ GIST (yellow arrow) with infiltration to the left hemidiaphragm; (B) Large segment 6 & 7 liver
metastases (red arrow) Stomach GIST; (C) Significant reduction in tumour size 6 months after imatinib therapy; (D) Reduction in

liver lesion size with hypodensity after imatinib therapy

Fig. 2: PET scan showed residual COJ tumour with increased FDG uptake (yellow arrow) & non-FDG avid liver lesions 6 months after
imatinib therapy (red arrow), consistent with of partial tumour response

Histopathological examination revealed a spindle cell
subtype GIST. Immunohistochemical analysis demonstrated
strong diffuse positivity for CD117 (c-KIT) and DOG]I,
whereas staining for SMA and S100 was negative. Molecular
mutational analysis was not performed in this case.

The case was reviewed by a multidisciplinary tumor board
comprising upper gastrointestinal surgeons, hepatobiliary
surgeons, medical oncologists, radiologists, pathologists, and
nuclear medicine specialists. In view of the locally advanced
primary tumor and synchronous liver metastases, systemic
tyrosine kinase inhibitor (TKI) therapy was initiated as the
first-line treatment.
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The patient commenced oral TKI therapy( oral imatinib 400
mg OD) at a standard daily dose and tolerated the treatment
well, experiencing only mild transient periorbital edema that
did not require dose modification. Serial radiological
assessment with contrast-enhanced CT demonstrated a
substantial reduction in the tumor size and vascularity of
both the primary lesion and hepatic metastases (Figure 1C-
D). Subsequent PET-CT performed after six months of
treatment demonstrated a marked metabolic response, with
complete resolution of FDG uptake within the liver
metastases and no FDG-avid disease outside the primary OG]J
tumor (Figure 2).
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From unresectable to curative resection

Fig. 3: Proximal gastrectomy (yellow arrow) & non-anatomical resection of right liver metastatic lesions (red arrow)

Following a repeat multidisciplinary review, the patient was
considered suitable for conversion surgery with curative
intent because of the favorable radiological and metabolic
response to systemic therapy and the feasibility of achieving
complete tumor clearance.

At laparotomy, no evidence of peritoneal dissemination or
extrahepatic metastatic disease was observed. The primary
tumor originated from the OG]J, with limited involvement of
the left hemidiaphragm. En bloc resection of the involved
diaphragmatic segment was performed while preserving the
tumor capsule integrity.

Proximal gastrectomy was performed with preservation of
the distal stomach and pylorus. Simultaneously,
nonanatomical wedge resections of the segment VI and VII
liver metastases were performed to achieve complete
clearance of the metastatic disease. Reconstruction was
performed using the double-tract reconstruction (DTR)
technique, consisting of an oesophagojejunostomy (OJ),
gastrojejunostomy (GJ), and jejunojejunostomy (J]), thereby
preserving the continuity of the remnant stomach and
duodenal passage. O] was performed using the side-to-side
overlap technique, followed by side-to-side G] approximately
15 cm from the EJ. The J] was constructed using the side-to-
side approach approximately 20 cm from the GJ. All
anastomoses were performed using a linear stapler.

Histopathological examination confirmed complete (RO)
resection of both the primary tumor and hepatic metastases,
with a marked response to preoperative TKI therapy. The
postoperative course was uneventful, and the patient was
discharged on the ninth postoperative day. Oral TKI therapy
was resumed 1 month postoperatively.

At the year follow-up, the patient remained well, with no
evidence of disease recurrence. She resumed normal oral
intake, maintained a satisfactory nutritional status, and
demonstrated no clinical evidence of anemia or
micronutrient deficiency.
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DISCUSSION

The introduction of tyrosine kinase inhibitors (TKIs) has
revolutionized the management of gastrointestinal stromal
tumours (GISTs), particularly in patients with locally
advanced or metastatic disease. TKI therapy is currently the
standard treatment for metastatic GIST and is widely utilized
in the neoadjuvant and adjuvant settings for selected high-
risk patients. In addition to achieving tumor control,
preoperative TKI therapy may facilitate surgical resection
through tumor downsizing, reduction in tumor vascularity,
improved tumor capsule integrity, and a lower risk of tumor
rupture or intraoperative bleeding, thereby increasing the
likelihood of achieving an RO resection. Furthermore, PET-CT
plays an important role in assessing the metabolic response
to systemic therapy and aids in selecting appropriate
candidates for surgical intervention.

The management of metastatic GIST remains challenging,
and there are currently no universally accepted guidelines
regarding the role and timing of surgery following response
to systemic therapy. Historically, metastatic GIST was
considered a palliative condition that was primarily
managed with systemic treatment. However, growing
evidence suggests that selected patients with oligometastatic
disease who demonstrate a favorable and sustained response
to TKI therapy may benefit from surgical resection.”® The
rationale for this approach is to achieve complete clearance
of residual disease before the emergence of secondary TKI
resistance, potentially improving progression-free and overall
survival.”®

This case highlights the importance of a multidisciplinary
team (MDT) approach in the management of advanced GIST.
At presentation, the patient had a large oesophagogastric
junction (OGJ) GIST with synchronous liver metastases.
Following discussion within a multidisciplinary team
comprising upper gastrointestinal surgeons, hepatobiliary
surgeons, medical oncologists, radiologists, pathologists, and
nuclear medicine specialists, systemic TKI therapy was
initiated as the first-line treatment. Serial CT and PET-CT
assessments demonstrated marked radiological and
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metabolic responses, with significant regression of both the
primary tumor and liver metastases. According to the Choi
criteria, the patient achieved a partial response characterized
by significant reduction in tumor size and attenuation.9
Following reassessment, complete resection of all detectable
diseases was considered feasible, and conversion surgery with
curative intent was performed.

The successful achievement of RO resection of both the
primary tumor and liver metastases supports the role of
conversion surgery in carefully selected patients with
metastatic GIST responding to systemic therapy.
Histopathological examination demonstrated excellent
treatment response with minimal residual viable tumor,
further supporting the effectiveness of a multimodal
treatment strategy combining systemic therapy and surgery.”
¢ Although involving a different sarcoma subtype, Aimanan
et al. reported successful multidisciplinary management of
metastatic chondroblastic osteosarcoma requiring thoracic
endovascular aortic repair, highlighting the importance of
individualized surgical decision-making in advanced
metastatic sarcoma.*

An important aspect of this case was the use of proximal
gastrectomy with double tract reconstruction (DTR) as a
function-preserving surgical approach. Tumors involving the
OGQ] often require extensive gastroesophageal resection to
achieve adequate oncological margins. Traditionally, Either
Ivor Lewis esophagectomy or total gastrectomy has been
performed in such cases. However, these procedures are
associated with more complex surgical steps and significant
long-term nutritional and functional consequences,
including reflux symptoms, excessive weight loss, iron
deficiency anemia, vitamin B12 deficiency, and impaired
quality of life.

Proximal gastrectomy with DTR offers several physiological
advantages while maintaining oncological safety.
Preservation of the distal stomach maintains gastric reservoir
function and contributes to more physiological digestion.
double tract reconstruction allows a proportion of the food
bolus to pass through the remnant stomach and duodenum,
preserving normal digestive physiology and facilitating the
absorption of iron and micronutrients. Maintaining
duodenal transit may reduce the risk of postoperative anemia
and nutritional deficiencies commonly observed following
total gastrectomy. In addition, DTR has been shown to reduce
reflux symptoms compared to conventional
oesophagogastrostomy by minimizing the exposure of the
esophagus to gastric contents. In the present case, the patient
remained nutritionally well, with no evidence of reflux
symptoms or nutritional deficiencies during the early follow-

up.

This study has several limitations. First, this study was a
single case report, which limits the generalizability of the
findings. Second, the follow-up duration remains relatively
short, and long-term surveillance is required to determine the
durability of oncological control, functional outcomes, and
nutritional status. Given the risk of late recurrence and
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potential development of secondary TKI resistance, prolonged
follow-up is essential. Additionally, molecular mutational
analysis was unavailable at our institution and therefore
could not be performed. As KIT and PDGFRA mutation
statuses may influence prognosis and responsiveness to
tyrosine kinase inhibitors, the absence of molecular
characterization represents a limitation of this report.
Finally, larger prospective studies are needed to better define
the role of conversion surgery and function-preserving
reconstruction in patients with metastatic GIST who respond
favorably to systemic therapy.

In conclusion, the management of metastatic OG] GIST
requires a multidisciplinary approach. In selected patients
who demonstrate a favorable response to systemic TKI
therapy, conversion surgery may enable complete (RO)
resection of both the primary tumor and metastatic disease.
Proximal gastrectomy with double-tract reconstruction offers
the additional benefit of preserving gastric and duodenal
function while minimizing reflux and nutritional deficiency.
This case highlights the potential role of combining systemic
therapy with function-preserving surgery to achieve
favorable oncological and functional outcomes.
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