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Abstract

Obijective: To evaluate the efficacy and safety of Clevira, an ayurvedic formulation in fever of viral origin. Methods: This was a prospective,
randomised, multicentre, open label, parallel group interventional clinical end point study. Patients attending general outpatient department,
were screened for viral fever including Dengue by using the haematological, Biochemical and microbiological anti body assay for Dengue and
NS1 (Non-structural protein) antigen testing. Forty eight patients who satisfied the selection criteria were enrolled in the study. Participants were
randomized into 4 groups with 12 patients in each group. Patients were given standard treatment. In addition, Tab. Clevira of Apex laboratories
Pvt. Ltd., was administered to test groups. Results: There is highly significant improvement (P<0.001) in the subjects Temperature, fever score,
arthralgia score, Myalgia score, Headache and loss of appetite, suggesting a good Analgesic and anti pyretic activity of Clevira. There is a
significant improvement in platelet count in the Clevira treated group (P<0.01) when compared to the control group, proving its efficacy in
treating thrombocytopenia. The improvement (P<0.01) in the WBC count in the Clevira treated group depicts the anti viral property of Clevira.
The overall quality of life was better in Clevira treated group compared to the control group. There were no serious adverse events reported.
Conclusion: Clevira is safe and efficacious in reversing thrombocytopenia and thus normalizing the platelet counts and relieving the clinical
signs and symptoms (fever, myalgia, arthralgia, headache) of Viral fever associated with thrombocytopenia and other cases of viral fever without
thrombocytopenia. Clevira is having good anti-viral, antipyretic, analgesic and immunomodulatory property. Hence, Clevira should be used as
an add on drug in patients with viral fever with or without thrombocytopenia for a rapid recovery without any adverse effects.

Keywords: Viral fever, Dengue, Clevira, Anti viral, Anti pyretic, analgesic.

Introduction

Fever is a clinical feature that manifests due to an infection. The
infection may be due to a virus, Bacteria or other microorganisms.
Viral fever is a condition characterized by a temperature above
38.0 to 38.4 (100.4 F to 101 F) associated with symptoms like
sudden onset of fever, severe headache especially behind the eyes,
severe joint and muscle pain, nausea and vomiting & sometime
accompanied by body rash persisting for four to seven days after
infection. Viral infections include Herpes, Chikungunya, Dengue,
Influenza, etc.[*?

Dengue fever was considered a sporadic disease known to
cause epidemics at stretched intervals. Currently, dengue ranks as
one of the most important mosquito borne viral disease. The
incidence of dengue has increased 30-fold. At present, dengue is
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endemic in 112 countries in the world.”*¥ It is estimated that
around 3.9 billion people, living in urban areas of tropical and
subtropical regions of 128 countries,, are at a huge risk of acquiring
dengue viral infections.”) Current estimates propose that 390
million dengue infections occur per year (95% credible interval
284-528 million), of which 96 million are manifesting clinically
with any severity of disease. The number of cases reported
increased from 2.2 million in 2010 to over 3.34 million in 2016.°
Patients who are suffering from Dengue haemorrhagic fever are
usually children with less than 15 years of age.[

Dengue, known as break-bone fever, is an infectious tropical
disease caused by the dengue virus. Symptoms include high grade
fever, headache, muscle and joint pains, and accompanied by a
characteristic skin rash. In few it gets complicated into the life-
threatening dengue hemorrhagic fever, resulting in bleeding, low
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levels of blood platelets and plasma leakage.[® Currently there is
no approved vaccine or drug against dengue viral infection.
Various researches are ongoing on to find an effective vaccine.

There are no specific therapeutic options for the clinical
management of many viral infections besides supportive care.
Henceforth there exists an urgent need for development of an
alternative solutions for dengue. Products obtained from various
plant species have been reported with anti-dengue and other anti
viral properties. The various plant species are that of Carica
papaya, Andrographis paniculata, Tinospora cordifolia, Piper
nigrum, Melia azedarach etc.[***"]

In a country like India we have a rich source of herbs having
anti viral and antipyretic activity. In recent days we have started
using many siddha formulations for various illnesses. Clevira is
one among them which is a polyherbal formulation consisting of
many ingredients. Composition of one CLEVIRA tablet includes
extracts namely: Erandakarkati (Carica papaya)-Lf. — 100mg,
Mahanimba (Melia azedarach)-Lf. - 100mg, Kalmegh
(Andrographis paniculata)-Herb — 100mg, Usira (Vettivera
zizanoides)-Rt.— 35mg, Patola (Tricosanthus dioica)-Wh.PIl.—
35mg, Musta (Cyperus rotundus)-Rz. — 35mg, Sunthi (Zingiber
officinale)- Rz. — 35mg, Maricha (Piper nigrum)-Fr. — 35mg,
Grismachatraka (Mollugo cerviana)-Wh.Pl.— 35mg, Guduchi
(Tinospora cordifolia)-St. — 10mg. Clevira is a Proprietary
Ayurvedic Medicine. The individual herbal drugs used are known
to have variety of medicinal values against fever of viral origin and
proven to have effective antipyretic, analgesic, anti-viral and
immunity boosting properties.

Hence, the present study has been planned with an objective
to evaluate the efficacy and safety of Clevira tablets in fever of
viral origin.

Aim & Objectives

1. To study the efficacy of Clevira in fever due to viral
origin.

2. To assess the safety of Clevira by monitoring the
occurrence of any adverse events and assess the quality
of life using a pre-and post-feedback questionnaire.

Methodology

This was a prospective, randomised, multicentre, open label,
parallel group interventional clinical end point study (Phase lla).
The study was conducted during the period of January to June
2019. The study was conducted by investigator from Madras
Medical College, Chennai and other co investigators, at two centres
in India namely Sri Sairam Ayurveda Medical College, Chennai
and PM Medical Centre, Walajapet, Tamil Nadu, according to
Good Clinical Practice. The study was initiated after obtaining
proper ethical committee approvals in ki3 ethics committee. The
study was registered in Clinical trial registry of India (No:

Participant flow diagram:

Consort diagram: interventional clinical end point study

CTRI/2019/02/017565) and DCGI- Drug Control General of India
(AYUSH) was notified(Notification No: 4022). Informed written
consent was obtained from the patients attending General Medicine
outpatient department. Then they underwent general and systemic
examination followed by laboratory tests for haematology, blood
biochemistry, blood microbiology, urine analysis,
electrocardiogram and chest X-ray for initial evaluation and were
screened for anti body assay for Dengue and Dengue NS1 antigen
testing.

e  Patients recruited in the study belonged to;

1. Either sex- between the age of 18-75 years, with an oral
temperature of more than 38.0°C (100.4°F). with or
without associated rash, body pain and joint pain, severe
headache especially behind the eyes, nausea and
vomiting.

2. With Viral fever accompanied by thrombocytopenia (in
group 1 and 2), with a platelet count between 80,000
/micro litre t0100,000/micro litre, along with stable vitals
like pulse and blood pressure.

3. Female patients who tested negative for pregnancy (up to
two weeks prior to the study).

e  Patients who were excluded from the study includes;

1. Patients with Dengue hemorrhagic fever grade Il and IV

2. Patients with platelet count less than 80,000/micro litre.

3. Pregnant or lactating women

4. Patients who have received blood or blood products
transfusion during the current illness

5. Patients with thrombocytopenia Purpura (ITP),
Leukemia, Hemophilia

6. Patients with serum ALT level 3 times higher than the
upper limit of the normal range (>165 U/L) and Impaired
renal function with serum creatinine > 1.5 mg/dl (males)
and > 1.4 mg/dl (females).

7. Patients who were hypersensitive to any of the
components of the formulation,

Totally 89 patients were screened for fulfilment of the selection
criteria and 48 patients were then enrolled in the study. Forty eight
patients were then randomized (block randomization) into 4 groups
with 12 patients in each group.

Group 1: Patients diagnosed as viral fever with thrombocytopenia
received treatment as per the physician advice. In addition tablet
Clevira was given twice daily for 7 days.

Group 2: Patients diagnosed as viral fever with thrombocytopenia
received treatment as per the physician advice.

Group 3: Patients diagnosed as viral fever other than fever with
thrombocytopenia received treatment as per the physician advice.
In addition tablet Clevira was given twice daily for 7 days.

Group 4: Patients diagnosed as viral fever other than fever with
thrombocytopenia received treatment as per the physician advice.

Assessed for eliaibility (n = 89)
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Excluded (n = 41)

Not meeting inclusion & exclusion criteria
(n=236)

Refused to participate (n = 5)
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Randomized (n = 48)

Patients were given standard treatment of care in all the groups. In
addition, one tablet of Clevira (manufactured by Apex laboratories
Pvt. Ltd.) was administered twice daily for one week, for the
patients of test group 1 and 3. The patients were monitored daily
and parameters namely platelet count, haematocrit, prothrombin
time, bleeding time, clotting time were assessed from baseline &
on each day from day 1 to day 3 and on day 5 & 7 (For 24 subjects
who suffer from viral fever with thrombocytopenia of group 1 &
2). Clinical parameters namely temperature, fever score, arthralgia,
myalgia, headache and loss of appetite were assessed from baseline
and on day 1 to day 3 and on day 5 & 7. (For all 48 subjects).
Scoring of fever was done on a scale of 0-3 where 0 < 99°F, 1 >
99-100°F, 2 > 101-102°F, 3 > 102°F. (For all 48 subjects).
Similarly scoring for arthralgia, myalgia, headache and loss of
appetite was done. The secondary outcome measures was to look
for any adverse events during the study period and assess the
quality of life using a pre-and post-feedback. (For all 48 subjects).

The reports were compiled. Continuous data was reported
using the descriptive statistics using Mean and standard deviation.
Two way ANOVA followed by Bonferroni’s test was applied for
statistical analysis of significance. P value of <0.05 was considered
as statistically significant. All the statistical analysis was performed
using SPSS 23.0 software.

Results

The trial population consisted of 48 subjects, of which 24 adult
subjects were diagnosed with viral fever associated with

Table 1: Demographic Data

Allocated to Allocated to

c . .

2 Group 1 & 2 (viral fever with Group 3 & 4 (viral fever without

< thrombocytopenia) thrombocytopenia)

= (n=24) (n=24)

< Group 1- Treated with Clevira Group 3- Treated with Clevira
Group 2- Standard control Grotin 4- Standard contral

o

=}

(_% Lost to follow up: nil Lost to follow up: nil

KS)

L

= Analyzed (n = 24) Analyzed (n = 24)

c_>6‘ Excluded from analysis Excluded from analysis

c (n =0) n=0

Z (n=0)

thrombocytopenia and 24 subjects were diagnosed with viral fever
without thrombocytopenia. Before the study initiation, the subjects
were screened and selected according to their inclusion and
exclusion criteria. There were nine confirmed cases of Dengue NS1
positive, out of which five were in the Clevira group and four were
in the control group.

All 48 subjects completed the study. There were no serious adverse
events recorded during the study duration.

Table 1 gives the analysis of demographic data.

Table 2 gives the assessment of clinical parameters assessed on
Screening, end of Day 1, Day 2, Day 3, Day 5 and Day 7 and
compared with the Standard treatment group.

Table 3 shows the analysis of Study specific efficacy parameters
assessed on Screening, at the end of Day 1, Day 2, Day 3, Day 5
and Day 7 and compared with the Standard treatment Group.

Table 4 shows the analysis for safety parameters based on the
hematological and biochemical investigations assessed at
Screening/Baseline and End of the study and compared with the
Standard treatment Group.

Table 5 shows the assessment of Quality of Life at Screening and
at the end of Day 7 (End of the study).

Table 6 shows the adverse events observed during the study period.
Table 7 shows the overall assessment at the end of the study
compared to Screening and to that of the standard treatment group.

Demographic
details

Group 1 (Clevira)- Viral
fever with
thrombocytopenia

Group 2 (Control) - Viral
fever with
thrombocytopenia

Group 3 (Clevira)- Viral
fever without
thrombocytopenia

Group 4 (Control) -
Viral fever without
thrombocytopenia

No. of subjects 12 12 12 12
Gender(M:F) 9:3 75 8:4 7:5

Mean Age 37.08 +4.1 30.58 +5.3 32.0+3.2 30.33+5.1
Mean BMI 245+ 2.3 25.1+4.7 26.4 +5.6 26.7 +3.9

(Two-way ANOVA followed by Bonferroni post-test. P value (>0.05) was not significant for baseline parameters) There is no significance

difference among the subjects in all the four groups. They were comparable in all aspects.
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Table 2: Analysis of patient’s symptoms

Clinical Scheduled Group 1 (Clevira)- Group 2(Control)- Group 3 (Clevira)- Group 4 (Control)-
symptoms visits Viral fever with Viral fever with Viral fever without | Viral fever without
thrombocytopenia thrombocytopenia thrombocytopenia thrombocytopenia
Temperature* | Screening 101.8 +1.12 101.2+1.12 102.3+1.12 101.9£0.71
Day 1 101.0+1.11 101.2 £ 0.61 100.7 £1.20 101.2£0.55
Day 2 100.5+1.07 100.5 + 1.07 100.3 + 0.66 101.3 £ 0.66
Day 3 99.4+£0.42 100.2£0.35 99.9+0.78 100.1 +1.02
Day 5 98.5£0.50 99.1 +£0.25 98.3+£0.43 98.9 £0.25
Day 7 98.5£0.47 99.4 +£0.53 98.4 £0.61 98.5+0.80
Fever score* Screening 3+0.40 3+0.50 3+0.25 3+0.62
Day 1 2.89 £0.54 2.97 £0.45 2.85+0.48 2.59£0.12
Day 2 2.13+£0.20 2.80 £ 0.64 2.22£0.85 2.23+£0.32
Day 3 1.56 + 0.26 2.04 +£0.50 1.50+0.21 1.94 £0.45
Day 5 0.67 £0.10 1.75+0.38 0.45+0.20 1.09 £0.25
Day 7 0.24+0.12 0.68 £0.33 0.14£0.45 0.45£0.22
Arthralgia Screening 0.45 £ 0.95 0.52 + 0.66 0.41+0.32 0.55+0.81
score* Day 1 0.41+0.41 0.49 + 0.46 0.38+0.22 0.50+0.31
Day 2 0.38 £0.20 0.45+0.11 0.35+£0.11 0.45+0.30
Day 3 0.25+0.22 0.30 +£0.28 0.22 £0.32 0.35+£0.41
Day 5 0.14+0.12 0.19+0.13 0.18£0.16 0.22£0.24
Day 7 0.05 +0.05 0.05+0.12 0.15£0.08 0.16 +0.13
Myalgia score* | Screening 245+1.34 233151 216 £1.45 2.20+0.95
Day 1 229+1.11 2.25+ 1.07 2.0+154 2.05+ 1.01
Day 2 1.04+1.01 1.65+ 0.94 1.74+1.04 1.65+1.33
Day 3 0.68 +0.54 1.05+1.01 0.79+ 0.61 0.85+ 0.35
Day 5 0.35+0.09 0.51+0.38 0.42+0.23 0.55+ 0.27
Day 7 0.18+0.1 0.25+0.18 0.32+0.17 0.37£0.21
Headache Screening 20+1.2 1.98 +0.98 1.87£1.30 2.0+£0.79
score* Day 1 1.56+ 1.03 1.95+1.55 1.47+1.20 1.81+£0.88
Day 2 1.22 £0.99 156 +1.41 122 +1.04 1.36 £1.05
Day 3 0.98 £0.79 1.10+0.91 0.76 £0.39 0.98 £ 0.55
Day 5 0.62+ 0.33 0.78 £ 0.46 0.46 +0.11 0.47+0.30
Day 7 0.21 +£0.17 0.32+0.31 0.19£0.24 0.15+ 0.27
Loss of Screening 0.49+0.11 0.45 +0.54 0.39 £0.30 0.42 £0.28
appetite score* | Day 1 0.45+0.21 0.40+0.21 0.34+0.10 0.36 +0.12
Day 2 0.38+£0.15 0.37+£0.15 0.23+0.13 0.29+0.11
Day 3 0.24 £0.09 0.20 +£0.09 0.19 £0.07 0.20+0.10
Day 5 0.15 +0.07 0.11 +£0.07 0.10 £0.04 0.14 £0.09
Day 7 0.06 +0.06 0.05+0.12 0.1+0.07 0.1+0.05
(Table analysis: Two-way ANOVA followed by Bonferroni post-test. * P <0.001- significant)
Fig 1:Reduction in Body Temperature
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Fig 2:Reduction in Body Temperatue
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Fig 3:Improvement in Arthralgia score
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Fig 4: Improvement in Arthralgia score
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Fig 5: Improvement in Myalgia score
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Fig 6: Improvement in Myalgia score
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There is highly significant difference on comparing with the scores on screening/baseline with Day 7 (P<0.001)* in all the four groups. There is
improvement in the subjects Temperature, fever score, arthralgia score, Myalgia score, Headache and loss of appetite.(Table 2)

As depicted in Figure 1 &2, the normalisation of body temperature was evident on Day 5 onwards in Clevira treated group (P<0.001)*,
compared to the control group were it was improving after day 6 and 7. Thus, Clevira is having a good anti Pyretic activity.

From Figure 3,4,5 & 6, it is evident that Clevira is having a significant improvement (P<0.001)* in the Arthralgia and Myalgia score on day 3, 4
& 5, compared to the control group were it was improving on day 5, 6 and 7, suggesting a good Analgesic and anti pyretic activity of Clevira.

Thus a significant improvement (quantitatively) in the Temperature, fever score, Myalgia score, arthralgia score and Headache score (P<0.001)*
was noted in the Clevira treated group, when compared with the control group. The loss of appetite was comparable equally in both the groups.

Table 3: Assessment of specific Efficacy Lab parameters

Specific Efficacy Lab Scheduled Group 1 (Clevira) - Viral fever with Group 2 (Control) - Viral fever with
parameters visits thrombocytopenia thrombocytopenia
Platelet cellssfmm3 Screening 84879.5 + 15654.2 93648.57 + 8547.3
Day 1 85333.3+ 14756.3 92545.45 £7188.3
Day 2 79111.1+ 8738.4 83454.55 + 11561.6
Day 3 110000.0 + 31831.5 84636.36 + 37092.5
Day 4* 188944.4 + 36534.6 134272.7 £ 82916.9
Day 5 198666.7 + 21650.6 150350.0 + 90319.8
Day 7 258944.4 +14945.4 198111.1 + 86415.3
Hematocrit % Screening 43.35+2.16 44.36 + 4.47
Day 1 44,13 + 3.48 4571 +9.12
Day 2 43.97+2.84 4441+141
Day 3 41.88+3.29 43.32+2.86
Day 5 39.26 +3.47 40.22 +3.89
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Day 7 37.0+3.04 39.27 £3.37
Prothrombin Time | Screening 11.21+1.39 11.10 +1.08
(seconds) Day 1 11.14 +1.04 11.27 +1.09
Day 2 11.42 + 1.56 11.38 +1.92
Day 3 11.86 + 1.58 11.91+ 1.67
Day 5 12.05+0.87 12.09+0.71
Day 7 12.0+£1.14 11.90 + 0.62
Clotting Time (minutes) | Screening 4.41+0.74 456 +1.37
Day 1 4.11+£0.56 4.20 £ 1.06
Day 2 3.89+0.99 3.92+1.49
Day 3 3.71+£0.84 3.90+1.67
Day 5 3.60+1.07 3.46 +1.15
Day 7 4.05 £ 0.67 4.09 £0.47
Bleeding Time (minutes) | Screening 2.10+ 1.06 2.20+1.83
Day 1 2.14+0.85 2.23+0.79
Day 2 2.10+1.05 224 +1.07
Day 3 2.16+0.84 2.40 +1.64
Day 5 218+1.41 2.39+0.79
Day 7 216+1.32 2.40+1.23

(Table analysis: Two-way ANOVA followed by Bonferroni post-test. # (P<0.05) & ##(P<0.01) - significant)

Fig 7: Improvement in Platelet count
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e Clevira group === Control group
There is significant improvement in the platelet count in both the groups(Table 3). But it was more significant in the Clevira treated group when
compared with the control group (Figure 7).
The significant improvement in the platelet count was noted on Day 4(P<0.05)# and on Day 7(P<0.01)## in the Clevira treated subjects.
There is also a significant improvement in the Haematocrit value in both the groups

Table 4: Assessment of other Haematological parameters

Haematological Lab Scheduled Group 1(Clevira)- Group 2(Control)- Group 3 (Clevira)- Group 4 (Control)-
parameters visits Viral fever with Viral fever with Viral fever without | Viral fever without
thrombocytopenia thrombocytopenia thrombocytopenia thrombocytopenia

Hemoglobin (%) Screening 113+£1.2 10.92+0.8 10.7+0.8 10.7+£0.7

Day 7 111+ 0.7 10.76 £ 0.8 10.9+0.9 10.9+0.9
Total WBC count Screening 10409.1 + 1181.9 11533.3 £ 1047.3 9000 + 1041.6 9622.2 + 2364.7
cells/mm®* Day 7 8621.6 £ 2910.2 9541.6 + 1439.9 6180 + 1932.3 8590.9 +1021.2
Neutrophils cells/ mm® | Screening 405+5.2 465+4.1 39.8+6.2 445+54
i Day 7 39.1+5.4 59.5 £ 5.6 35.1+£26 46.3+6.4
Lymphocytes cells/ Screening 54.7+7.3 51.2+3.9 59.5+6.1 53.3+5.1
mm®* Day 7 48.6 +4.7 52 +4.4 325+2.8 51.3+7.4
Monocytes cells/ mm® Screening 05+06 03+04 0.1+0.3 0.09+£0.3

Day 7 0.6+0.9 03+04 0.1+0.3 0.1+0.3
Eosinophils cells/ mm® | Screening 3.0+22 1.8+2.1 04+05 1.0£1.0

Day 7 25120 21+21 0.2+05 1.0+0.8
Basophils cells/ mm?® Screening 04+05 05+0.6 06+04 0.5+0.3

Day 7 04+04 0.3+0.8 05+0.2 0.4+05

WWW.ijirms.in 562




International Journal of Innovative Research in Medical Science (IJIRMS)

ESR mm/hr Screening 2454 285+6.4 30+8.2 26 +7.6
Day 7 20+4.4 246+5.2 26+9.2 22+85
SGOT Screening 23.9+5.2 222+29 33.7+£10.2 229+5.2
Day 7 23.0+£4.2 2124 20.2+1.8 21.3+£5.0
SGPT Screening 25.8+5.8 20725 441 £12.7 25.8 £ 6.6
Day 7 226+3.1 20+14 22.6+3.7 23.1+24
Random Blood sugar Screening 120+ 20.4 108 +12.1 124+ 45 100 + 18.6
Day 7 118 + 10.5 116 £11.2 130+ 10.8 118 £19.5
Blood Urea Screening 23.4+3.8 20.8+55 2045 24125
Day 7 228 4.7 22.6+3.2 24.4 + 3.6 22.8+6.2
Serum Creatinine Screening 0.7 £0.09 0.65+0.1 0.75+0.1 0.7+0.1
Day 7 0.6 £0.08 0.7+0.1 0.7+0.1 0.6+0.1

(Table analysis: Two-way ANOVA followed by Bonferroni post-test. ##(P<0.01) - significant)

Fig 8: Improvement in WBC count
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Fig 9: Improvement in WBC count
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There is significant improvement (P<0.01)## in the WBC score, Lymphocyte count and Neutrophil count(Table 4) in the Clevira treated group

when compared with the control group which is also evident from the Figure 8 & 9. This is mainly due to the anti viral property of Clevira.
There were no changes noted in the Liver and renal parameters of all the subjects suggesting the safety of Clevira.

Table 5: Questionnaire assessment of Quality of life

Groups

Viral fever with

Group 1(Clevira) -

thrombocytopenia.

Group 2(Control)-
Viral fever with
thrombocytopenia

Group 3 (Clevira)- Viral
fever without
thrombocytopenia N=12

Group 4 (Control)-
Viral fever without
thrombocytopenia

N=12 N=12 N=12
Questionnaire Scale Screening | Post Screening | Post Screening | Post study Screening | Post
to assess quality study study study
of Life
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Do you feel tired Always 10 0 12 0 9 0 10 0
or fatigued? (83.3%) (100%) (75%) (83.3%)
Often 2 (16.7%) 0 0 0 3 (25%) 0 2 (16.7%) | 2 (16.7%)
Sometime 0 6 0 10 0 4 0 6
(50%) (83.3%) (33.3%) (50%)
Never 0 6 (50%) 0 2 (16.7%) 0 8 (66.7%) 0 4 (33.3%)
Do you feel Always 10 0 12 (100%) 0 9 (75%) 0 10 0
week? (83.3%) (83.3%)
Often 2 (16.7%) 0 0 0 3 (25%) 0 2 (16.7%) | 2 (16.7%)
Sometime 0 6 (50%) 0 12 (100%) 0 4 (33.3%) 0 6 (50%)
Never 0 6 (50%) 0 0 0 8 (66.7%) 0 4 (33.3%)
Do you get short Always 0 0 0 0 0 0 0 0
of breath? Often 0 0 0 0 0 0 0 0
Sometime | 6 (50%) 2 8(66.7%) | 2 (16.7%) | 8 (66.7%) 0 6 (50%) | 2 (16.7%)
(16.7%)
Never 6 (50%) 10 4 (33.3%) 10 4(33.3%) | 12(100%) | 6 (50%) 10
(83.3%) (83.3%) (83.3%)
Do you get Always 0 0 0 0 0 0 0 0
dizzy? Often 0 0 0 0 2 (16.7%) 0 0 0
Sometime | 5 (41.7%) 2 8(66.7%) | 2(16.7%) | 3 (25%) 0 6 (50%) | 2 (16.7%)
(16.7%)
Never 7 (58.3%) 10 4 (33.3%) 10 7(58.3%) | 12 (100%) | 6 (50%) 10
(83.3%) (83.3%) (83.3%)
Have you Always 0 0 0 0 0 0 0 0
experienced a Often 0 0 0 0 0 0 0 0
rapid Heart Sometime 10 0 10 0 8 (66.7%) 3 (25%) 10 6 (50%)
beat? (83.3%) (83.3%) (83.3%)
Never 2 (16.7%) 12 2 (16.7%) | 12 (100%) | 4 (33.3%) | 7(58.3%) | 2(16.7%) | 6 (50%)
(100%)
Do you have Always 0 0 0 0 0 0 0 0
numbness or Often 0 0 0 0 0 0 0 0
coldness in your | Sometime | 5 (41.7%) 0 2 (16.7%) 0 4 (33.3%) 0 4 (33.3%) | 2(16.7%)
hands or feets? Never 7 (58.3%) 12 10 12 (100%) | 8 (66.7%) | 12 (100%) | 8 (66.7%) 10
(100%) (83.3%) (83.3%)
Are you Always 0 0 0 0 0 0 0 0
irritable? Often 0 0 0 0 0 0 0 0
Sometime | 2 (16.7%) 0 5 (41.7%) | 5(41.7%) | 4 (33.3%) 0 6 (50%) | 2(16.7%)
Never 10 12 7(58.3%) | 7(58.3%) | 8(66.7%) | 12 (100%) 6 (50%) 10
(83.3%) (100%) (83.3%)
Do you feel sad Always 0 0 0 0 0 0 0 0
or depressed? Often 3 (25%) 0 6 (50%) 0 0 0 0 0
Sometime | 3 (25%) 5 6 (50%) 6 (50%) 8 (66.7%) 2 (16.7%) 6 (50%) 4 (33.3%)
(41.7%)
Never 6 (50%) 7 0 6 (50%) | 4(33.3%) | 10 (83.3%) 6 (50%) 8 (66.7%)
(58.3%)

The Quality of life was assessed in percentage based on the subjects response. The results shows that the quality of life (percentage scored) was
better in Clevira treated group compared with the control group at the end of the study.

Table 6: Adverse events observed during the study period.

Adverse Event

Group 1(Clevira)- Viral fever
with thrombocytopenia
(No. of subjects)

Group 2 (Control)-
Viral fever with
thrombocytopenia
(No. of subjects)

Group 3 (Clevira )-
Viral fever without
thrombocytopenia

(No. of subjects)

Group 4 (Control) -
Viral fever without
thrombocytopenia
(No. of subjects)

Nausea 3 5 4 2
Vomiting 2 3 5 4
Diarrhoea 2 2 1 0
Gastritis 4 3 3 2
Giddiness 2 2 3 2
Allergic reactions | 0 0 0 0

There were no serious adverse events observed during the study period.

Table 7: Overall assessment of the study outcome by the Investigator:

Overall impression by
the Investigator

Group 1(Clevira) —
Viral fever with
thrombocytopenia
(No. of Subjects)

Group 2 (Control) —
Viral fever with
thrombocytopenia
(No. of Subjects)

Group 3 (Clevira) —
Viral fever without
thrombocytopenia
(No. of Subjects)

Group 4 (Control) -
Viral fever without
thrombocytopenia
(No. of Subjects)

CURED

11(4%)

8(2%)

10

7
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Marked improvement 1(1%) 1 1 2
Moderate improvement | 0 3(2%) 1 1
Slight improvement 0 0 0 2

*There were nine confirmed cases of Dengue NS1 positive, out of which five were in the Clevira group and four were in the control group.

Fig 10: Overall Cure Rate
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Discussion

In this study, there was a significant reduction in the mean score of
all the clinical symptoms in both the groups, which was more
prominent in Clevira group. The platelet count was significantly
normalized in Clevira treated subjects earlier by 3rd and 4th day
when compared to the control group, were it was normalized on
day 5 and above (figure 7). Thus, Clevira has overturned
thrombocytopenia and led to platelet level regulation.

From the study results, it is clear that the normalisation of
body temperature was evident on Day 5 onwards in Clevira treated
group, compared to the control group were it was normalised after
day 6 and 7. Thus, Clevira is having a good anti Pyretic activity. It
is also evident that Clevira is having a significant improvement
(P<0.001)* in the Arthralgia and Myalgia score on day 3, 4 & 5,
compared to the control group were it was improving on day 5, 6
and 7, suggesting a good Analgesic and anti pyretic activity of
Clevira.

All the haematological and biochemical parameters were
within the normal range with significant reduction in haematocrit
and WBC count, suggesting the anti-Viral property and
immunomodulatory capacity of Clevira against Dengue infections
and other viral infectious fever conditions. Unaltered Renal and
liver function tests suggests the Safety of Clevira tablets at the
recommended dose.

There was a significant improvement in the quality of life of
subjects in Clevira group related to the fatigue, sense of feeling
week, dizziness and sense of feeling depressed, compared to that of
baseline and control group. The overall response (figure 10) of the
Clevira group showed 80% of the total subjects were completely
free from dengue signs and symptom compared to 50% in the
control group and a very good subject compliance was observed.
There were no clinically significant adverse event during the entire
study period.

Clevira, the ayurvedic preparation made of herbs like Carica
papaya, Melia azedarach, Andrographis paniculata, Vettivera

WWW.ijirms.in

Group 2(Control)- Viral

thrombocytopenia

Group 3 (Clevira)- Viral  Group 4 (Control)- Viral
fever without fever without
thrombocytopenia thrombocytopenia

Moderate improvement ~ m Slight improvement

zizanoides, Tricosanthus dioica, Cyperus rotundus, Zingiber
officinale, Piper nigrum, Mollugo cerviana, Tinospora cordifolia.
Carica papaya is known for its anti-dengue and platelet
augmentation activity. It is reported to be having enhancement of
arachidonate 12-lipoxygenase and the platelet activating factor
receptor gene expression which is responsible for increased platelet
production. It also decreases peripheral platelet destruction by
membrane stabilizing activity due to presence of many flavonoids
and phenolic compounds, which could have facilitated the
significant increase in platelet counts in Clevira treated
patients.[’101?!

Andrographis paniculata is a medicinal plant which was
reported to have anti HIV, anti pathogenic bacteria and
immunoregulatory activities which also possess blood purifying
activity and thus eliminates the toxic metabolites and have anti-
inflammatory, anti-pyretic and analgesic activity."'"**! Limonoids
from Melia azedarach Fruits has been shown to have inhibitory
activity on Flaviviruses and Mycobacterium tuberculosis.™**°!

Tinospora cordifolia which is known to strengthen host
immune system by activating macrophages, NF-kappa beta
translocation and cytokine production in addition its anti-pyretic,
antiviral and hepato-protective activity."® Piper nigrum has shown
to increase the bioavailability of drugs, protects the liver and
neutralizes the endotoxins and detoxifies pathogenic remnants from
liver and blood. Possess analgesic, anti-inflammatory, antibacterial,
antifungal activities. Possesses immunomodulatory effect which
prevent the disease occurrence could have potentially facilitated the
significant reduction in clinical signs and symptoms of dengue
fever associated with thrombocytopenia and in case of other viral
fever patients.!”!

Zingeber officinale is also reported to possess antipyretic,
analgesic, anti-arthritic, and anti-inflammatory activities. It
stimulates the secretion of gastric enzyme to recover appetite and
digestion.™® Cyperus rotandus possess anti-inflammatory, anti-
pyretic and anti-arthritic  properties.  Controls  systemic
inflammations and reduce fever. It also has anti-oxidant effect./"”
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Thus, the Poly herbal preparation of Clevira can reverse the
low platelet counts due to dengue viral fever(anti-dengue) and
other clinical conditions, which are associated with mild to
moderate thrombocytopenia and thus hastens the recovery. From
the discussion, it is also clear that Clevira has anti-viral, anti-
inflammatory, anti-pyretic, anti-arthritic, immunomodulatory and
anti-oxidant properties.

Conclusion

In conclusion, from the results and discussions of the present study,
Clevira is safe and efficacious in reversing thrombocytopenia and
thus normalizing the platelet counts and relieving the clinical signs
and symptoms (fever, myalgia, arthralgia, headache) of Viral fever
associated with thrombocytopenia and other cases of viral fever
without thrombocytopenia when compared to that of the control
group. Thus, Clevira (polyherbal combination) is having good anti-
viral, antipyretic, analgesic, anti-arthritic and immunomodulatory
property.

Henceforth, Clevira can be used as an add on drug in patients
with viral fever with or without thrombocytopenia to relieve the
signs and symptoms of it and for a rapid recovery without any
adverse effects.
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