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ABSTRACT

Objective: To study the clinical characteristics, laboratory findings and the outcome of patients
presented to a teaching hospital in recent dengue outbreak in Lahore.

Study design: An observational study

Place and duration of study: Nawaz Sharif Social Security Teaching Hospital Lahore.

Patients and methods: All patients above 12 years of age presented to the hospital having typical
features of Dengue Fever according to WHO criteria were included. They were either admitted or kept
in outpatient clinic follow up. All underwent hematological investigations according to protocol. All the
patients were divided into two groups; dengue proven and dengue probable depending upon the
positivity of the dengue serology. Patients having features, both clinical or laboratory consistent with
other febrile ailments were excluded from the study. Study spans between 1% September 2010 to 30"
November 2010.

Results: Total 100 patients were included. Male to female ratio was 67:33. All patients either had fever
on presentation or had recent history of fever. Majority of patients were in age bracket of 12-45 years
(71%), while dengue serology was positive in 68% of patients. Overall myalgia, headache, and
vomiting were the three most common symptoms present in 69%, 62% and 44% of patients
respectively while encephalopathy was observed in 9% of patients. Thrombocytopenia, leucopenia and
deranged liver function tests were present in 95%, 77% and 80.88% of patients. Concordance of
clinical and laboratory features has been observed in dengue proven and dengue probable cases.
Conclusion: There is a variable manifestations of dengue fever but keen index of suspicion especially
during the peak season of disease helps in reaching to the diagnosis irrespective of negative

serological diagnosis.
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INTRODUCTION

Benjamin Rush described a condition as ‘Break Bone
Disease’ in 1780 which is now called as Dengue
Fever. This is a rapidly emerging mosquito born viral
infection manifesting as Dengue Fever (DF), Dengue
Hemorrhagic Fever (DHF) and Dengue Shock
Syndrome (DSS)". This disease has recently affected
a huge population in the urban and suburban areas
of Pakistan. Annual occurrence rate of DF and DHF
worldwide is about 50-100 million and 50,000 cases
respectively and out of these around 2000 die
annually due to its complications®. There is a 1%
mortality rate in patients with treated DHF/DSS but in
untreated cases it escalates to 20%." Its incidence
world wide is expected to increase in future due to
lack of antiviral medicines and vaccines®*. Nearly 2.5
billion people worldwide are at risk of contracting this
disease due to their habitat”.
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Dengue virus is a member of family flaviviridae
and has got four closely related serotypes:
DENV1,DENV2, DENV3 and DENV4. Al are
transmitted between humans by the mosquitoes of
genus Aedes Aegypti. Due to significant increase in
larval population of Aedes Aegyptii in rainy season,
epidemics of DF generally coincide with this time
periode. DF is characterized by high grade fever,
musculoskeletal pains, retro bulbar pain and rash.
Appearance of hemorrhagic manifestations in
addition to above constitute DHF while DSS is
characterized by shock, capillary leak and altered
mental status’. In subcontinent first proven case of
dengue was reported in 1940’s and since then this
disease is striking in more and more parts of
subcontinent inflicting heavy morbidity and mortalityl.
Different outbreaks have been reported in Pakistan
starting from 1994 till to date affecting Karachi, upper
Punjab and parts of Khyber Pakhtoon Hua®®.
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Purpose of this study is to observe the pattern of
clinical manifestations of patients with serological
proven DF and sero negative probable DF and their
outcome.

MATERIAL METHODS

This observational study was carried out from 1
September 2010 to 30" November 2010 at Nawaz
Sharif Social Security Teaching Hospital Lahore
Pakistan. All patients with ages above 12 years, who
were either hospitalized or treated in medical outdoor
clinic due to acute febrile illness, were evaluated for
clinical features of DF, DHF and DSS. All patients
with typical clinical features of Dengue Fever as per
WHO criteria® and associated thrombocytopenia or
leucopenia were included in the study. Patients were
divided into two groups. One group was labeled as
dengue fever confirmed in which IgM was positive
while the other group was labeled as dengue fever
probable as their IgM was negative but their clinical
features and other lab parameters were consistent
with dengue fever/DHF/DSS. Bleeding manifestations
were further split into two groups; one group was
noted to have petechial hemorrhages while the
second one were having other bleeding
manifestations like bleeding from gums, malena,
hematoma, hematemesis, hematuria and epistaxis.
All  the patients underwent Dbattery of
investigations including complete blood count (CBC),
thick and thin film for malarial parasite, liver function
tests, typhidot, IgM for Dengue Fever, coagulation
profile including Activated Partial Thromboplastin
Time (APTT) and Prothrombin Time (PT). These
tests were performed on the time of presentation and
depending upon the state of patient and his/her
previous blood profile reports samples were redrawn
on day 3 and on the day of discharge either from the
hospital or from the outdoor clinics. Patients having
clinical as well as laboratory findings consistent with
other febrile illnesses like malaria or typhoid etc were
excluded from the study. Two milliliters of blood in
EDTA anticoagulant, 2.8 ml blood in citrate
anticoagulant and 3 ml blood in plain bottle was
collected for blood counts, malarial parasite, dengue
specific IgM, PT, APTT, Typhidot, and Liver function
tests. Patients having positive serology for dengue
fever were labeled as confirmed or proven cases
while patients having negative serology for dengue
fever but having clinical features and other laboratory
reports consistent with dengue fever were considered
as dengue probable cases. CBC was performed on
Sysmax automated haematology analyzer, PT and
APTT were performed by noticing clot formation

st

visually and liver function tests were performed by
standardized method as described by manufacturer
using microlab 200 (Merck Marker). Dengue specific
IgM were performed by standard enzyme linked
immunosorbent assay (ELISA).™ Blood counts were
serially monitored till the platelet counts started
showing a rising trend and were in the safe limits.

RESULTS

We selected 100 patients having clinical
presentations and preliminary reports consistent with
dengue fever. Serology was positive in 68 patients.
Among the seronegative group other laboratory
parameters were consistent with DF and therefore
regarded as dengue probable cases. Out of all
patients 67 were men while 33 were females. Age
ranged from 12 to 77 years with mean of 31. There
were 71 patients in the age range of 12 to 45, 21
patients in range between 46 to 60 and 8 patients
were above 60 years of age. Number of male and
female patients in the above three age ranges among
dengue proven and dengue probable groups were
45& 22, 23 & 10, and 8 & 2 respectively. Details of
gender and age distribution are shown in Table 1. All
the patients in both the groups had either fever on
presentation or had a very recent history of fever.
Headache was present in 62 while petechial rash
was seen in 19 patients. Beside these clinical
manifestations other features are shown in Table 2.
Fever lasted from 1 to 9 days. Day 1 temperature
ranged from 98-104°C(mean 101°C), Day 3
temperature ranged from 99-102°C( mean 99.6°C),
while day 5 and day 7 temperature ranged from 97-
100°C(mean 98.6°C) and 98-99.6°C(mean 98°C)
respectively. Three patients developed severe
thrombocytopenia with platelet count less than
10,000/cmm while 9 patients in total from both groups
developed hemorrhagic manifestations consistent
with DHF.

Table 1: Age and Gender distribution of cases with DF
n=100

Male (n=67) Female (n=33
Age Dengue | Dengue Dengue | Dengue | Total

Proven Probable | Proven | Probabl

e

12-45 | 30 15 17 9 71
46-60 | 10 5 5 1 21
>60 5 2 1 0 8
Total 45 22 23 10 100

Petechial hemorrhages were present in 14(20.58%)
and 5(15.6%) patients of DF confirmed and probable
groups respectively. Among the other bleeding
manifestations 4 cases of bleeding from gums, 3 of
hematoma and 2 of malena were recorded. While
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none of the patient was noted to have epistaxis,
hematemesis and hematuria. Among 9 patients
distributed in the two groups who had
encephalopathy dengue serology was positive in
7(10.29%) cases; all patients underwent lumbar
puncture and had CSF examination including its
culture for pyogenic infection. Details of all the
laboratory findings are shown in Table 3.

Table 2: Clinical Features of Dengue Fever cases n=100

Clinical features | DEN Confirmed | DEN Probable
n=68 n=32
Fever 68(100%) 32(100%)
Vomiting 30(44.11%) 14 (43.7%)
Headache 42(61.76%) 20 (62.5%)
Abdominal pain 18(26.47) 9 (28.12%)
Diarrhea 14(20.58%) 7 (21.8%)
Retro-orbital pain | 7(10.29%) 4 (6.25%)
Petechial rash 14(20.58%) 5 (15.6%)
Other  bleeding | 6(8.82%) 3(9.3%)
manifestation
Myalgia 47(69.11%) 22(68.75%)
Skin rash 8(11.76%) 4(12.5%)
Encephalopathy | 7(10.29%) 2 (6.25%)
Hepatomegaly 15(22.05%) 7(21.8%)
Splenomegaly 8(11.76%) 2(6.25%)

Mean total leukocyte count was lowest on day 2 of
admission and started rising on day 8. Platelet count
kept on falling and was lowest between day 2 and
day 4 of admission and started improving at day 7. All
cases improved and were either discharged from
hospital or from outdoor clinics on by 10" day except
12, who were discharged in 2 to 3 weeks time.

Table 3: Laboratory findings of Dengue Fever n=100

Profile Dengue Dengue
Confirmed Probable n=32
n=68

White Cell | 52(76.47%) 25(78.12%)

Count<4000/cmm

Platelet 65(95.58%) 30(93.75%)

Count<150,000/cmm

Raised ALT >40U/L | 55(80.88%) 25(78.12%)

Raised AST >40U/L | 55(80.88%) 25(78.12)

PT>3sec 1(1.47%) 1(3.12%)

APTT>5 sec 12(17.64%) 6(18.75%)

DISCUSSION

Dengue fever is an old disease; the first record of a
clinically compatible disease being recorded in a
Chinese medical encyclopedia in 992AD. Due to
expansion of shipping industry in 18" and 19"
century port cities grew in population and this created
ideal situation for the growth and spread of vector
mosquito aedes™. Dengue is an important emerging
disease of the tropical and sub-tropical regions today.

Since the first confirmed case of dengue in the
subcontinent during the 1940s, intermittent reports of
the infection and its sequelae have come from
various parts of the region both from Pakistan and
India®>'**. Research on dengue has grown
exponentially,  generating several specialized
reviews." Though DF is confused with number of
bacterial, viral, rickettsial and parasitic infections, the
identification of dengue cases is possible by distinct
clinical features even though patients do present with
varied manifestations™. Though it is difficult to
diagnose mild dengue fever infection but definitive
diagnosis is made by virus isolation and serology™.
Multivariate analysis identified 3 laboratory features
that together are highly predictive of a diagnosis of
dengue and able to rule out the possibility of SARS:
platelet count of <140x10° platelets/L, white blood
cell count of <5x10%ells/L, and aspartate
aminotransferase level of >34 IU/L. A combination of
these parameters has a sensitivity of 75% and a
specificity of 100%'°. Male to female ratio in this
study was 2.03:1 respectively, and the majority of the
patienst (71%) were in the age bracket of 12 to 45
years. Ashwini* observed that male to female ratio to
be 1.8:1 and though they also have the maximum
cases in the age group of 15-44 but out of 466 cases
57.3% cases fell in this age group. Latter study also
incorporated the pediatric population and that can
lead to disproportion in the findings. The clinical
profile of dengue patients in this study revealed that
fever was present in all the patients. Similar studies™
*%in and around Pakistan have also substantiated
fever as being the most common presenting
symptom though Ashwini found 83.9% patients
presenting with fever. Other common symptoms
observed in this study were Myalgia(69%),
headache(62%), vomiting(44%) and abdominal
pain(27%), and it is consistent with many other
studies done in recent past but Indians * recorded
headache in 47.6% of patients. Retro-orbital pain is
generally taken as a cardinal feature of dengue fever
and it was present in 11% of patients in this study but
among the huge number of patients studied in India
this symptom was not recorded”. Shahid et'® al also
found strong congruence among Dengue confirmed
and Dengue probable cases regarding different
clinical features though he only had male patients,
but in none of the dengue probable group he could
find hepatomegaly and in dengue proven cases he
could found hepatomegaly in only 1.5% of cases. In
this study hepatomegaly was detected in 22.05% and
21.8% of patients among dengue confirmed and
dengue probable cases respectively. An exclusive
study on DSS, authors found hepatomegaly, aleterd
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sensorium, diarrhea and rash in 97.4%, 58%, 50%
and 42% respectively *’. Similarly others have found
these features in 53.2%, 10.3% and 13.9% and
21.7% respectively We found the last three
features in 9%, 21% and 12% of patients respectively
distributed in the two groups. In a study by Singh™
fever was present in all the cases with an average
duration of fever being 4.5 +/- 1.2 days with
headache (61.6%), backache, (57.8%), vomiting
(50.8%) and abdominal pain (21%) being the other
major complaints. Hemorrhagic manifestations in the
form of a positive tourniquet test (21%), gum bleeding
and epistaxis (40%), hematemesis (22%), skin
rashes gZO%) and malena (14%) were also
observed™. Most common bleeding manifestation in
this study was petechiae seen in 21% of patients
which is consistant with the findings of Ashwini® but
Shahid™® found petechial rash in his 8 patients
(7.47%) out of 107, whereas during the 2006
outbreak of dengue in North India, malena (50%) and
hematemesis (38%) were found to be the most
common bleeding manifestations®. DHF was present
in 9% of our patients which is consistent with other
studies® while DSS was not observed in any of our
patients. Other studies from Karachi have shown the
occurrence of DHF to be between 1.86% to 2.75%."®
# Occurrence of DHF and DSS was seen in 8.8%
and 7.3% of patients respectively by Ashwini. L while
DHF was seen in 10% of the patients by HATI.%
Reason of our patients having more DHF than those
done earlier in Karachi could be that as there had
been an outbreak of DF in Lahore in 2008 and now
more patients are coming with seconday dengue
virus infection involving different serotype but this
could only be proved if one does the genotyping of
the virus. We found 9% of our patienst to have
encephalopathy manifesting as altered sensorium or
seizures but in the study by Kamath®®, 20% of the
patients had neurological manifestations. While in the
study by Mendez** 25% patients presented with
neurological manifestations. In this study liver
enzymes were deranged in over 80% and 78% of
patients respectively among dengue confirmed and
dengue probable patients. Shahid ® found raised ALT
in 47% of dengue proven and 63% of dengue

probable patients. Serology was positive in 68% of =

patients in our series; one reason of having negative
serology among the remaining patients could be that

the said test was done before the stipulated time 11,

period of 5 days. Studies have shown positive
serology between 37-48.75% of patients.lz’ '® None of

our patient died in this series but the mortality related 12.

to DF/DHF in other studies flutter between 1.32% to
8.5% %% _In this study virus was not isolated either
by cell culture or by polymerase chain reaction (RT-
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PCR), and due to this we cannot comment upon the
genotype of dengue virus prevalent in this region and
as paired sera were also not done in all the patients
so we could have missed dengue confirmed patients
who were rather considered under dengue probable.
Further studies are required to detect the serotype
more prevalent in our part of the world

CONCLUSION

The present study highlights the variable
manifestations of DF including its complications and
outcome of the disease. It further describes the more
severe manifestations of this disease as compared to
other studies done in the past in this region and
recommends for effective vector control in order to
prevent its subsequent epidemics.

REFERENCES

Ashwini Kumar, Chythra R Rao, Vinay Pandit,et al. Clinical
Manifestations and Trend of Dengue Cases Admitted in a
Tertiary Care Hospital, Udupi District, Karnataka. Indian J
Community Med. 2010; 35(3): 386—390.

World Health Organization. Scientific Working Group on
Dengue. Meeting report, Geneva, Switzerland, 3-5 April
2000. Geneva: WHO; 2000.

Guzman MG, Kouri G. Dengue: An update. Lancet Infect
Dis. 2002;2:33-42.

Tasnim Ahsan. Dengue Fever: a regular epidemic? J Pak
Med Assoc 2008;58(1):1-2.

Gubler DJ. Dengue and dengue hemorrhagic fever. Clin
Microbiol Rev 1998;11:480-96.

Thavara U, Tawatsin A, Chansang C, Kong-ngamsuk W,
Paosriwong S, Boon-Long J, et al. Larval occurrence,
oviposition behavior and biting activity of potential mosquito
vectors of dengue on Samui Island, Thailand. J Vector Ecol
2001; 26:172-80.

Lee MS, Hwang KP, Chen TC, Lu PL, Chen TP. Clinical
characteristics of dengue and dengue hemorrhagic fever in
a medical centre of southern Taiwan during the 2002
epidemic. J Microbiol Immunol Infect 2006; 39:121-9.
Qureshi JA, Notta NJ, Salahuddin N, Zaman V, Khan JA.
An epidemic of dengue fever in Karachi: associated clinical
manifestations. J Pak Med Assoc 1997;47:178-81.

Dengue Hemorrhagic Fever; Diagnosis, Treatment,
Prevention and Control. Geneva: World Health
Organization; 1997. World Health Organization.

Chadwick D, Arch B, Wilder-Smith A, Paton N.
Distinguishing dengue fever from other infections on the
basis of simple clinical and laboratory features: application
of logistic regression analysis. J Clin Virol 2006; 35:147-53.
Gubler DJ. Dengue/dengue haemorrhagic fever: history
and current status. Novartis Found Symp. 2006;277:3-16;
discussion 16-22, 71-3, 251-3.

Kurukumbi M, Wali JP, Broor S, Aggarwal P, Seth P,
Handa R, et al. Seroepidemiology and active surveillance
of dengue fever/dengue hemorrhagic fever in Delhi. Indian
J Med Sci. 2001;55:149-56.

PIJMHS VOL.5 NO.2 APR—-JUN 2011 268


http://www.pakmedinet.com/author/Tasnim+Ahsan
http://www.pakmedinet.com/JPMA
http://www.pakmedinet.com/JPMA
http://www.pakmedinet.com/JPMA
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Gubler%20DJ%22%5BAuthor%5D
javascript:AL_get(this,%20'jour',%20'Novartis%20Found%20Symp.');

13.

14.

15.

16.

17.

18.

19.

Dengue Fever outbreak 2010

Dar L, Broor S, Sengupta S, Xess I, Seth P. The first major
outbreak of dengue hemorrhagic fever in Delhi, India.
Emerg Infect Dis. 1999;5:589-90.

Kabilan L, Balasubramanian S, Keshava SM, Thenmozhi
V, Sekar G, Tewari SC, et al. Dengue disease spectrum
among infants in the 2001 dengue epidemic in Chennai,
Tamil Nadu, India. J Clin Microbiol. 2003;41:319-21.
Nimmannity S. Clinical manifrestations of Dengue/ DHF.
Monograph on Dengue/DHF. WHO regional publication
SEARO. 1993;22:48-54.

Wilder-Smith A, Earnest A, Paton NI. Use of simple
laboratory features to distinguish the early stage of severe

acute respiratory syndrome from dengue fever. Clin Infect 23.

Dis. 2004; 15;39(12):1818-23. Epub 2004 Nov 19.

Shah |, Deshpande GC, Tardeja PN. Outbreak of Dengue
in Mumbai and Predictive Markers of dengue Shock
Syndrome. J Trop Pediatr. 2004;50:301-305.

Ahmad S, Ali N, Ahmad S, llyas M, Tariqg WZ et al. Dengue
fever outbreak: a clinical management experienceJ Coll
Physicians Surg Pak 2008;18(1):8-12.

Singh NP, Jhamb R, Agarwal SK, Gaiha M, Dewan R,
Daga MK, et al. The 2003 outbreak of dengue fever in

20.

21.

22.

24.

25.

Delhi, India. Southeast Asian J Trop Med Public Health
2005; 36:1174-8.

Chandralekha, Gupta P, Trikha A. The north Indian dengue
outbreak 2006: a retrospective analysis of intensive care
units admissions in a tertiary care hospital. Trans R Soc
Trop Med Hyg. 2008;102:143-7.

Ali N, Nadeem A, Anwar M, Tariq W, Chotani RA. Dengue
fever in malaria endemic areas. J Coll Physicians Surg Pak
2006; 16:340-2.

Hati AK. Studies on dengue and dengue haemorrhagic
fever (DHF) in West Bengal State, India. J Commun Dis.
2006 Mar;38(2):124-9.

Kamath SR, Ranijit S. Clinical features, complications and
atypical manifestations of children with severe forms of
dengue hemorrhagic fever in South India. Indian J Pediatr
2006; 73: 889-95.

Mendez A, Gonzalez G. Abnormal clinical manifestations of
dengue hemorrhagic fever in children. Biomedica 2006;
26:61-70.

Guzman MG, Kouri G. Dengue and dengue hemorrhagic
fever in the Americas: lessons and challenges. J Clin Virol.
2003 May;27(1):1-13.

269 PIJMHS VOL.5 NO.2 APR -JUN 2011


http://www.ncbi.nlm.nih.gov/pubmed?term=%22Wilder-Smith%20A%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Earnest%20A%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Paton%20NI%22%5BAuthor%5D
javascript:AL_get(this,%20'jour',%20'Clin%20Infect%20Dis.');
javascript:AL_get(this,%20'jour',%20'Clin%20Infect%20Dis.');
javascript:AL_get(this,%20'jour',%20'Clin%20Infect%20Dis.');
http://www.pakmedinet.com/author/Nadir+Ali
http://www.pakmedinet.com/author/Shahzad+Ashraf
http://www.pakmedinet.com/author/Mohammad+Ilyas
http://www.pakmedinet.com/author/Waheeduz+Zaman+Tariq
http://www.pakmedinet.com/JCPSP
http://www.pakmedinet.com/JCPSP
http://www.pakmedinet.com/JCPSP
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Hati%20AK%22%5BAuthor%5D
javascript:AL_get(this,%20'jour',%20'J%20Commun%20Dis.');
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Guzman%20MG%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Kouri%20G%22%5BAuthor%5D
javascript:AL_get(this,%20'jour',%20'J%20Clin%20Virol.');

