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Abstract:

Objective: Assessment of clinical manifestations of dengue fever in area of Muzaffarabad during first ever
outbreak of dengue fever.

Design: Prospective, cross sectional

Material & Methods: Patients who were diagnosed as suffering from dengue fever were included in the study.
Clinical manifestations of all patients were recorded in study Performa designed for the study. All routine
laboratory investigations including Blood complete examination including platelet counts, total leukocyte count
and hematocrit, Blood Sugar, Urea, Creatinine, Serum Electrolytes, LFTS and Urine examination were performed
in all patients. The diagnosis of dengue fever was confirmed with serological tests (NS1 Antigen or IgM/IgG
Anti-dengue virus antibody titers).

Results: In most patients, typical diagnostic clinical findings on physical examination were high fever (1020 to
1040 F), suffused conjunctivae (45%) and facial flushing (82%) including external ears. The other prominent
feature was diffuse erythematous rash (18%) over extremities and truck. The early features at presentation were
facial flushing and suffused conjunctivae while rash appeared after 3-4 days of febrile illness in most patients.
There was only small percentage (5%) of patients with insignificant cervical lymphadenopathy.

Conclusion: Dengue fever has become an emerging significant health problem in our country. It is imperative to
have updated and sound knowledge of clinical manifestations of dengue fever, otherwise; many cases of dengue
fever will be misdiagnosed due to inappropriate assessment and misinterpretation of clinical signs and
symptoms.
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Introduction The first reported outbreak of dengue fever in
Pakistan was in Karachi in1994'.There were few but
significant outbreaks of dengue fever in other areas of
Pakistan during the last 5 years. After a major

Dengue feveris caused by a virus belonging to family
Flaviviradae and is transmitted by Aedes Aegypti
mosquitoes. There are four different virus serotypes . . .
DENV-1, DENV-2DENV-3 and DENV-4. Infection outbreak of dengue fever in Lahore in 2014, patients
with any one serotype confers lifelong immunity to have.: been reported .from dlffer.ent areas of Sindh,
that serotype. Secondary infection with any other Punjab and KPK provinces of Pakistan.

serotypeor multiple infections with different serotypes There were no reports of dengue cases from North('ern
results in severe forms of dengue fever (Dengue Areas and Azad Jammu and Kashmir (AJK). The first

hemorrhagic fever or Dengue Shock Syndrome) ever outbreak of dengue fever in AJK was observed in
About 2/3d of world population living in tropical and Muzaffar.ab;fld from September to October 2,016' A
sub-tropical regions is at risk for this infectious large majority of patients reported and admitted in

disease. Dengue fever is endemic in some regions of Abbas institute of Medical ~Sciences (AIMS)
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Assistant Professor, Medicine patients suffering from dengue fever. The study was
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Objectives
Assessment of clinical manifestations of dengue fever
in area of Muzaffarabad during first ever outbreak of
dengue fever.

Material and Methods

All patients who were diagnosed as suffering from
dengue fever were included in the study. The
provisional diagnosis of dengue fever was clinical
which was confirmed by serological testing. A study
Performa was designed and used for data collection
for the purpose of the study. The following criteria for
inclusion and exclusion of patients were used:

Inclusion Criteria

1. Acute febrile illness of less than 1 week duration
2. Serological evidence of dengue fever (Positive
one or combination of following serological tests:
NS1 Ag, IgM antibodies)
Exclusion Criteria
1. Febrile illness of more than 1 week duration

2. No serological evidence of dengue fever

After clinical evaluation following investigation were
performed in all patients. Blood complete examination
including platelet counts, total leukocyte count and
hematocrit. Those patients presented early in the
course of the disease (less than 4 days of febrile illness)
NS1 Antigen for dengue virus was performed while
IgM/IgG Anti-dengue virus antibody titers was
performed after 4 days of illness. The other routine
biochemicaltests were Blood Sugar, Urea, Creatinine,
Serum Electrolytes, LFTS and Urine examination in all
patients. Following operational definitions were used
in the study.

Mild Hemorrhage: mild oozing from gums, epistaxis
orecchymosis.

Moderate Hemorrhage: Bleeding associated with
thrombocytopenia which required platelet or blood
transfusion.

Severe Bleeding: Hemorrhage associated with shock,
required intensive care and more than one units of
blood transfusion.

Mild Thrombocytopenia: platelet counts less than 100
x 103/ ml

Moderate Thrombocytopenia: platelet count less than
50 x 103/ml

Severe Thrombocytopenia: platelet count less than 20
x 103/ ml
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Results

A total number of 376 patients were diagnosed as
cases of dengue fever. The typical presentation in most
patients was sudden onset of fever (100%), associated
with chills and rigors without any prodromal
symptoms while in the usual state of health. The mean
duration of fever was 4.6 days (table-1). The majority
of patients had febrile period of 4 days while
minimum duration of illness was 2 days and
maximum was 8 days. The fever was associated with
myalgias (95%) and weakness (92%). The typical
reported symptom of severe backache was absent in
most of patients in the study. The other common
associated symptoms (table-2) were headache (90%)
and retro-orbital pain (57%). Nausea (80%) was the
predominant symptom, most often appeared in the
early phase of convalescence after defervescense; some
patients had nausea and vomiting (57%) while most
patients were symptomatic only with nausea. In 52%
of patients pruritus was a distressing symptom
usually after the end of the febrile illness. Other
symptoms during illness were altered taste sensations
(92%) sore throat (41%),and loose motions (18%).
Bleeding was infrequent and there was no hemorrhage
in 69% of cases. There was mild bleeding in 26% and
moderate bleeding in 5% of patients. There was no
case of severe bleeding in the cohort of patients
included in the study.

In most patients, typical diagnostic clinical findings on
physical examination were high fever (1020 to 1049 F),
suffused conjunctivae (45%) and facial flushing (82%)
including external ears. The other prominent feature
was diffuse erythematous rash (18%) over extremities
and truck. The early features at presentation were
facial flushing and suffused conjunctivae while rash
appeared after 3-4 days of febrile illness in most
patients. There was only small percentage (5%) of
patients with insignificant cervical lymphadenopathy.
There was no enlargement of liver or spleen and
examination of respiratory and cardiovascular systems
were also normal in majority of patients.

The majority of affected patients were male (Gender
ratio M:F 3:1). Young adults were the most common
victims, though a wide range of different ages were
involved.

Another significant finding was early leukopenia. In
62% of patients leukocyte count was less than 4 x
103/mlon admission while platelet count was still
more than 100 x 103/ml (table-3).40% patients were
still leukopenic when they were discharged from the
hospital. The platelet count was less than 150 x 103/ml
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in 72% on admission and in 82% patient on discharge.
The platelet count was less than 100 x 103/ml in 37%
on admission and in 57% patient on discharge.

In 29 % patients NS1 antigen was positive early in the
course of the disease while IgM serology was negative.
IgM anti-Dengue antibody test was positive after 6
days of illness in 71 % of patients. Out of these 71%
patients who presented late during the illness, in 10 %
of cases IgG antibody was positive along with IgM
antibody.

Table-1 Duration of Fever

Table-3 Cell Counts and serological markers

DURATION OF FEBRILE ILLNESS

Minimum 2 days
Maximum 8 days
Mean 4.6 days
Mode 4 days

Table-2 Sign and symptoms of dengue fever

SYMPTOMS OF DENGUE FEVER

Sign and symptoms (percerI:tra:!gqeu:;;l ]?;tients)
Fever 100
Chills 95
Myalgias 95
Anorexia 95
Weakness 92
Altered taste sensations 92
Headache 90
Nausea 80
Retro-orbital pain 57
Vomiting 57
Pruritus 52
Sore throat 41
Loose motions 18

SIGNS OF DENGUE FEVER
Fever 100
Facial flushing 82
Conjunctival injection 45
Rash 18
Lymphadenopathy 5
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PLATELET COUNT
. <100 x 103/ml 37%
On admission <150 x10%/ml | 72%
. <100 x 103/ ml 66%
During illness <150 x 10°/ml 89%
. <100 x 103/ml 56 %
At Discharge <150x 10°/ml | 84%
LEUKOCYTE COUNT
On admission <4x103/ml 62%
During Illness <4x103/ml 63%
At discharge <4 x103/ml 40%
SEROLOGICAL MARKERS
NS1 Antigen 29%
IgM Antibody 71%
IgM Antibody +IgG 10%
Antibody
Discussion

The incidence of Dengue fever has been increasing
globally during the last three decades and it has now
become a major health problem in most developing
countries. There were large out breaks of dengue fever
in central and northern areas of Punjab and some area
of KPK in Pakistan. The State of Azad Jammu and
Kashmir was free of dengue fever as no case was ever
reported till August 2016.

The firstever outbreak of dengue fever in this
community was recorded from August to October
2016. A large number of patients were reported with
high grade fever and 376 patients were admitted in
Abbas Institute of Medical Sciences Muzaffarabad
with diagnosis of Dengue fever.

There are wide variations in clinical presentation of
Dengue virus infection?3. It may be asymptomatic or
may cause undifferentiated  febrile illness
(viralsyndrome), dengue fever (DF), or dengue
hemorrhagic fever (DHF) including dengue shock
syndrome (DSS).

The most typical finding was the onset of high grade
feverwith chills and rigors in previously healthy
individuals. The duration of fever was 4-7(mean 4.6)
days in 72% of patients. This finding was similar to
findingsin other studies*>. The other common
associated symptoms were myalgias, weakness and
altered taste sensations. “Bone Pains” which lead to
the acronym “bone breaking fever” was only reported
by few patients. The most ignored symptom which
has gained little attention in literature appeared to be
altered taste sensations. A large majority of patients
(92%) reported this symptom. Nausea was another
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prominent symptom (80% of patients) which was not
associated with vomiting and appeared after the
febrile illness in majority of cases. In more than half of
the patients (52%) pruritus was a distressing
symptom. This symptom has also been mentioned
infrequently in the literature. The treatment with
sedative anti histamines was satisfactory in majority of
cases. Headache and retro-orbital pain (which was
aggravated by movements of the eyeballs in some
patients)were also significant symptoms.

The differential diagnosis of dengue fever includes a
wide range of acute febrile illnesses according to the
presentation of dengue fever (asymptotic,
undifferentiated fever or dengue hemorrhagic fever).
The undifferentiated dengue fever with non-specific
mild symptoms mimics any other acute febrile
condition. The typical dengue fever presents with
severe headache, retro-orbital eye pain, myalgias,
arthralgias, a diffuse erythematous maculo-papular
rash, and mild hemorrhagic manifestation® 7.

The sudden onset of high grade fever and myalgias,
redness of pinna and conjunctival injection observed
during the study wereearly differential diagnostic
clinical features from other common acute febrile
illnesses.

There is wide spectrum of hemorrhagic manifestations
in Dengue fever which may include epistaxis, bruises,
hematuria, gingival bleeding, hemoptysis,
hematemesis, vaginal bleed, hematochezia and sub-
conjuctival hemorrhages® 9 10.

In this cohort of patients there was no bleeding in
majority(69%) of patients admitted for treatment
during the study. There was infrequent, minor and
insignificant bleeding in 26% patients. The bleeding
was usually mucosal in the form of oozing from the
gums or epistaxis. It was intermittent, self-limiting and
settled in 1-2 days in all patients without any specific
supportive  therapy. Only 5% patients had
thrombocytopenia and required platelet transfusions.
Majority of these patients were given four to six units
of platelet transfusions and there was quick recovery
and improvement in platelet counts. There was no
incident of severe bleeding, shock or need of intensive
care treatment.

In a retrospective Cross-Sectional Study conducted by
Erum Khan and colleagues in Agha Khan University
hospital Karachi “Demographic and Clinical Features
of Dengue Fever in Pakistan from 2003-2007"
following clinical features were common: nausea
(59.3%), rash (36.4%), myalgia (25.8%), hemorrhage
(18.2%), diarrhea (16.3%), cough (11.0%) and
headache (11.0%).
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In other study by Asif Humayun and colleagues
“Multiple dengue serotypes and high frequency of
dengue hemorrhagic fever at two tertiary care
hospitals in Lahore during the 2008 dengue virus
outbreak in Punjab, Pakistan” following frequency of
common clinical features was found in majority of
patients: Fever (100 %), rash (51 %), epistaxis (15 %),
bruise (10 %), hematuria (9 %), gingival bleeding (8
%)12.

These clinical finding were also observed in our study
while there were also other significant findings like
retro-orbital pain, facial flushing, weakness, altered
taste sensations and pruritus.

Another finding in the study was leukopenia, which
has received less attention in the literature. In
significant majority of patients (62%) initial blood
examination showed leukocyte count of less than 4 x
103/ ml when platelet counts were still more than 100 x
103/ml. The initial drop of leukocyte count was
followed by drop in platelets. There was steady
improvement in leukocyte count during the course of
illness in most patients. However, the leukocyte count
was less than 4 x 103/ml in 40% of patients while they
were discharged from the hospital.

In 37% of patients platelet count was less than 100 x
10°/ml on admission. The platelet counts dropped
below this level in 66 % of patients during hospital
stay while 56% patients had platelet counts less than
100 x 103/ml on discharge.

The clinical suspicion of dengue fever needs
confirmation by serologic evidence for dengue virus
infection’®. The serological diagnosis was confirmed
with NS1 Antigen, IgM and IgG anti-dengue virus
antibodies. NS1 antigen was positive in 29 % of
patients who presented early in the course of disease
while IgM was negative. About 2/34 of patients (71 %)
were diagnosed by IgM antibody tests. Among these
(71%), 10 % cases who presented late during the
course of illness, IgG anti-dengue antibody was also
positive in the serum.

The acute febrile illnesses Malaria, Enteric fever,
Upper respiratory tract infections, Gastroenteritis and
acute viral hepatitis were important considerations in
differential diagnosis in south East Asia and tropical
countries'® 15 The main clinical features predicting the
diagnosis of dengue fever during this study were skin
rash, facial flushing, conjunctival injection, leukopenia
and thrombocytopenia. The clinical manifestations of
Chikungunya fever and Zika virus infections overlap
with dengue fever'¢. There are no reports of confirmed
cases if Zika virus infections from Pakistan but there
are recent reports of Chikungunya fever in Karachi
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