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Abstract

One of the most challenging issues in facing the Coronavirus Disease
(COVID-19) pandemic relies on the considerable uncertainty of the extent
of its involvement. The wide spectrum of manifestations, ranging from
generally milder manifestations to Multisystem Inflammatory Syndrome,
and the concurrence with other disease entities substantially obscure
clinical diagnosis. Diagnostic pitfalls persisted despite advancement in
diagnostic criteria and modalities. We present a case series of confirmed
COVID-19 cases in a tertiary hospital in Bali, Indonesia, with fever as the
sole presenting feature and diagnostic hint.
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Introduction

The multisystemic nature of Coronavirus Disease
2019 (COVID-19) infection was first recognized in
May 2020, at its extreme life-threatening form of
hyperinflammatory shock developed in previously
otherwise healthy children [1]. This distinct
constellation of manifestations was further defined
by the Centers for Disease Control and Prevention
(CDC), Royal College of Paediatrics and Child
Health (RCPCH), and World Health Organization
(WHO), while the terminology Pediatric Inflam-
matory Multisystem Syndrome Temporally as-
sociated with SARS-CoV-2 infection (PIMS-TS) or
Multisystem Inflammatory Syndrome in Children
(MIS-C) was coined [2-4]. Extensive researches
were carried out to figure other plausible linkages
to non-respiratory manifestations of COVID-19,
although the majority of this search was still
uncertain [5, 6].

Established definition for MIS-C required
several advanced inflammatory parameters that
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are not routinely assessed and, therefore, may
hinder the diagnostic investigation and timely
treatment when a clinically suspected case
presents in emergency settings [7]. The con-
current possibility of multisystemic and covert
COVID-19 manifestations also contributes
to the diagnostic enigma. We hereby report a
case series of multisystemic manifestations in
COVID-19 infected patients originating from local
transmission areas presented in an emergency
setting.

Case description
Case 1

A previously healthy 14-year-old female
presented on the fifth day of intermittent fever with
a peak temperature of 39°C. She also complained
of abdominal pain with black, tarry, and dense
stool, which she never experienced before (Tab.
1). Notable physical findings included right upper

Table 1. Demographics, clinical and laboratory features, and outcome of the three cases.

Parameters Case 1 Case 2 Case 3

Age, sex 14 year, F 10 year, M 1 month, M

Symptoms Fever, black stool Fevgr, decreasel of Fevgr, decreasel of

consciousness, seizure consciousness, seizure
Dengue shock syndrome, Intracranial bleeding due

Diagnosis Confirmed case of COVID-19 dengue encephalopathy, to vitamin K deficiency
confirmed case of COVID-19 secondary to cholestasis

Comorbidities No No Yes

Glasgow Coma Scale E4V5M6 E2V2M4 E2V3M4

Blood pressure (mmHg) 90/60 81/70 -

Heart rate (beats/min) 92 152 130

Respiratory rate (times/min) 16 31 38

Temperature (°C) 36.7 36.9 37.2

Oxygen saturation 95-98% 90% 100%

White blood count (10%pL) 4.11 10.04 18.10

Neutrophils (10%uL) 0.75 7.03 7.56

Lymphocytes (10%/pL) 2.75 2.14 8.38

Neutrophils to lymphocytes ratio 0.27 3.29 0.90

Hemoglobin (mg/dL) 14.67 10.31 4.33

Platelets (10%uL) 42.48 122.8 559.001

e 5" cay 6" cay " day

First RT-PCR Negative Positive (Ct value: 33.53) Positive (Ct value: 29.67)

Second RT-PCR Positive (Ct value: 35.02) - Positive (Ct value: 32.22)

Anti-SARS-CoV-2 IgM - Positive Negative

Anti-SARS-CoV-2 IgG - Negative Negative

Anti-dengue IgM Negative Negative -

Anti-dengue I1gG Positive Positive -

Outcome Discharged Death Discharged

COVID-19: Coronavirus Disease 2019; Ct value: cycle threshold value; F: female; M: male; RT-PCR: real-time reverse transcriptase-
polymerase chain reaction; SARS-CoV-2: Severe Acute Respiratory Syndrome Coronavirus 2.
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abdominal tenderness with a negative tourniquet
test. Laboratory findings revealed neutropenia and
thrombocytopenia. Further laboratory investigations
revealed elevated (0.7 pg/mL) D-dimer (normal
value < 0.5 pg/mL) with normal C-reactive protein
(CRP) and procalcitonin values. No abnormalities
could be detected on her chest X-ray result (Fig.
1). There was no indication for more advanced
supporting examinations. She tested negative on
real-time reverse transcriptase-polymerase chain
reaction (RT-PCR) for COVID-19 conducted on
admission day. Consequently, symptomatic manage-
ment consisting of fluid replacement therapy and
antipyretic agent was administered. However, on
the third day of admission, or the ninth day of fever,
the dengue serological test was positive for IgG
and negative for IgM; while the second RT-PCR
COVID-19 was positive with cycle threshold (Ct)
value of 35.02. The final assessment for this case
was confirmed COVID-19 case, and the patient was
discharged after 12 days and with no sequelae.

Figure 1. Case 1. Normal chest radiographic appearance.

Case 2

A 10-year-old male with no known comorbidities
was referred due to decreased consciousness 11
hours before admission. He was reported to have a
blank stare and did not respond to any stimulus with
ensuing generalized involuntary jerky movements
with upward eye deviation. He had an intermittent
fever for 6 days, with the highest temperature of
38.5°C. Physical examination revealed a decrease of
consciousness, hypotension, tachycardia, tachypnea,
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decreased oxygen saturation, and delayed capillary
refill time (> 2 seconds) (Tab. 1). Prereferral (61-
95 x 10°/uL) and latest (122.8 x 10°/uL) laboratory
results demonstrated thrombocytopenia (normal
range: 150-440 x 10°/uL). He tested positive in
IgM anti-Severe Acute Respiratory Syndrome
Coronavirus 2 (SARS-CoV-2) assay and IgG
anti-dengue virus assay. He was diagnosed with
dengue encephalopathy with decompensated
dengue shock syndrome, whereas the COVID-19
status was not confirmed yet. He was admitted to
the Pediatric Intensive Care Unit and given fluid
resuscitation, antibiotics, and supportive therapy.
His hemodynamic status deteriorated despite
optimal treatment and this case, unfortunately,
ended with mortality. The postmortem RT-PCR
showed positive for COVID-19.

Case 3

A 1-month-old male was referred for a decrease
of consciousness. He had a history of 2 episodes
of generalized tonic seizures lasting less than 1
minute each and was documented to have projectile
vomiting. Three days prior to admission, he had
intermittent fever with the highest temperature of
38.5°C, with accompanying spontaneous bleeding
in his right ear. Any history of trauma was denied by
his mother. His mother reported a history of yellow
discoloration of his sclera for 3 weeks after birth. He
was born spontaneously with midwife assistance,
measuring 3,200 grams in weight and 51 cm in
length. The history of vitamin K administration was
unclear. The physical examination showed large
bulging fontanelle, eye discharge and conjunctival
pallor, and pale skin. Positive Babinski reflex was
found in routine neurologic examination. From
the laboratory parameters, elevated levels of white
blood count and platelet were observed (Tab. 1).
Cholestasis was confirmed with elevated total (2.2
mg/dL) and direct (1.41 mg/dL) bilirubin levels.
His liver function and coagulation test values
were within the normal limit. The CRP (8.39
mg/L), lactate dehydrogenase (LDH) (994 U/L),
and D-dimer (0.87 pg/mL) levels were increased,
despite normal procalcitonin level. Two separate
RT-PCR tests turned out positive. Imaging study by
chest X-ray was not suggestive of any focal infection
(Fig. 2) and head computed tomography (CT) scan
without contrast revealed intracranial hemorrhage
(Fig. 3). He was assessed with intracranial bleeding
with suspected vitamin K deficiency secondary
to intrahepatic cholestasis, severe anemia, and
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Figure 2. Case 3. The focus of infection was not identified
clearly in chest radiograph.

Figure 3. Case 3. Head computed tomography (CT)
scan without contrast revealed acute on chronic subdural
hematoma on left fronto-temporo-parieto-occipital regions
to interhemispheric fissure that caused compression on
left lateral ventricle and right midline shift (+ 6.6 mm),
subarachnoid hemorrhage of left temporal lobe, cerebral
edema, and right bilateral ethmoidal and maxillary sinusitis.
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confirmed COVID-19, and was given supportive
therapy and planned to undergo subdural tapping
after clinical improvement and stabilization. He was
hospitalized for 9 days in the isolation ward and de-
isolated after the de-isolation criteria were fulfilled.

Discussion

The emerging COVID-19 pandemics remains
a significant diagnostic challenge for clinicians
worldwide. This is especially true for pediatric cases
presenting in emergency settings with fever and
negligible clue for respiratory system involvement.
The milder manifestation of COVID-19 in the
pediatric population was well-observed, yet the
possible combination with various non-respiratory
manifestations and severe progression to MIS-C
would render the overall clinical spectrum of
COVID-19 unclear [5]. The unaddressed gap in
COVID-19 perplexing clinical diagnosis is even
more pronounced in emergency cases where risk-
benefit balancing management strategy is at stake.
We reported three cases of confirmed COVID-19
without evident respiratory symptoms and their
unique diagnostic challenge.

The current case series highlighted intermittent
fever as the sole clinical feature leading to the
diagnosis of COVID-19. It supported the finding
in a recent review by Ali et al. [8], which reported
the frequent occurrence of fever and respiratory
symptoms, despite the fact that they are not
considered the hallmark of this disease. Due to the
relatively delayed presentation of these cases, the
fever had subsided by the time of admission, and the
absence of unremitting fever reduced the likelihood
of extreme inflammation [9]. This finding justified
the role of fever in triage and as one of the indications
for screening of severe disease [10, 11]. Laboratory
parameters, including RT-PCR and serology tests,
were consistent for case positivity and disease
resolution based on increasing Ct values and IgM
and IgG level dynamics [12, 13].

Consideration of dengue infection in hyper-
endemic areas like Indonesia is an integral part of
febrile patient assessment, particularly taking into
account the shared characteristics and possible
interactions between dengue and COVID-19 [14,
15]. Both cases tested for anti-dengue virus antibody
showed the identical result of single reactive IgG
without IgM reactivity. Careful interpretation of this
result yielded two possibilities: dengue infection or
serological cross-reactivity with COVID-19 [16,
17]. Given the limitation of the circumstances, a
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confident conclusion could not be drawn for this
context, and management was adjudicated on
clinical grounds.

Unusual gastrointestinal and neurologic
manifestations were reported in prior studies
concerning severe COVID-19 [18, 19]. The gastro-
intestinal symptom was reported as the prominent
clinical feature of MIS-C. Only two cases of melena
were reported in a recent systematic review of
MIS-C cases [20], while a case series described that
this phenomenon is self-limiting in adult patients
[21]. Existing evidence on altered mental status
and seizure in severe COVID-19 were conflicting,
and it was not clear whether viral encephalitis and
cerebrovascular disease reported were directly
related to COVID-19 [6].

There were some noteworthy multisystemic
involvements as implied in both clinical and
laboratory findings in the aforementioned cases. We
closely followed the most recent national protocol
[22] and, in spite of partially fulfilled criteria of
MIS-C, further investigations were hampered
by resource availability and the discrepancy
between variable immediate circumstances and
guideline scope. The combinations of clinical and
supportive investigations were not fully explained
by uncomplicated COVID-19, main differential
diagnosis, nor the underlying disease. These
case series were expected to supplement existing
evidence and improve the awareness of important
non-respiratory findings in the constantly evolving
understanding of COVID-19.

Conclusion

We reported three cases of confirmed COVID-19
with non-respiratory manifestations as the pre-
dominant presenting symptoms. Future epide-
miological and clinical studies are required to confirm
possible extrapulmonary involvement of COVID-19,
as it would greatly enhance the screening algorithm,
specifically in emergency settings.
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