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ARTICLE INFO ABSTRACT

Keywords: Objective: The purpose of this study was to examine the effect of herbal formulation - Aayudh Advance on viral
Aayudh advance load as well as recovery duration in mild symptomatic patients diagnosed with Corona Virus Disease 2019
COVID-19

(COVID-19). It also aimed to study the effect of Herbal formulation — Aayudh Advance in terms of clinical im-
provement of various sign and symptoms in mild symptomatic COVID-19 patients.

Method: Once the patient suffice the requirement of inclusion, exclusion criteria of the study than as per the
method of ‘Covariate Adaptive Randomization’ technique, patient was assigned in either Aayudh Advance arm
(Test arm) or Control Arm. Here standard of Care treatment was given to all patients of both the arms. Treatment
was given for the period of 14 days or till patient turned COVID-19 negative, which ever was earlier. Clinical
signs and symptoms viz. body temperature, SpO 2, Scoring of Cough & Scoring of Shortness of breath were
recorded on all 5 Clinical visits along with biochemical testing like RT-PCR (with CT value of E gene and RDRP
gene), serum ferritin, CRP and NLR observed on weekly Visit.

Result: Total 74 patients were enrolled in the present study. Out of which 60 patients (30 patients in each
group) have completed study as per the protocol, whereas 14 patients have voluntarily withdrawn from the
study due to getting early discharge from the hospital. All patients in Aayudh Advance treatment group recov-
ered (100%) after 14 days. This observed recovery was 15.38% more as compared to Standard of Care treat-
ment alone. Further, there was statistically significant reduction (p < 0.05) in viral load as indicated by sig-
nificant increase in CT value of E-gene and RDRP gene. Further, no patients reported any Adverse Reaction as
well as no drug to drug interaction was observed with supplemental treatment with Aayudh Advance.
Conclusion: The Aayudh Advance was found safe as well as more effective in terms of reduction of viral load. %
recovery was more in Treatment arm as compared to Control arm in mild symptomatic COVID-19 patients.

Standard of care (SOC)
Adverse drug reaction
Covariate adaptive randomization

1. Introduction hosts and cause respiratory diseases. Among them, severe acute respira-

tory syndrome corona virus (SARS-CoV) and Middle East respiratory

Corona viruses are a group of enveloped viruses with non seg- syndrome corona virus (MERS-CoV) are zoonotic and highly patho-

mented, single-stranded, and positive-sense RNA genomes. Apart from genic corona viruses that have resulted in regional and global outbreaks
infecting a variety of economically important vertebrates (such as pigs [1].

and chickens), six corona viruses have been known to infect human
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In 2019, the Centers for Disease Control and Prevention (CDC)
started monitoring the outbreak of a new corona virus, SARS-CoV-2,
which causes the respiratory illness now known as COVID-19. Authori-
ties first identified the virus in Wuhan, China [1].

Corona viruses will infect most people at some time during their life-
time. Corona viruses can mutate effectively, which makes them so con-
tagious. To prevent transmission, people should stay at home and have
to take complete rest while symptoms are active [1].

Suspected cases can be screened for the virus with nucleic acid am-
plification tests (NAAT), such as RT-PCR (Reverse Transcriptase Poly-
merase Chain Reaction) with confirmation by nucleic acid sequencing,
if required [2].

In humans, the COVID-19 infection shows the signs and symptoms
depending up on the severity of the disease. The patients with uncom-
plicated (mild) illness usually show symptoms of upper respiratory tract
viral infection, including mild fever, cough (dry), sore throat, nasal con-
gestion, malaise, headache, muscle pain, or malaise and patient may
have GIT symptoms like diarrhea and vomiting. In complicated illness
patients may have various stages of Pneumonia (moderate and severe)
and critical (Acute Respiratory Distress Syndrome and sepsis) [3].

Globally as of 14 July 2020, there were 1,29,29,306 confirmed cases
of COVID-19 reported, including 5,69,738 deaths reported to WHO. In
India, from Jan 30 to 14 July 2020, there have been 9,06,752 con-
firmed cases of COVID-19 with 23,727 deaths.

Number of medicines have been suggested as potential investiga-
tional therapies. Many of these are now being studied under various
phases of clinical trials or will soon be studied in clinical trials. In many
countries, doctors are giving Hydroxychloroquine, remdesivir, favipi-
ravir or dexamethasone as a front line therapy to COVID-19 patients
[4].

The most common adverse events observed with hydroxychloro-
quine and chloroquine are gastrointestinal upset along with nausea,
vomiting, and diarrhea. Other adverse effects from acute use of hydrox-
ychloroquine and chloroquine for instance, the most common adverse
events observed with hydroxychloroquine and chloroquine are gas-
trointestinal distress such as nausea, vomiting, and diarrhea. Other ad-
verse effects from acute use of hydroxychloroquine and chloroquine in-
clude hypoglycemia in diabetic patients, neurotoxicity in the form of
tinnitus, headaches, and mood changes, and hemolytic anemia in pa-
tients with G6PD deficiency. Severe COVID-19 patients also commonly
suffer other adverse effects of hydroxychloroquine such as vascular
complications (e.g. endothelium damage) and vasculitis-like manifesta-
tions [2,5-8].

Remdesivir is a broad spectrum anti-viral drug that has shown to in-
hibit SARS-CoV2, in vitro and in vivo. Remdesivir has shown a mixed re-
sults in patients of COVID-19 with an acceptable side effects. Phase-1,
blinded-studies conducted with remdesivir in healthy individuals dis-
played adverse events in 5% of the classes. The adverse events included
phlebitis, constipation, headache, ecchymosis, nausea and pain in the
extremities [2,9].

In a study by Grein et al. common adverse events noted during com-
passionate use of remdesivir in patients with COVID-19 included rash,
diarrhea, hypotension, abnormal liver function and renal impairment.
Additionally, serious adverse events such as - acute kidney injury, sep-
tic shock, multi-organ failure were noted in 23% of the cases, while
60% of the cases had at least one adverse event and 8% of the cases dis-
continued due to various side effects of remdesivir [2,10].

Q. Cai et al. (2020) studied the effects of Favipiravir (FPV) versus
Lopinavir (LPV)/ritonavir (RTV) for the treatment of COVID-19 in an
open label non-randomized control study. The adverse events observed
in the FPV arm of the study included diarrhea, liver injury, a poor diet
compared to the control arm [Lopinavir (LPV)/ritonavir (RTV)] [2,11].

The use of glucocorticoids like Dexamethasone may delay the clear-
ance of viral nucleic acids in patients and should be avoided during vi-
ral replication. The reduction of viral load can be detected by the pres-
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ence of the viral RNA in feces. Ling Y et al. (2020) observed that the
clearance of viral RNA from patients’ stools was delayed in the patients
who ingested Dexamethasone versus the control. This delay in excre-
tion of the viral RNA strongly contraindicates the administration of glu-
cocorticoids in the treatment of COVID-19 patients, especially for those
who experience mild symptomps of the disease [2,12,13].

Therefore, given the seriousness of the disease and the limitation of
the available medications. There is a strong requirement to develop and
identify a medicine that is highly effective against the disease and very
safe in COVID-19 mild symptomatic patients.

India is the country where the world's oldest living health care sys-
tem originated and therefore it is being carefully watched by the world
community that how India handles the crisis using its own resources
[14].

Indian Ayurvedic Medicine system across the country has been put
on alert to serve the nation. AYUSH healthcare facilities are also being
read yield to be converted into quarantine facilities in times of need.
Therefore given the preexisting infrastructure and resources of the
AYUSH healthcare system, the nation would greatly benefit from an
Ayurveda based intervention plan to treat COVID-19 [14,15].

The present study tests a patented and proprietory Ayurvedic liquid
formulation called ‘Aayudh Advance’ in mild symptomatic COVID-19
patients. Aayudh Advance is a liquid formulation comprising 21 differ-
ent types of essential oils along with an artificial sweetner as listed in
Table 1. These ingredients are reported in the scriptures of the
Ayurveda to be effective and safe to be used for the human consump-
tion. Aayudh Advance comprises of specific combinations of phenols,
saturated and unsaturated medium chained fatty acids and alcohols
that are derived from natural sources and converted in to colloids, with-
out the use of heavy metals, for increased efficacy without comprising
patient safety. The oral toxicity study of the herbal formulation -
Aayudh Advance was also performed as per OECD 423 guideline and it
was categorized under Category 5 or unclassified and the observed
LD50 value was >5000 mg/kg in experimental rat.

Further, Aayudh Advance has been approved by state FDCA
(Ayurved), Gujarat and licenced (GA/1800) for the manufacturing and
marketing purposes. Further, in-vitro anti-viral activity of Aayudh Ad-
vance was tested against HIN1 influenza virus as per EN 14473:2013
guideline and was found effective in reducing viral load by 4.275 log
which was equivalent to 67.06% inhibition of the viral load.

Table 1
Composition of aayudh advance.

Sr. No. Name of Ingredients
1 Extract of Coconut
2 Extract of Corn

3 Extract of Sugarcane
4 Oregano oil

5 Clove oil

6 Lemongrass oil

7 Cinnamon oil

8 Coconut oil

9 Neem oil

10 Blackseed oil

11 Spearmint oil

12 Peppermint oil

13 Franckincense oil
14 Lemon oil

15 Eucalyptus oil

16 Coriander oil

17 Lavender oil

18 Rosemary oil

19 Thyme oil

20 Tea tree oil

21 Sweet orange oil

22 EDTA

23 Sweetener as Sucralose
24 Water
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The essential oils used in herbal formulation - Aayudh Advance
work synergistically to yield immune-modulatory effects. These hinder
various bacteria, viruses and fungi from exploiting the immune system
and absorb free radicals that are produced that tend to cause havoc to
the body. Furthermore, the propreitary formulation - helps to generate
a faster systemic reaction against pathogens. In addition, the herbal for-
mulation has various properties that help protect organs and reduce
any unnecessary hypertrophy of the organs that may have resulted from
pre-existing diseases such as diabetes, heart diseases, liver diseases, re-
nal diseases, allergies, etc. Aayudh Advance combines the Ayurvedic
knowledge of creating synergies between various extracts (i.e. essential
oils) with the modern sciences of creating colloids [16-36].

The objective of this study was to examine the efficacy and safety of
the herbal formulation — aayudh Advance in patients exhibiting mild to
moderate symptoms of COVID-19. The effectivity would be evaluated
on the reduction of the viral load and improvement of the recovery rate
upon the administration of the formulation. The safety of the formula-
tion would be determined based on the observed side effects. Adverse
reactions and the requirement of adjunctive medication.

2. Methods
2.1. Clinical trial site

The present clinical trial was conducted at Smt. NHL Municipal
Medical College & SVPIMSR, Ahmedabad, Gujarat, India. The protocol
of the present study ARL/CSP/2020,/002-01 was approved by Institu-
tional Ethics Committee of Smt. NHL Municipal Medical College,
Ahmedabad (NHLIEC), Gujarat, India and the protocol was registered
with Clinical Trial Registry of India (CTRI) with Registration No.: CTRI/
2020/05/025161 [Registered on: 13/05/2020].

2.2. Patients’ recruitment

Patients were recruited amongst those complying with inclusion —
exclusion criteria. Patients were given the patient information sheet in
vernacular language comprising of the, experimental nature of study,
alternative treatments, study procedures that were to be followed prob-
able risks due to test drug Aayudh Advance the information was also
verbally explained by the principal Investigator and or Co-Principal In-
vestigator. Patients who gave their written consent were enrolled in the
study. In addition, patient's demographic data, medical history and on-
going treatment related information were gathered and compiled dur-
ing the patient recruitment process.

2.3. Inclusion criteria

Subject willing to sign informed consent. Subject age group of 18
years and above of both gender. All patients with COVID-19 RT-PCR
positive (within 7 days)/any COVID-19 test kit, admitted to the hospi-
tal/healthcare center. Patients having mild to moderate symptoms of
COVID-19 disease and tested positive for COVID-19 test.

2.4. Exclusion criteria

Patients younger than 18 years. Women who were pregnant or who
intend to become pregnant for the next three months after taking the
drug. Patients allergic to type medications or any of the ingredient of
the formulation. Patients with a neurological history (seizures,
epilepsy, etc.). Patients with a previous history of psychiatric illnesses
(depression, anxiety, suicide attempt).

Patients with cardiac pathologies or relevant chronic diseases that
in the judgment of the clinician recommend the non-inclusion of the pa-
tient in the study. Patients who were on artificial ventilation or oxygen
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supply. Very severe patients of COVID-19. Patients with severe hyper-
tension, diabetes or any other chronic disease shall be excluded.

2.5. Study procedures

After receiving the written consent from the patient, the patient was
assigned to either Treatment arm (Aayudh Advance + Standard of
Care) or Control arm (Standard of Care alone) using covariate adaptive
randomization technique. The Standard of Care treatment recom-
mended by Ministry of Health, Government of India and includes multi-
vitamin supplements with zinc, Vitamin C, Paracetamol, Levocetrizine,
Pantoprazole, Ondensetron, Azithromycin, Cefpodoxine etc and pre-
scribed by the Investigator as required for enrolled subjects.

After enrollment of the patients in the study, clinical parameters like
body temperature, SpO- level, severity of cough and shortness of breath
have been observed by Co-Principal Investigator and recorded in Case
Report Form (CRF). Other biochemical parameters like CT value of E
gene and RDRP gene, CRP, serum ferritin, and NLR ratio were also
tested on Day 1 (Visit 1) for both the arms of the study. Visit 2 was
scheduled on Day 3. During Visit 2, the temperature, shortness of
breath, cough severity, any adjunctive medication requirements and
any supplementation related side effects were measured, observed and
recorded. Visit 3 was scheduled on Day 7. Visit 3 included monitoring
of all the parameters as mentioned in the Visit 2 as well as additional
biochemical parameters like CT value of E gene and RDRP gene, CRP,
serum ferritin, and NLR. Visit 4 was scheduled on Day 10 and parame-
ters observed like Visit 2. Visit 5 was scheduled on Day 14 and parame-
ters observed were like Visit 3. The study ended when patient became
COVID-19 negative followed by the discharge from the hospital. This
way, no further follow-up visits. Would be required post discharge.

2.6. Early withdrawal criteria

Patients may withdraw from the study at any given time, and for
any of the following reasons:

If any adverse reaction or side effect observed during the study, then
the patient may withdraw from the study as per investigator's decision.
If the severity of the symptoms of COVID-19 increases in the study pa-
tients then the patient may withdraw from the study as per investiga-
tor's decision. The patient can withdraw, herself/himself from the study
due to early discharge from the hospital as per their right or withdrawal
as mentioned in protocol and informed consent form.

2.7. Patient enrollment summary

A total of 110 patients were screened out of which 74 subjects were
found to be eligible for the study. The informed consent was given by
all 74 subjects. The study was completed by 60 patients, wherein there
were 30 patients were allotted in each arm of the study. Total 14 pa-
tients voluntarily withdrew from the study because they became
asymptomatic within a week of enrollment and were discharged from
the hospital without undergoing COVID-19 test.

2.8. Clinical observations

2.8.1. Oxygen saturation level (SpO,)
The oxygen saturation level (SpO,) was observed using pulse oxime-
ter in terms of % saturation.

2.8.2. Fever
The body temperature was recorded in °F using an infrared ther-
mometer.
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2.8.3. Cough
The symptom of cough was categorized based upon severity from 0
to 3 scale. 0 = no cough, 1 = mild, 2 = moderate, 3 = severe.

2.8.4. Shortness of breath

The symptom of shortness of breath was categorized based upon a
severity from O to 3 scale. 0 = no shortness of breath, 1 = Shortness of
breath with moderate intensity exercise, 2 = Shortness of breath while
walking on flat surface, 3 = short of breath while getting dressed or
performing daily activities.

2.8.5. Recovery ratio

In given period of time, a comparison of the number of enrolled pa-
tients, between treatment and control study arms, who turned COVID-
19 negative.

2.8.6. Recovery period

The total number of days required for enrolled patients to become
COVID 19 negative. The number of days is counted from the day of en-
rollment to the day of discharge.

2.8.7. CT value

The Cycle Threshold value (CT value) was determined for E gene
and RDRP gene during RT-PCR testing for COVID 19 on Visit 1, Visit 3
and Visit 5 only took place if the patient was not COVID 19 negative by
Day 14.

2.8.8. Serum ferritin

Serum ferritin was tested during Visit 1, Visit 3 and Visit 5, using
Chemiluminescence Enzyme Immunoassay (CLIA) method and repre-
sented in terms of ng/ml (Normal range: 22-322 ng/ml).

2.8.9. C-reactive protein

C-Reactive Protein (CRP) was tested during Visit 1, Visit 3 and Visit
5, using Immuno Turbidimetry method and represented in terms of mg/
L (Normal range: 0-5 mg/L).

2.8.10. NLR

Neutrophil to Lymphocyte Ratio (NLR) was tested during Visit 1,
Visit 3 and Visit 5, using Flow cytometric method and represented in
terms of ratio (Normal range: 0.78-3.53).

2.8.11. Supplementation side effects

The presence of any adverse secondary effects from the supplemen-
tation of Aayudh Advance, was recorded in respective CRF of the pa-
tient.
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2.8.12. Adjunctive medications

Number of patients who were prescribed adjunctive medications for
any supplementation side effects (if observed) were recorded in respec-
tive CRF of the patient.

2.9. Statistical analysis

All data were represented as Mean = SEM. p-value less than (<)
0.05 was considered statistically significant. Depending upon data type,
either one way ANOVA followed by Tukey's post hoc test or Un paired t-
test with Welch correction test was used to analyze the data.

3. Results & discussion
3.1. Demographic details

There was no statistically significant difference (i.e. p > 0.05) ob-
served in demographic parameters like gender, age, height, etc. This in-
significance dictates that there was no biological variation in both the
treatment groups (Table 2).

3.2. Effect on SpO, level

There was no statistically significant difference (i.e. p > 0.05) ob-
served in SpO, level within the groups as well as between the groups
when tested using One way ANOVA followed by Tukey's post hoc test
(Table 3).

3.3. Effect on body temperature

There was no statistically significant difference (i.e. p > 0.05) ob-
served in body temperature within the groups as well as between the
groups when tested using One way ANOVA followed by Tukey's post
hoc test (Table 3).

Table 2

Summary of demographics data of enrolled patients.
Sr. No. Parameters AAYUDH ADVANCE SOoC
1 Age (Years) 33.87 =+ 1.94 36.67 = 1.81
2 Height (cm) 164.7 = 2.31 165.5 + 1.77
3 Weight (kg) 69.72 + 2.89* 62.63 = 1.78
4 BMI (kg/m2) 25.61 + 0.84° 22.93 *+ 0.65

All values are in Mean = SEM, n = 30 in each group.
ap < 0.05 when compared with SOC Group using Unpaired t-test with
Welch's correction, two tailed, n = 30 in each group.

Table 3
Summary of clinical data of enrolled patients.
Sr. No. Parameter AAYUDH ADVANCE SOC
Day 1 (n) Day 7 (n) Day 1 (n) Day 7 (n)
1 % SPO2 level 98.23 = 0.13 (30) 97.76 *+ 0.18 (25) 97.73 = 0.14 (30) 98.00 = 0.15 (22)
2 Body Temp (°F) 98.04 = 0.11 (30) 98.11 + 0.13 (25) 98.41 + 0.21 (30) 98.00 = 0.14 (22)
3 Change in Score of Cough 1.03 = 0.033 (30) 0.60 + 0.12%** (25) 1.00 *= 0.00 (30) 0.60 + 0.11*** (22)
4 Score of Shortness of breath 0.10 + 0.06 (30) 0.09 + 0.06 (23) 0.07 + 0.05 (30) 0.04 + 0.04 (27)
5 Recovery Ratio® 1.00 = 0.00 (30) —1 + 0.00*** (30) 1.00 *= 0.00 (30) —0.73 % 0.13*** (26)
6 No. of Days for Hospital Stay® 8.53 * 0.65 (30) 7.9 = 0.60 (30)

All values are in Mean = SEM, n = No. of patients in each group.

*p < 0.05, **p < 0.001, ***p < 0.0001 when compared between two treatment arm as well as within the arm (Day 1 Vs Day 7) using one way ANOVA followed by

Tukey's post hoc test.
a In this case, observation up to 14 days were considered.
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3.4. Effect on cough severity

Statistically significant difference (i.e. p < 0.0001) was observed in
Cough severity within the groups when tested using one way ANOVA
followed by Tukey's post hoc test (Table 3).

3.5. Effect on shortness of breath

There was no statistically significant difference (i.e. p > 0.05) ob-
served in Shortness of breath within the groups as well as between the
groups when tested using one way ANOVA followed by Tukey's post
hoc test (Table 3).

3.6. Effect on recovery ratio

Statistically significant difference was observed in the recovery ratio
within the groups (i.e. p < 0.0001) as well as between the groups
(p < 0.01) when tested using one way ANOVA followed by Tukey's
post hoc test (Table 3). The percentage (%) Recovery ratio was 100% in
Aayudh advance treatment group after 14 days whereas it was only
84.61% for standard of care treatment (SOC) alone. The percent im-
provement in Aayudh Advance treatment was 15.38% higher than SOC

group.
3.7. Effect on E gene and RDRP gene

Statistically significant difference (i.e. p < 0.05) was observed in E
gene and RDRP gene within the groups in Aayudh advance groups
when tested using one way ANOVA followed by Tukey's post hoc test
(Table 4), whereas there was no statistically significant difference
(p > 0.05) observed between the Aayudh Advance and SOC groups.

3.8. Effect on serum ferritin

There was a 38.88% reduction in serum ferritin value in Aayudh Ad-
vance treatment group whereas only a 18.96% reduction in case of
SOC. Although the Treatment arm showed greater reduction in serum
ferritin level than the Control arm, no statistically significant difference
(i.e. p > 0.05) was observed in serum ferritin within the groups as well
as between the groups when tested using one-way ANOVA followed by
Tukey's post hoc test (Table 4).

3.9. Effect on CRP level

There was a 17% reduction in CRP level in Aayudh Advance treat-
ment group whereas a 47.4% reduction in SOC treatment group. No sta-
tistically significant difference (i.e. p > 0.05) was observed in CRP
Level within the groups as well as between the groups when tested us-
ing one-way ANOVA followed by Tukey's post hoc test (Table 4).
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3.10. Effect on NLR

There was no statistically significant difference (i.e. p > 0.05) ob-
served in NLR within the groups as well as between the groups when
tested using one way ANOVA followed by Tukey's post hoc test (Table
4).

3.11. Supplementation side effects
No any Supplementation related side effects observed.
3.12. Presence of adverse reactions

No Adverse reactions were not observed in any patient during the
study period.

3.13. Requirement of adjunctive medication

There was no requirement of any adjunctive medication to be pro-
vided to patient as supplementation related side effects was not ob-
served.

4, Discussion & conclusion

From the observation and results obtained in the present study, we
can conclude that the supplement treatment of Aayudh Advance (along
with SOC) was safe and effective in mild symptomatic COVID 19 pa-
tients.

Patients recovered faster in the Aayudh Advance treatment group as
compared to the standard of care treatment alone. The observed recov-
ery was 15.38% more in case of supplement treatment of Aayudh Ad-
vance (along with SOC) as compared to Standard of Care treatment
alone at the end of 14 days of the study. The reduction in viral load (in-
ferred from the increase in CT value of E gene and RDRP gene) in case
of Aayudh Advance treatment found statistically significant (p < 0.05)
as compared to Standard of Care treatment alone. The above-
mentioned points indicate the efficacy of Aayudh Advance in treating
patients with mild symptomatic COVID-19 patients.

Aayudh Advance comprising of 21 different essential oils and ex-
tracts, it possess various active chemicals which plays its role for its ef-
fectiveness against SARS-Co2 virus. The probable targets for chemicals
inhibiting SARS-CoV2 virus includes interference with attachment of
SARS-CoV2 virus with host cell, inhibit fusion/endocytosis, inhibit pro-
teolysis, inhibit transcription, inhibit translation and inhibit exocytosis
[37]. Hence, Aayudh Advance may be acting on single target or multi-
ple targets for inhibiting SARS-CoV2 viral load. Studies are ongoing to
understand the molecular mechanism of Aayudh Advance for its effec-
tiveness against SARS-Co2 virus.

Further, in case of Aayudh Advance treatment group, the patient
health did not deteriorate in any form or develop any Aayudh Advance
related complications. No patients reported any Adverse Reaction to
the Supplemental treatment with Aayudh Advance. No drug to drug in-

Table 4
Summary of biochemical parameters.
Sr. No. Parameter AAYUDH ADVANCE SOC
Day 1 (n) Day 7 (n) Day 1 (n) Day 7 (n)

Effect on CT value of E gene 24.19 + 1.123 (26) 31.22 + 1.45*% (09) 26.26 = 1.35(19) 31.75 = 1.38 (04)
Effect on CT value of RDRP gene 24.88 *+ 1.20 (26) 31.22 + 1.45* (09) 27.55 = 1.40 (20) 32.25 *= 1.03 (04)
Effect on Serum Ferritin Level (ng/ml) 158.2 + 59.69 (28) 103.2 + 22.76 (25) 146.6 = 23.49 (23) 118.8 + 25.27 (14)
Effect on CRP Level (mg/L) 10.1 * 3.60 (22) 7.49 = 3.07 (22) 15.4 = 6.00 (25) 8.10 = 5.95 (14)
Effect on NLR Ratio 3.00 = 0.40 (28) 2.70 = 0.45 (21) 2.51 * 0.52 (20) 2.61 + 0.53 (16)

All values are in Mean = SEM, n = No. of patients in each group.

*p < 0.05 when compared between the treatment arm as well as within the arm (Day 1 Vs Day 7) using one way ANOVA followed by Tukey's post hoc test.
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teraction was observed from the Supplemental treatment with Aayudh
Advance. The above-mentioned points indicate safety of Aayudh Ad-
vance in treating patients with mild symptoms of COVID-19. Further-
more, we can also infer that the treatment of Aayudh Advance was
100% safe for all age groups (18 +) in both genders as established in the
present Clinical trial involving mild symptomatic COVID-19 patients.

Aayudh Advance has proven to be highly effective and very safe in
the treatment of COVID-19 patients displaying mild symptoms. The
high effectivity and safety of the formulations can prove to be helpful in
reducing the spread of the virus and the fatalities caused by it. In addi-
tion, since no side effects, adverse effects or drug-to-drug interactions
were reported through the course of this study, wide-spread use of
Aayudh Advance can be deliberated from the results.

Further studies should also be conducted to explore the potential of
Aayudh Advance in comparison with the current medical alternatives
in the market in the treatment of moderate to severe cases of COVID-19.

Ethics approval and consent to participate

Ethical principles in the Helsinki Declaration and as specified in the
ICH-GCP Guidelines, ethical guidelines of ICMR, New Delhi and Clini-
cal Trial guideline of Ministry of AYUSH, New Delhi were adopted for
this study. No serious adverse effects occurred due to the study drug. No
subjects were recruited without his/her informed consent for the study.
The study protocol (ARL/CSP/2020,/002-01) was approved by Institu-
tional Ethics Committee, Smt. NHL, Municipal Medical College,
Ahmedabad (NHLIEC) dated 10-May-2020 and the protocol has been
registered on Clinical Trial Registry of India (CTRI) with registration
no. CTRI/2020/05/025161 [Registered on: 13/05/2020].
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