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ABSTRAK

Coronavirus Disease 2019 (COVID-19) yang disebabkan oleh Severe Acute Respiratory Syndrome
Coronavirus 2 (SARS-CoV-2) oleh WHO telah dinyatakan sebagai pandemi global. Selama pandemi,
kecurigaan infeksi COVID-19 adalah pada pasien yang menunjukkan gejala klinis COVID-19. Beberapa gejala
klinis COVID-19 yang baru dikenal telah dilaporkan baru-baru ini. Hal ini menyebabkan kesulitan untuk
mengidentifikasi COVID-19 hanya berdasarkan gejala klinis. Real-Time Reverse Transcriptase-Polymerase
Chain Reaction (RT-PCR) mutlak diperlukan untuk menegakkan diagnosis. Kami melaporkan satu keluarga
yang terinfeksi COVID-19 dengan manifestasi klinis yang berbeda satu sama lain. Kasus klaster dalam keluarga
ini menunjukkan potensi penularan COVID-19 pada orang yang awalnya tidak memiliki gejala tetapi pada
perjalanan penyakitnya menunjukkan gejala karena periode inkubasi yang bervariasi antara 5-14 hari. Orang
tanpa gejala ini tetap berpotensi untuk menularkan virus. Laporan kasus ini menguraikan temuan epidemiologis,
klinis, radiologis, laboratorium, dan berbagai manifestasi klinis yang berbeda dalam satu keluarga dengan
COVID-19 di Indonesia. COVID-19 ditularkan dari orang yang tidak menunjukkan gejala pada masa inkubasi.

Kata kunci: COVID-19, SARS-CoV-2, gejala klinis, orang tanpa gejala.

ABSTRACT

Coronavirus disease 2019 (COVID-19) caused by Severe Acute Respiratory Syndrome Coronavirus 2 (SARS-
CoV-2) had been declared as a global pandemic by WHO. During the pandemic, a suspicion of COVID-19
infection could be found on patients presented with clinical symptoms of COVID-19. However, several new
clinical symptoms of COVID-19 had also been reported recently. This caused difficulties to identify COVID-19
based on the clinical symptoms only. Real-Time Reverse Transcriptase-Polymerase Chain Reaction (RT-PCR)
was absolutely needed to determine the correct diagnosis. We report a family cluster of COVID-19 with different
clinical manifestations to show a potential COVID-19 transmission in person who has no symptoms initially but
may develop symptoms later as the incubation period varies from 5-14 days. This asymptomatic person remains
potential to transmit the virus. This report describes the epidemiological, clinical, radiological, laboratory
findings, and different clinical manifestation of a family cluster of COVID-19 case in Indonesia. COVID-19
was transmitted from asymptomatic person in the incubation period.
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INTRODUCTION

Coronavirus disease 2019 (COVID-19) was
caused by Severe Acute Respiratory Syndrome
Coronavirus 2 (SARS-CoV-2), which first found
in Wuhan, China and had been declared as a global
pandemic by the World Health Organization
(WHO) on 11 March 2020.!*#The common clinical
symptoms and laboratory findings caused by
this COVID-19 infection were fever, dry cough,
dizziness, headache, sore throat, rhinorrhea,
chest pain, dyspnea, myalgia, malaise, arthralgia,
fatigue, sputum production, anorexia, diarrhea,
nausea, and vomiting. Recently, anosmia (loss
of smell sense) and ageusia (loss of taste sense)
had been reported as the symptoms of confirmed
COVID-19 patients in the previous studies.>®
Generally, laboratory findings showed normal
range of WBC count, reduced lymphocyte

count, and elevated C-reactive protein level.
Radiological manifestation of COVID-19 were
patchy ground glass opacity with or without
consolidation involving multiple lobes, mainly
in the peripheral zone, accompanied by halo
sign, vascular thickening, crazy paving pattern,
or air bronchogram sign.”'® However, several
new clinical symptoms of COVID-19 had also
been reported recently. This caused difficulties
to identify COVID-19 based only the clinical
symptoms.

A better understanding of diagnosis and
transmission of COVID-19 are needed. This
report describes the epidemiological, clinical,
radiological, laboratory findings, and different
clinical manifestation of a family cluster of
COVID-19 case in Indonesia.
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Figure 1. Clinical timeline of symptoms’ onset of a family cluster and their contacts.
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CASE ILLUSTRATION

These case histories began when Patient 2
(daughter of Patient 1 and Patient 3) initially
presented with dry cough and nasal congestion
since 4th April 2020 (symptoms’ onset/illness
day 1). Then, Patient 1 (father) became unwell
and developed dry cough and nasal congestion
on 6th April 2020 (2 days after the symptoms’
onset of Patient 2). Patient 3 (mother) presented
no symptom. Patient 4 (son of Patient 1 and
Patient 3) presented very mild symptoms in only
1 day and recovered on 11th April 2020. Clinical
timeline of symptoms’ onset was presented in
Figure 1.

This family lived closely in a particular
neighborhood. Patient 1, 2, and 3 lived together
in one house, while Patient 4 lived in the different
house and frequently came to his parents’ house,
especially when Patient 1 felt sick. Patient 2 has
not worked for a long time before this pandemic.
Patient 2 also stated that she stayed home along
this pandemic. Patient 3 was a housewife with
no activity outside. Patient 1 was a worker who
also routinely attended religious activities in
mosque even in this pandemic time. This was a
risk factor of COVID-19 infection and the patient
was suspected and considered as indexed case.

Patient 1 was a 58 year old man presented
with dry cough and nasal congestion since 6th
April 2020 (symptoms’ onset). This patient
had no co-morbid, but he was a smoker. He
visited a private doctor on 7th April 2020 and
chest X-ray examination showed infiltrate
on basal of the right lung (Figure 2). On 9th
April 2020, he visited our hospital and second
chest X-ray on the same day showed bilateral
infiltrate on both of the lung (Figure 2). He
was directly hospitalized in isolation room. At
presentation, laboratory examination showed
elevated C-reactive protein (CRP) to 92.7 mg/L
and low lymphocyte to 22.06% (Table 1). On
the following day, dyspnea was occurred and
his 3rd chest X-ray on 10th April 2020 showed
progressive infiltrate in sub pleural and basal of
both of lungs (chest X-ray developed/ progressed
into more severe). The following lab examination
showed reduced lymphocyte to 19.40%. He
was prescribed antibiotic of Levofloxacin IV,
antipyretic, antitusive, vitamin C supplement and

oxygenation. He was tested positive for SARS-
CoV-2 by Real-Time Reverse Transcriptase-
Polymerase Chain Reaction (RT-PCR) assay on
11th April 2020. After confirmed as COVID-19
positive, this patient received Chroloquine 2
times a day, 400 mg as an antiviral. Laboratory
examination showed reduced lymphocyte to
11.93% on 17th April 2020. Secondary bacterial
infection got worse and Levofloxacin was
changed to Cephalosporin. Bacterial culture
was not evaluated due to cost limitation. The
three times of RT-PCR evaluation every 5 days
remained positive, while clinical condition
which had been worsen in the previous days,
was improved now. The following evaluation of
RT-PCR showed negative for SARS-CoV-2 and
patient was in good condition.

Patient 2 was a 34 year old woman (daughter
of Patient 1 and Patient 3) presented with dry
cough and nasal congestion since 4 April 2020.
He visited a private doctor on 7th April 2020
then visited a hospital with Patient 1 due to
persistent symptoms on 9th April 2020. She
was prescribed symptomatic drugs. Laboratory
examination showed normal percentage of
lymphocyte to 38.89% (Table 1). Chest X-ray
showed pulmonary nodule infiltrate in the right
paracardial (Figure 2). She started self-isolation
on 9th April 2020 and was tested using RT-PCR
assay on 14th April 2020. The RT-PCR assay
test showed a positive result for COVID-19.
She received symptomatic drugs without
antiviral. All symptoms were improved and she
was recovered. RT-PCR test was negative for
COVID-19 on 17th April 2020.

Patient 3 was a 63 year old woman (mother
of Patient 2 and Patient 4) presented no symptom.
This patient had co-morbid of Type 2 Diabetes
Mellitus (T2DM). On 9th April 2020, she
accompanied Patient 1 and Patient 2 to a
hospital, under the instruction of doctor, she
was recommended to get a chest X-ray due to
abnormal chest X-ray results found in Patient
1 and Patient 2. Her chest X-ray showed
infiltrate bilateral in the basal of both of the
lungs (Figure 2). Laboratory examination
showed low lymphocyte to 22.76% (Table 1).
She was then admitted to the isolation room
(triage) on the same day and was prescribed
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Table 1. Summary of clinical features and laboratory results of the family cluster infected with COVID-19, at presentation.

Patient 1 Patient 2 Patient 3 Patient 4
(Father) (Daughter) (Mother) (Son)
Age (years) 58 34 63 30
Sex Man Woman Woman Man
Occupation Retired Unemployed Housewife Employee
Co-morbid ) ) Type 2 Diabetes )
Mellitus
Fever - - - -
Body temperature (0C) 38.2 37,4 36.4 NA
Cough + + + -
(Dry) (Dry) (Dry)
Dyspnea - - - -
Headache - - - -
Myalgia - - - -
Sore throat - - - -
Nasal congestion + + - -
Fatigue - - - -
Anosmia - - - +
Ageusia - - - +
Gastrointestinal symptoms (diarrhea) - - - -
Chest x-ray infiltrates + + + -
Isolation room (triage) + - + -
Self-isolation - + - +
White blood cell (10*3/uL) 11.66 6.28 6.65 NA
Normal range 3.8-10.6 1)
Lymphocyte (%) 22.06 36.89 22.76 NA
Normal range 25-40 ) )
Hemoglobin (g/dL) 15.84 14.31 14.59 NA
Normal range 13.2-17.3
Sodium (Na) (mmol/l) 120.80 NA NA NA
Normal range 125-147
Potassium (K) (mmol/l) 3.50 NA NA NA
Normal range 3.5-5.0
Chloride (CI) (mmol/l) 99.60 NA NA NA
Normal range 95-105
Glucose (md/dL) 126 NA 199 NA
Normal range <145
Blood urea nitrogen (mg/dL) 13.1 NA NA NA
Normal range 10-20
Creatinine (mg/dL) 0.82 NA NA NA
Normal range 0.62-1.10
SGOT/AST (U/L) 82 75 NA NA
Normal range 0-50 1) 1)
SGPT/ALT (U/L) 51 69 NA NA
Normal range 0-50 1) 1)
C-reactive protein (mg/L) 92.7 NA NA NA
Normal range <6 )

NA=not available; +=positive (yes); -=negative (no); 1=above normal range; |=below normal range.

158



Vol 52 « Number 2 « April 2020 A family cluster of COVID-19 infection with different clinical manifestations

D1

Figure 1. Chest radiograph of all patients. A. Patient 1; B. Patient 2; C. Patient 3; D. Patient 4;
A1. 7th April 2020; A2. 9th April 2020; A3. 10th April 2020; A4. 20th April 2020; A5. 1st May 2020;
B1. 7th April 3030; B2. 9th April 2020; B3. 17th April 2020; C1. 9th April 2020; C2; 14th April 2020;
C3. 20th April 2020; D1. 10th April 2020).
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only multivitamins. The RT-PCR test showed
positive for SARS-CoV-2 on 11th April 2020.
Chest X-ray examination on the 5th day of
hospitalization showed improvement. On the
6th day, patients asked to be discharged from
hospital and start her self-isolation at home.
She still had no symptoms until she was tested
negative for COVID-19, 3 weeks away from the
first RT-PCR test.

Patient 4 was a 30 year old man (son of
Patient 1 and Patient 3). This patient stated that
he had implemented both social and physical
distancing, hand hygiene, and wear mask when
he was outside his house. He frequently visited
and looked after Patient 1 (father), since Patient
1 felt sick. He also stated that he was in close
contact with Patient 1. Chest X-ray on 10th April
2020 showed normal lungs (Figure 2). On 11th
April 2020, he reported very mild symptoms
such as anosmia and ageusia in a very short time
which lasted only one day and recovered on the
same day. He was tested positive for COVID-19
on 17th April 2020. Due to very mild symptoms,
he started self-isolation at home. He was not
prescribed any drugs and finished his 14 days
of self-isolation. He was later tested negative for
COVID-19, 3 weeks after the first RT-PCR test.

DISCUSSION

This family cluster of COVID-19 showed
that infection caused by SARS-CoV-2 can
present with different clinical manifestations.
Patient 1, as suspected of indexed case, had no
symptoms initially but developed symptoms
later on. He also had a progressive severity
of disease but then improved and recovered
in one month. While Patient 2 who was most
likely transmitted by Patient 1, initially showed
symptoms of dry cough and nasal congestion
then recovered in a short time. Patient 3 had
no symptoms, while Patient 4 only presented
with ageusia and anosmia in just a day and
recovered. Chest X-ray of Patient 1, 2, and 3
showed abnormalities, while chest X-ray of
Patient 4 showed normal lungs. RT-PCR of all
patients also showed positive for COVID-19.
These findings indicated that COVID-19 can
be transmitted by asymptomatic carriers during
the incubation period. A study in China also
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reported the transmission of COVID-19 from
asymptomatic carriers during the incubation
period in a familial cluster."! Approximately 80%
of infected individuals remain asymptomatic or
present only with minor symptoms, whereas 15%
become moderately to severely ill with cough
and shortness of breath, and 5% require intensive
care. Elderly people with underlying diseases,
such as cardiovascular disease, diabetes mellitus,
hypertension, chronic respiratory disease and
malignancies, are at greater risk of developing
severe COVID-19."2 COVID-19 can affect all
groups of ages and asymptomatic infection
has been well described. In the large Chinese
report, 2% of infections were in individuals
below 20 years old. Similarly, in South Korea,
6.3% of nearly 8000 infections were in those
younger than 20 years old. Pneumonia is the
most frequent serious manifestation of infection,
characterized primarily by fever, cough, dyspnea.
There are no specific clinical features that
can differentiate COVID-19 from other viral
respiratory infections. !

Patient 1, as the indexed case, was in
more severe condition and hospitalized for
around 1 month due to persistent clinical
manifestation, heavier dyspnea, followed by
extendedly worsening of serial chest X-ray and
a secondary bacterial infection from laboratory
examination. Patient 3 had no symptoms but she
was hospitalized for a week and was discharged
for self-isolation, despite the remained positive
result of RT-PCR. This was according to the
guideline in Indonesia which allows COVID-19
patients with RT-PCR positive to implement
self-isolation if the symptoms are very mild
and patients are in good condition. Patient 2
and 4 started self-isolation for 14 days after
confirmed for COVID-19. This was due to very
mild symptoms of those patients. Self-isolation
was done under supervision and monitored by
Surabaya local public health authorities. Antiviral
was only given to Patient 1, following the policy
of hospital, which antiviral was only given to
patient with moderate to severe symptoms of
disease. Patients with mild symptoms were
treated with symptomatic drugs.

Patient 1 was known as an active smoker.
Smoking is a risk factor for many respiratory
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infections, and could also trigger disease
progression in those infected.!* Previous studied
have shown that smokers are more likely to
contract influenza and exhibit more severe
symptoms than nonsmokers.'* Smoking was
reported to be a risk factor for Middle East
respiratory syndrome coronavirus (MERS-CoV)
infection and associated with high mortality.'> The
mechanisms in which smoking increases the risk
of worsening pneumonia include altered airway
architecture, inhibition of airway cilliary clearance
and reduced immune function.' The proportion of
patients with severe symptoms was 21.2% among
current smokers and 42.9% among past smokers,
which was higher compared with those who had
never smoked (14.5%). Only 4.7% of those who
had never smoked developed critical outcomes.®

Co-morbidities such as cardiovascular
disease, diabetes mellitus, chronic lung disease,
hypertension and malignancies are believed to
increase the risk of mortality.'® Although in this
family cluster, Patient 3 had a co-morbidity of
type 2 diabetes mellitus (T2DM) and presented
with no symptoms. She was hospitalized and
recovered in less than a week. This finding
showed that patient with T2DM also had chance
to recover from COVID-19.

There were some uncompleted data such as
laboratory examination including procalcitonin
due to the expensive cost of some examinations,
which was not covered by the government
because the hospital was not a referral hospital
for COVID-19.

CONCLUSION

Physicians should be aware and raise suspicion
on asymptomatic person who has no symptoms
initially but may develop symptoms later because
this asymptomatic person was able to transmit
the virus. Diagnosis of COVID-19 should not
only on clinical manifestations. Radiological and
laboratory testing should be used in the diagnosis
and RT-PCR was absolutely needed to confirm
COVID-19.
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