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ABSTRACT

Aim: To compare and evaluate clinical efficacy of corticosteroids in thrombocytopenia in patients suffering from moderate to

severe Dengue.

Methods: This randomized single blinded study was conducted at Furgan Clinic Gulbahar Peshawar from August 2021 to
October 2021. 100 individuals of ages between 20 to 60 years irrespective of gender, with positive NS1 antigen test and no co-
morbidities were included in study by convenient sampling technique. Patients with dengue and Covid-19 were excluded from
the study. Randomization was done in four treatment groups. Consent was taken from all patients prior treatment with Cefixime,
artemether/lumefantrine, IV Dexamethasone in adjunct to oral papaya leaf extracts. Duration of study was 3 months. Statistical

analysis done using SPSS software version 24.

Results: Group C and D showed the significant increase in platelet count as compared to group A and B. Pronounced effect

was observed in group D.

Conclusion: Intravenous Dexamethasone produced more beneficial effects in adjunct to oral carica papaya leaf extracts on

thrombocytopenia with reduced risk of bleeding.
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INTRODUCTION

Dengue is an acute febrile viral disease transmitted to humans via
the bite of daytime active female mosquito genus Aedes aegypt'.
As per WHO, approximately 400 million cases arise globally per
year and among them, 40,000 die from the severe form of
dengue?. In Pakistan, first outbreak was in 1994 but since 2010,
we are facing its annual outbreaks thus WHO declared it as an
endemic in our country®. Its incubation period is 4 to 7 days on an
average'. Suspected patient presents with fever >2 days but < 10
days along with two symptoms out of headache, pain behind eye
balls, body aches, rash or bleeding gums nose etc*. The disease is
mostly asymptomatic but may become mild to moderately
symptomatic in some and 1% may progress to complex forms like
Dengue hemorrhagic fever (DHF) and possibly fatal Dengue shock
syndrome (DSS)°. They includes coagulopathy, vascular damage,
plasma leakage, hypovolemic shock and multi organ failure®. But
an early identification and reasonable clinical management can
reduce the fatality rate to <1%. There is no specific treatment for it
and medical intervention remains supportive instead of curative’.
Though Papaya leaves extract has been widely proved useful in
alleviating thrombocytopenia®. The role of corticosteroids have
remained partially conclusive around the world”®. Due to
inadequate evidences, WHO has also not yet approved its use in
dengue®®. But as corticosteroids are known to have a great anti-
inflammatory property and have the ability to reduce the
destruction of platelets®. So, its role in managing moderate to
severe cases of dengue fever was taken into consideration in our
study to further validate its vitality.

METHODS

The study was conducted at Furgan Clinic Gulbahar Peshawar
from August 2021 to October 2021. Hundred individuals of ages
between 20 to 60 years irrespective of the gender, with positive
NS1 antigen test and no co-morbidities were included in study.
Patients with dengue along with Covid-19 were excluded too from
the study. Consent was taken from all patients. Randomization
was done in four treatment groups. Patients in group A were
treated with Oral Fluids, Oral Cefixime and Oral
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artemether/lumefantrine. Patients in group B received Intravenous
Iv) Fluids, Oral Cefixime, Oral antimalarials
artemether/lumefantrine. Patients in group C received same
treatments as the patients of group B with added oral Papaya
extract. Patients in group D were treated with I/V Fluids, I/V
Cefixime, Oral antimalarials, Oral Papaya extract and intravenous
Dexamethasone. Tab Cefiget (cefixime), tab Gen M (artemether/
lumefantrine), injection Decadron were purchased from local
hospital pharmacy of Pfizer company.

Frequency distribution & percentage for the variables is
gender, treatment for dengue patients & Platelet's condition was
calculated using SPSS version 24. Spearman’s correlation
between treatment and Platelet's condition was also found.
Comparison of mean, median and standard deviation of platelet
count in different treatment groups was also done

RESULTS

Table 1 showed the frequency distribution & percentage for the
variables is gender, treatment for dengue patients & Platelet's
condition. There are 42.9% patients whose platelets drops as they
were getting oral treatment, 2.4% patients whose bleeding started
as their platelets count are very low, 52.4% patients whose
Platelets rise after getting proper treatment & 2.4% patients whose
platelets count are still very low but has no bleeding.

Table 1: Frequencies & percentages

Parameter Variables Frequency Percentage
Male 52 61.9
Gender Female 32 38.1
Total 84 100
Group A 19 22.6
Treatment for | Group B 21 25
Dengue Group C 22 26.2
patients Group D 22 26.2
Total 84 100
Platelets drop 36 42.9
i Bleeding started 2 2.4
Eéitgilﬁéﬁ Platelets rise 44 52.4
No bleeding 2 2.4
Total 84 100

Table 2 shows there is association between treatment with
platelets condition as p-value is significant i.e., < 0.0001. Also,
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Spearman’s Correlation value with 0.809 represents that there is
strong positive relation showing that when the oral treatment was
given to dengue patients platelets were dropped & bleeding starts.
But when there was increment in treatments like parenteral fluids
along with oral antibacterial and antimalarial, thrombocytopenia
was observed though there was no bleeding. Moreover, when
Papaya extract & steroids added to treatment for dengue patients
their platelets count starts rising & there was no bleeding case as
well. The treatment group C who took Papaya extract along with

Table: 2 Cross-tabulation & Association of Treatment with Platelets conditions

previous treatment i.e., I/V fluids, oral antibacterial and antimalarial
agents, p-value <0.000 (Table-3) shows significant difference for
this treatment. Similarly, in treatment group D, where IV
dexamethasone was started early alone with parenteral
antibacterial and other treatment, the p-value <0.000 (Table-3)
shows more significant difference for this treatment. Hence the
treatments given to groups C and D increases overall platelets
count condition.

Treatment Groups Platelets drop | Bleeding start | Platelets rise | No Bleeding | Total | P-value | Spearman Correlation

Group A 17 2 0 0 19

Group B 19 0 0 2 21

Group C 0 0 22 0 22 0.0001 0.809

Group D 0 0 22 0 22

Total 36 2 44 2 84
Table 3: Comparison of Mean, Median & Standard deviation of platelet count in different treatment groups

Treatment Groups Mean N Std. Deviation Median P-value

Group A 70.68 19 17.033 77.00 0.260

Group B 59.86 21 17.687 66.00 0.260

Group C 142.59 22 22.585 145.00 0.000

Group D 213.95 22 49.036 229.50 0.000
DISCUSSION adverse effects if administered intravenously in beneficial

A total of 100 patients diagnosed with dengue fever of moderate
severity were treated with different group of drugs out of which
69.1% were male and 38.9 females. Probably, greater number of
infected males might be due to prolong outdoor residing and
negligence in prophylaxis'?. However, non-significant results were
found between gender in the present study. Group A was given
oral fluids and medication which included Artemether/
Lumefantrine and oral Cefixime. Whereas, group B,C and D were
administered with 1V fluids in adjunct to oral anti-malarial ,
cephalosporin and papaya extracts with the exception of group D
allocated with intravenous dexamethasone.

In the present study, there is strong positive relation
statistically showing platelet drop and bleeding when oral treatment
was given. This finding was in harmony to a study by Yunjia and
colleagues®® but contradictory to Qazi and colleagues®. On the
other hand, the present study revealed statistically significant
increase  in the platelet count owing to intravenous fluid
resuscitation in adjunct to oral Papaya leaf extracts and steroids
with no bleeding disorder. This is in harmony to a study** which
recommended intravascular volume deficits replaced by
intravenous hydration with close monitoring of hematocrit and
platelet count. However, is it contradictory to Nasir and colleagues
who observed effectiveness of oral hydration in Dengue fever®.

The treatment groups with oral as well as intravenous fluids
but oral Artemether/ Lumefantrine and Cefixime showed non-
significant difference (p=0.260) in the treatment of Dengue.
However, the addition of oral papaya leaf extract to the previous
regime showed beneficial effects in raising platelet levels with
reduction in bleeding. Group C who took Papaya extract along
with previous treatment , that is, I/V fluids, but oral Artemether/
Lumefantrine and Cefixime shows highly significant difference in
increasing platelet count and no bleeding. Our study is coherent
with the observations of Sathyapalan and colleagues who
demonstrated the safety efficacy and immunomodulatory activity of
Carica Papaya leaf extracts in Dengue?®. Whereas, contradicts a
study by Shoaib et al who showed non-significant difference in the
doubling of platelet count and no additive effect!’.

Moreover, Group D who took oral Papaya extract & I/V
steroid along with previous regime, that is, I/V fluids, I/V Cefixime &
oral Artemether/ Lumefantrine showed highly significant difference
(p-value <0.001 ) in improving overall platelets count condition
along with reduced risk of bleeding. Our findings are supported by
the study of Bendara and colleagues who emphasized on the role
of corticosteroids in reducing complications with no serious

therapeutic doses®®. However, the present study contradicts the
observations by Rajapakse and colleagues who showed no effect
of steroids in reducing IL-8 levels in Dengue®®.

CONCLUSION

Oral carica papaya leaf extract and intravenous dexamethasone
has produced more beneficial effects in raising platelet count and
reducing bleeding complication. Moreover, administration of
steroids in treating dengue has not reported any adverse effect.
Hematocrit shall be employed as additional parameter for
prospective studies. Multicentric studies with large sample size
may be conducted to authenticate the results of present study.
Conflict of interest: None to declare
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