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The eloquence of our honourable Prime
Minister Shri Narendra Modi Ji over thera-
peutic effects of Ayurveda on COVID-19

In the pandemic situation of SARS-CoV-2, In-

dia has shown an impressive recovery rate of A
~95 percent that places India at the pinnacle '
of recovery rate across the globe [1]. Being a i

yoga practitioner himself, our honourable

Prime Minister Shri Narendra Modi Ji has em-
phasized ancient Indian wisdom of Yoga and
Ayurvedic medicine for the treatment of CO-

VID-19 disease. Furthermore, to combat this
outrageous situation practically, he announced the Jan-
ta Curfew’ i.e., national lockdown, as the precautionary
measures in March 2020, as science was not able to find
the way out for this pandemic by then [2]. The next best
measurement from the Government of India has been
led by the Ministry of AYUSH, by crafting public health
and lifestyle guidelines for immune-boosting and self-
care practices to battle the COVID-19 crisis [3].

Honourable Modi Ji has always been supportive in pro-
moting the Indian traditional knowledge worldwide and
has been motivating the nation through his popular
‘Mann ki Baat’ episodes, tweets, and other social interac-
tive platforms. On similar lines, Modi Ji had tweeted the
infographics from the Ministry of AYUSH on measure-
ments to improve the immunity, using easily available
herbs, chyawanprash, decoction (Kaadha), warm water,
various yogasana, and pranayama which are essential
parts of Indian ancient healing practices [4]. Realizing
the importance of Ayurveda to combat COVID-19, Modi
Ji advised consuming Kaadha (herbal decoction) made
from medicinal plants like Tulsi, Dalchini, Kalimirch, Dry
ginger, Munakka, Cloves, and Fresh lime juice. Further-
more, the adaptation of having Haldi Doodh (Turmeric
‘Golden’ milk) at night was also reinforced, as Turmeric
has been scientifically known to have strong antioxidant,
antimicrobial and anti-inflammatory properties; and
boosts the immune system [5].

In April, our honourable prime minister conveyed the
effectiveness of Yoga and Ayurveda to other countries
like the UK, USA, France, and Germany, in fighting
against this pandemic [6-8]. At the national level,
states with the highest mortality rates were instructed
to strictly follow social distancing, the Arogya Setu
app, and implement a common exit strategy of testing,
tracing, isolating, and quarantine of affected patients.
Additionally, a special task force was established to
conduct scientific researches that could validate the
medicinal utility of Ayurvedic and other traditional
medicines against COVID-19 [9-10].

The efforts from Patanjali Research Institute on tra-
ditional medicines are within the spirits of the move-
ment ignited by honourable Modi ji.

REFRENCES:
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| g S % form, SR A 2020 # wEfEmd
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PREFACE

The year 2020 witnessed the opening
of one of the most challenging eras in
the history of mankind with the out-
break of COVID-19, caused by the
new coronavirus, SARS-CoV-2. De-
spite a fairly thorough understand-
ing of the aetiology and pathology of
this disease, modern medicine, due 4
to lack of specific treatment against
COVID-19, is grappling to cope with
the current situation. Alternative
systems of traditional medicines are
coming up with promising reports. However,
due to the lack of standard operating proto-
col, establishing a cure for COVID-19, from
an alternative system of medicine has been
difficult. Ancient Indian medicinal system,
Ayurveda, is at the core of the working man-
date of Patanjali Research Foundation Trust
(PRFT), Haridwar, India. PRFT has been fol-
lowing the rapid evolution of COVID-19 very
closely right from the day when the first case
was reported. Probably, that is the reason, to-
day, PRFT can confidently declare that it has
found a way to fight COVID-19. This booklet
summarizes the journey of PRFT from fields
(medicinal herbs) to clinic (medicines being
used in clinical trials) via research laborato-
ries, fulfilling all regulatory stipulations, for
developing a solution for COVID-19. This is an
abridged version of the soon-to-be-published
detailed compilation of the processes which
PRFT followed in developing Divya Swasari-
Coronil Kit as a remedy for COVID-19. There-
fore, this booklet gives a flavour of what one
should expect from the main book intended
to serve as a capstone to guide how one can
develop traditional medicines into forms ac-
ceptable by modern medical practitioners
worldwide.
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UTkch A

¥ 2020 I, SAR-COV-2 o THRIT 3~
Ffae-19 (COVID-19) HeMR! o TigHia
o ShIYT, G (a1 o Halfereh <A qut
T I G o 9 § <@ T THh
Eqfos wd e &t gl et ud fov
Tl FH B o dEsE W ey
feferea & IM, Fifge-19 & 9 fB&RE
IR <l B S 5 © Forieh hR0T S
TS 39 Rfr & e o fore amar 5=t
T %1 39 e T qRwRes fofehear i
JehfoTer YOl Ueh STRISHeh URUMY & ®9 H JHT
3N @ | TR, Wk Yo WeiehicT shl sl & shRuT
Teh Jehfodeh SNE Jorell gRT shifdre-19 <t fafere
AT e T & | Wi R faferen ugfa sTRpde R
H & cisiier e BEevH ¢& (PRFT), BRER, 9Rd, &
i ARSI o Sfaid T €139 Ty | PRET oY foa
A & FIfas-19 & shilyer [T <l Tfdfafer ® TR 591
FU | TREA: FE HRT § R 3T weisier qof frer 6
T & TN Y Fehell & foh & hifas-19 § TS o
T I @ forn &1 9 YRde, qasier REe wseeH
T (PRFT) R Slfde-19 &q Toh THEM R e
% foTq, ST FERTeTensti < Gt fHareeh greer=i oht
of T T, IAGH & (el Sl gfedh) | T
SRR (Felfeh TReT0T H WENT shi ST el ST
Tk <l T <l & H T Rl © | I8 Jfen], Tasir
R HI3SYM TR (PRFT) gNI hifdre-19 ot faifehen &g
forerfra <t 712 feer A seRifeT fepe ot fAfid e &
BRI 3T9TE TS fshanat oht fargd Heher (ST foh 3fer &t
YR B ATeT ©) <l Ueh Tfai Ueehul ¢ | 3afoty, 98
et U T e o Setens ©, S feRdl s gr
STOfRT ST &g TG 3ht Shotl <hl a¥E i skt o
¢ YRUNG 3TN ol Ush TH &9 § ol o if {99 R
T 3Tk faferea fo o fafercterl gRT %eiehd &l
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Evidence-Based Research in
Ayurveda against COVID-19 in
Compliance with Standardized
Protocols and Practices

Introduction

Society moves along from the age of pestilence
and famine to the age of receding epidemics
and pandemics (Omran, 2001). Virology began
in 1892 and by 1972 the Nobel laureate Macfar-
lane Burnet widely shared an analogy: “the
most likely forecast about the future of infec-
tious diseases is that it will be very dull.” Yes,
there was a risk of “some wholly unexpected
emergence of a new and dangerous infectious
disease, but nothing of the sort has marked the
last fifty years”(Jones, 2020). Still, after this
juxtaposition, medical outbreak from Legion-
naires' disease, Ebola, AIDS, Influenza, SARS,
and now COVID-19 has followed the script.

Presently, the world is facing a dreadful condi-
tion despite all efforts to contain the spread of
the SARS-CoV-2 virus. It is going to be a year
since, the first case of SARS-CoV-2 infection
appeared on December 08, 2019, in Wuhan,
China (WHO int., 2020). At that time, we did not
know what we were about to face in the coming
months, until, the world’s best medical system
in Italy got crippled in the face of the havoc.
Soon, the pandemic swept across the globe
affecting developed, developing and under-de-
veloped countries alike. This unforeseen public
threat which has plunged the world into a “cri-
sis like none before”, resulting in 1.8 million
deaths (WHO COVID-19 Weekly Epidemio-
logical Update, January 03, 2021) and has also
left acute repercussions on the global economy,
spiraling it into the deepest recession since the
Second World War.

("COVID-19 pandemic most challenging crisis
since Second World War: UN chief", The
Economic Times, retrieved on 15-Nov-2020.)

I § ®ifae-19 (COVID-19) R
AHkIFd Webid Td Uihrsti &
ST H TEG-STRA ST
Rt

e # THg-gHg W e, 3T, Wihideh 3Tl
T WERY R A ed ol forent woft S W
SO Y9 9=l € (Omran, 2001)| T2, oy
a3 (Virology) T URFY 1892 S0 H BT o qer
1972 H AieeT QWRR fasidl Hehtheld d-e (Macfar-
lane Burnet) - fRqd €9 & T 3d T Hal o1 foh:
‘Tz FEIfa & foh wiosr  HehrHek A o1 qTa ST
FHH M TE T & o “Teh Fa 3R et Hehroeh
SHRT & STIT SGd 1 Gl o, fohe] 39 TohR
&t g off SR et w=e ast | 9@ 278 (Jones,
2020)| TR off, 30 THIA-HIAT o THYT bl THIA
o | & S W, Seien, TgH, SHUS, 9
% GhHUT i TWE A HfAS-19 & hIT F Fwuf
frferedn ST feet &)

FAHM H, TR-RE-2 fEI (Virus) o Y8R 1 Aok 6
it JARET o STeS]G S Ush WaTas Fefel ot HeeT o
@El Qaﬁaﬁ%ﬁiﬂw%, ST A-hid-2 (Severe Acute
Respiratory Syndrome Cornonavirus-2) % GshHOT
TEel HHe  feEeaR 08, 2019 &1 =M & JeM ¥ 9
A 3T (WHO int, 2020) | 39 T0T &8 8 U1 Tal o
foh o1 arct WEH H B9 k| ST19aT o1 |IEHT e aret
&, Rlifer 3o A g B Ted 3T, et ot fafera
gotrelt i 3TI Efert &1 TS| 9 & FE ey g R
T fopfia, fosrreiicr iR eTou-fomfad 39 = wo
TG G JAIIT A §8 hel T | SH STIIT HIeSi-eh
WA T A1 BT e Gehe" | e o B, 5k
g 1.8 fAfer w2 gt € (WHO Hifde-
19 GHTfee TerMR fasi{ sTeIa, SHad 03, 2021)
3R 35 afgen steferawen W 1R yE Bien 8, S
fadiia farg g & a5 @ o190 7ok At garg ofiwor s1ffe
ElHES

(‘“Hifae-19 Hemll fgd fag g o+ <5 &
TR Hehe &: TR TG WG, 3 SRl e,
15-Ta%R-2020 ! foram )
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The speed at which the pandemic was spread-
ing left repurposing of already approved
anti-viral drugs as the only choice for a route
towards developing a specific cure for COVID-
19. Thus, a lot of hope was held for these
attempts, until October 2020, when the out-
comes of the clinical trial conducted by the
World Health Organization (WHO) on these
drugs showed enough evidence to move
these drugs out of the trial.

Considering the current state of affairs, there
is an urgent unmet medical need to identify
pluralistic knowledge of the alternative sys-
tem of medicine and repurposing of such
drugs. Almost every country has implemented
restrictions, and safety measures for the con-
tainment of the disease, still and with the
conundrum of vaccine development, the
spread has not decelerated yet. Patanjali

FIfde-19 HeME & g Td ¥ He & FROT TR
I 39 HETHN i Ihe o folg U fafie 3m=R
fIenfia & & foen § fgeed & IR W Faa T
& ARt s o S7R 9% e o R ud it ergEifea Tl
TR TRl T & TR Y T 30 HeMmN &
ITER &g TAN fohal SUI 38 YR o Tl o Ufd
TEA ST 1 gs off, Tt 3Taear 2020 I & qarsit
R {9 W e (Ssequasi) gRI foht T etk
wdteruit & aRoTEl & T i B aderr % =R ¥
e fRid T o o Tate s wefid gul

oo fRafq &1 e | Wa gu, defeus fafear
yonferat o faferer S =T AT <0 g4 S sifert
I TR Y TN | 1 S aht off STa9erehd 2|
I Ycdeh 991 + 39 AT okl Yeherd o fora ufcsei
3 e SurEt Y o foRar ¥, 3 geft et eI
ZiehT fAHTT St Gfehal & STaSIe 39 AT 1 GER T
T Y el 3N T 39 Jgen H W F57 AR




Research Institute (PRI), under the astute
guidance, aerial perspective and approach of
Param Shardhya Yogrishi Swami Ji has worked
relentlessly to develop new series of Ayurve-
dic formulations into medicines which would
be acceptable to modern medical and scientif-
ic fraternity world-wide. Under his intuitive
direction, dedicated scientists at PRI, started
initially with substantial ground work by
screening close to 1500 phytochemicals
among more than 500 medicinal plants with
existing knowledge of Ayurveda, one of the
world-renowned forms of Indian traditional
medicine, and subsequently have developed a
viable option to combat COVID-19 (Figure 1).

In the virtual screening and computational
study, we looked for the binding affinities of
the phytochemicals to the essential SARS-
CoV-2 and host proteins involved in the
COVID-19 infection. We have discovered that
natural phytochemicals in Ashwagandha,
Giloy and Tulsi indeed have potential to com-
bat COVID-19 and its pathogenicity.

Computational Evidence for Withanone,
Tinocordiside and Scutellarein as Anti-
SARS-CoV-2 Agent

SARS-CoV-2 engages the host cell ACE-2
through its spike (S) protein receptor binding
domain (RBD). We have shown that a natural
phytochemical from Withania sominfera
(Ashwagandha), withanone, docked very well
in the binding interface of ACE2-RBD com-
plex (Balkrishna et al., 2020a), and was found
to move slightly towards the interface center
through 50 nano second molecular dynamics
simulation. We have also tested and reported
phytochemicals of Tinospora cordifolia (Giloy)
in our in-silico models and identified that the

@it St & e g, e U Yevid Ul
ey AFiee # qdsiie STJHY™ WX 7 39 I
% R &g UE eTgdfes simfadt <t 2 si@en
el & & T et wa fohan & S fag )
& eyl fafera iR fagm sma # et 2
el St o Hests (e 1w wd g4 udsticn
TG T (PRI) % TUfd I 3 3g4g,
St qrufier fafera it fag ufig ugfodl 8 @ wh
¥, o ISl I % 500 9 e eiwedig ot § u
S ATl 1500 § ek qIuRETEHl shi ShifT Hed
3T, Fifde-19 H faed & o e 3wt faeshe a1
Fosor ferem (st 1)1

g, et BhIfT SR GUhE Te9 (Com-
putational study) T, T UCIRERH! a1 W-hid-2
F Ueh Wi o T YREfe e qieharedt (bind-
ing affinity) ST STEdA feoRa| BHA U o STeen,
fieier iR qordt H IR ST 9ol Wil qIeudreH,
Frd H Fifre-19 IR gHh! ITSTehal T Gehraeh
I T & & Bl

ArH-E-2- el FReE & w9 T g9, feAmiiease
3R THEAR HT HEI-STENRT JHIIT

AH-FE-2 30T FHuedyor e aEen e
(RBD) o HIEAH { UIveh iRl THIS-2 (ACE-2) &
GeAUd T &1 B9 < foh srae (Withania somin-
fera) T T Tehideh TEURHTEH {2, THIE2-STReE!
IR (Balkrishna et al., 2020a) o STEST $eXhd
T e FIseg (Dock) & ST 8, 3T 50 -1 Yehs
uferek et FEHeTeM g1 Q& T I8 STk HeX o
AR T AT T 9T T | SHeh WA T e
(Tinospora cordifolia) % |l AT ISy W
Wzmﬁa?sﬁwﬁasﬁ (in-silico models) T HeEw=T
q uteror feran SR @18 e fF fieie & gren S aren
fAIPIETES Uy WA ot THE-2-3TRES! St




the phytocompound, tinocordiside of Giloy
docks very well within the ACE-2-RBD com-
plex, akin to withanone (Balkrishna et al.,
2020Db). One of our studies (unpublished data)
also showed that a few phytocompounds
present in Ocimum sanctum (Tulsi) may hit
the catalytic cleft of SARS-CoV-2 RNA
(RARP).
Scutellarein is one of them as it binds RARP

dependent RNA polymerase
with a docking score of -8.3 kcal/mol, and
may perturb the Motif B, which is used by the
coronavirus for its RNA polymerization. This
suggests that scutellarein might have inhibito-
ry effect on SARS-CoV-2 RdARP (Figure 2).

gl

T 95d o=l T ¥ Hisdg ol &, oY o A &%
ey H 37 o (Balkrishna et al., 2020b)| 3HR THh
STT (STYHIVNT 22T & 5 ot I =i & foF qort
(Ocimum sanctum) T 3ufkerd P TIqd T, -
I9-2 SIRUAT-3TT STRTAT Gieimest [RNA-depend-
ent RNA polymerase (RdRP)] % IUE S (Cata-
lytic Cleft) ¥ GeIUd & Tehdl & | TheotiR 374 ¥ Uh
T AfiTh & ST RARP o T hisag (ST 37 —8.3
fepelsheiy/HieT) BT & qer ic® B (Motif B) [Sifeh
HRIAT {810 gRT 3TRTAT SEetiehol (RNA Polymeri-
zation)%ﬂmﬁmm%] I SfEd Y FehaTl o
30 qF 9 AT Hohd fHordl © foh Theoivd, rd-ahid-2
RARP & Hfl 3Tarierss To1d Yeifd o Fehar & (1 2) |
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Figure 2: Computational study of Ashwagandha, Giloy and Tulsi
forst 2: Sterren, FieiE T qotet &1 S0 (HETH) AT

We continued to identify more such mole-
cules, the most recent ones being columbin,
nimbocinol, azadirachtin, cirsilineol, orien-
tin, sungucine and ergotamine from Ocimum
sanctum (Tulsi), Azadirachta indica (Neem),
Tinospora cordifolia (Giloy), Salvia officinalis
(Tej Patta) and Strychnos nux-vomica (Kuchla)
which were found to target PLpro and RdRP
of SARS-CoV-2 required for virus replication
within host cell (Balkrishna et al., 2020c;
Balkrishna et al., 2021a).

T UH IR off STupstl <l e AT ST T E,
S8 | 3 & ° s W (Ocimum sanctum),
M (Azadirachta indica), o= (Tinospora cordi-
folia), TSTIT (Salvia officinalis) 3R HIAl (Strych-
nos nux-vomica) T Iuflerd Hﬁﬁf@:{, ﬁeﬁﬁqﬁm
SR 301 e 98, S e R 3 e oy
gfcqur (Virus Replication) & o sTavaes -
HE-2 % PLpro 3R RARP o1 STUT T1eF ST &
(Balkrishna et al., 2020c; Balkrishna et al., 2021a)|



Formulation, Licensing, Chemical
Characterization and Validation of
Ayurvedic Medicine

For any formulation, selection of right quality
raw material is of prime importance. In
Ayurvedic preparations, raw materials are
mainly medicinal herbs or their standardized
extracts. As Ayruvedic medicines are com-
posed of natural ingredients, many factors are
responsible for the selection of right quality
raw material. Quality control assures that the
product has gone through all the specified
procedures like good agriculture and collec-
tion practices (GACP), good herbal process-
ing practices (GHPP), good manufacturing
practices (GMP), good laboratory practices
(GLP) etc., and thus are safe for their intended
use. The quality control of product complies
with the safety, efficacy and potency limits
prescribed in the specification. The process
involved in the drug development followed at
PRI is summed up in the Figure 3.
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sl @ i B ¥, S e A ae &
T % U FRe SFER €1 qasior sigHee
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10 Mapufucturing Hemse

11 Commreocial manulocturing

HPLC

Figure 3: Process Involved in Product Development

o 3: s fmion & fore wger wifsRan




In order to achieve better patient compliance
and driven by computational study,
Ashwagandha, Giloy and Tulsi were formulat-
ed into Divya Coronil Tablet (CN; Coronil),
Divya Swasari Vati (DSV) was made from the
classical ayurvedic formulation Swasari Ras
(Balkrishna et al., 2020d). Divya Swasari
Coronil Kit, containing Divya Coronil Tablet
and Divya Swasari Vati along with Anu taila
(an Ayurvedic nasal drop formulation for
nasal congestion), was developed.

Summary of the full methodologies involved
in the formulation and chemical characteriza-
tion of Divya Coronil Tablet and Divya Swasari
Vati are provided here.

Through UPLC/QToF MS analysis of Coronil,
we identified 41 phytocompounds which con-
firmed the presence of Ashwagandha, Giloy
and Tulsi in this medicinal formulation (Figure
4a). We also developed and validated HPTLC
(Figure 4b) and HPLC (Figure 4c) methods
for identification and quantification of phyto-
compounds in Coronil which were mainly
withaferin A, rosmarinic acid, ursolic acid,
withanoside IV, magnoflorine, and palmatine.
Similarly UPLC/QToF MS analysis of Divya
Swasari Vati identified 39 phytocompounds
(Figure 4d). Through HPTLC (Figure 4e) and
HPLC (Figure 4f), we found that Divya
Swasari Vati contains gallic acid, cinnamic
acid, piperine, eugenol, glycyrrhizin, 6-gin-
gerol and ellagic acid.

As Coronil is a new formulation, therefore all
the three plants used for manufacturing went
through stringent quality check parameters.
However, Divya Swasari Vati being a tradi-
tional formulation already had its herbal con-
stituents authenticated.

The UPLC/QToF MS analysis was performed
on a Xevo G2-XS QToF of Waters using
Acquity UPLC- I Class and Unifi software.
Analysis was performed by Prominence-XR
HPLC system (Shimadzu, Japan) equipped
with Quaternary pump (NexeraXR LC-20AD
XR), DAD detector (SPD-M20 A), Auto-
sampler (Nexera XR SIL-20 AC XR), Degassing

I % GRT SN 1 GHAEE TeU FY TR o]
T ORI STed ¥ URA By, stgien, fien
R ﬂ?ﬂzﬁ FI fe=g ®Rife 2aere (CN; Coronil)
% w9 H [fHq forar mn) fosg gl a2t (DSV) &l
IS sTdfas SMME-hed T (formulation) QTR
' (Balkrishna et al., 2020d) 9 ffda fean
% feor g 92t 9 SRS Taere & Fe 1) det
(TR W o oI ueh Stpaiees T forge) &1
aftafera o= feer gl FRifer feme @t fAmfor fepam
|

HRIAA 3R feeg AR 9t & fegor IR TEEts
foraror  wftaferd RO sl RIS 39 YK &:

SR & UPLC/QToF MS f&ur o Arem 4, 50 41
UIGY ARl St e ht ST 3H ST sheu 13Tl (medici-
nal formulations) ¥ 37eren, fiiei 3iR Jorei i 3ufafd
I g X & (R 4a) | 509 SR | 16T Afen &
JHIONERROT (FE) 3TR WHREROT (A o6 feifon) &
fow, HPTLC (1 4b) 3R HPLC (R 4c) &1 W&
XA G 3 UG YHIOTR dehieh <l 0T 7R T
foran, o9& w9 4 fAuhRa A, IoERAE 37,
TR 3T, fFAgTES IV, HlHele 7R aietdie
SR THEe A IE T 3 R e g ad
% UPLC/QToF MS faréior # 39 uredi ifiieri i gft
%I HPTLC (17 4e) 3R HPLC (7 4f) & Wream 9
T U fop oo i et T Afetes o, fmmi o,
TR, Fotier, TemeEiRiaH, 6-fSisRier 3IR weifsren arvet
U 4 2

S fof RIS U e STve-sheaaT (Formulation)
% Tafere 3ok Fmfor # gt |t i e 3= e
Td OUE-S! & AT & S T 2| T fier grai gl
U URHRe Yol ¢ o simedier seent &t
THTONERROT TEet 9 & g ¢

9 %49 T, UPLC/QToF MS &lvur &l aieH (Waters)
% Xevo G2-XS QToF & &1 Acquity UPLC-1 &
Td Unifi HFIER T ST I g2 forall TR | STkt
TareroT sl MEHH-XR HPLC f&%2H (Shimadzu, J apan)
IYHTT I, T T (NexeraXR LC-20AD XR),
DAD f&eaeX (SPD-M20 A), 3T-HUeR (Nexera XR
SIL-20 AC XR), 9t M (DGU-20A 5R)




unit (DGU- 20A 5R) and Column oven (CTO-
10 AS VP). Separation was achieved using a
Shimadzu Shim pack GIST-HP C18 (3um,
3x100 mm) column subjected to binary gradi-
ent elution. HPTLC identification and quanti-
fication was performed through Camag sys-
tem equipped with ATS4 spotter, ADC2 auto-
matic developer chamber, visualizer and TLC
scanner.

Certificates of authentication of herbs were
awarded by CSIR- National Institute of Science
Communication and Information Resources
(NISCAIR) for Tulsi (Ocimum sanctum;
NISCAIR/ RHMD/Consult/2019/3453-54-179),
Ashwagandha (Withania somnifera; NISCAIR/
RHMD/Consult/2019/3453-54-15) and Giloy
(Tinospora cordifolia; NISCAIR/ RHMD/
Consult/2019/3453-54-63).  Manufacturing
license (letter no. 1371-72/D-431/2020-2021)
for Divya Coronil Tablet and Divya Swasari
Vati (DSV) was issued to M/s. Divya Pharmacy
(Unit-II), Khasra No. 210, 211, Patanjali Food &
Herbal park, Padartha, Laksar Road, Haridwar,
Uttarakhand 249404, by Licensing Authority,
Ayurveda and Unani Services, Uttarakhand,
Dehradun. In order to obtain manufacturing
license, a 'formula sheet' was submitted to the
Drug Inspector Ayurveda, district Haridwar.
The formula sheet completely describes all
details of the concerned plant including Hindi
names, Latin botanical names, part(s) of the
plant(s) being used, form(s) in which used,
their properties and actions, relevant referenc-
es for each constituent herb and their respec-
tive quantities used. Along with this formula
sheet a brief summary of manufacturing meth-
od, dosage, method of use, presentation, shelf
life and side effect of the formulation was also
provided. After the inital review and approval,
itwasforwarded tothe Dehradun (Uttarakhand)
Licensing Authority, Ayurvedic and Unani
Services. The formulation was discussed with
a panel of government experts for approval
After the references and other details were
found satisfactory, license was issued to us.

Td hie 3 (CTO-10 AS VP) IS o T Sigeht
feRam T | 927eR0T %1 6 Shimadzu Shim pack GIST-
HP C18 (3 um, 3%100 mm) ShietH gufera fafer o
Fiqd e IEiee T (Binary Gradient Elution)
% 3TTEY fohal &1 HPTLC <l Helddl § JHOMeR0T
3R YRl HET (Camag) TOTER o HIEAH 9 311
SUHT TY ATS4 TR, ADC2 . fIefld ey
(AR SIAR IRR), FF-9E (Visualizer) Td

TLC TR & e foram 1|

_glﬁlﬂgf (Ocimum sanctum; NISCAIR/RHMD/Con-
sult/2019/3453-54-179), 319N (Withania somnif-
NISCAIR/RHMD/Consult/2019/3453-54-15)
g fiea (Tinospora cordifolia; NISCAIR/RHMD/
Consult/2019/3453-54-63) STNfeR ehT gHTOfieRor
THIOT O, CSIR - TS fIH TR IR T ames
HEIM (NISCAIR) §RT e foham | fosg swrifer
ool wg fomr gl aét (DSV) & ferw fafamior
MeHd (T hHI® 1371-72/D-431/2020-2021) i
<1 WAl (Unit-11), @97 F&% 210, 211, gdsier
%E Ug Belel ek, TaTel, oTeRR e, BRER, IWEUsS
249404, % TTH TTSHRT TN, TG TR FA
HEHS, IWEUE, TBqgT o gRI SN foham |
fafemfor emede W w7 & forw ‘wrgen wie’ g
TR eMgde, foem efigr = It TS| 39 wren
it § Fraf-ad greut o et foreror 5 o 391k fe=dt
M, e aEfdes =T, UTedl & SYET B aTet Wit
T U qAT AL raf-ed or-ed ud feRard, dret
% Uk Rl bl TR Hed-fAqer srufq |Eeem
o YN W ool qel 3T Frli-ed Yged Ael
1 off quiqan TE Juia Sftaferd €1 59 wren e
& qrer fafmior fafer, wm, =it fafer, gegfaeno,
SHaATafe U@ SNY-sheuHT o gTEl S o Seeiad
feram T | RfRe Feften IR STgHIGA % U4, W
TG (STEUE) oA iferehor,  smefes
IR AT WiIEST &l 991 @ T STgHeA & forg
WEHN IO & U Tt & W Siue-hed |
==t ot TE | Fef IR 31 foraor aissieh urg ST
o UgTd, TH TS ST foham |

era;




3 13 kIR2h | [Blile 15 12 18 Ibkyb] b2lbk Bh E2liallh SIW A0LO/DTAN f BLIRLE b Koy

[Tuoi0) ut sapowr danesau pue danisod SW JOLD/DTdN YSnoayl pagnuapi 31am spunodwod [ [e10], : ep oISy

Spoiy a.E._um_____

! n WM RATHIRTL)

>
Q
o)
(&}
c
2
et
©
]
c
(]
(7]
(Y]
=
o




bblwko 14 b2lih bh Biohibl ‘AT S2lklgk] tte Dlble Wte bbRIIOR V bihlebk]

h WU $GT ki WU (€S lgp (kla3h) lnrdellnlitk PIRh 4o blalkbh ‘WU 99€ ‘WU $ST | DRIk 1o D'TLAH &t REIRI% ob Kh]
[IUoI0)

ul dunjew[ed pue durIo[jouSelA ‘A SPISOUBYIIM ‘PIOE II[0SI() ‘PIOE JIULIBWSOY ‘Y ULISJEYIIM JO WU S pUe WU 0¢S
e pourioj1od uonedsynuenb pue UONBZIILALIIP J9)JE ‘WU 99¢ ‘WU {S7 I8 PIIdNPUO0D UONedYNUIP! JTLJH qp 9InSi]

o
'I:-"'l:.?
3}

>
Q
[}
(&)
=
(©]
=
©
-
c
Q
7]
(Y
B
o

e an o i uaaila g rwadipy Wi s 3 (Vakdaeaty pik e iAot

— Ly
TR
| AT AR
VT ] i
=
.w M .,%
£ =

oA p saggn T g m

FEITT
HURTRIIES
£ A 3uLing

Loy anis pAey
amugy) Sy NW%W

LULLRF T




(lo2lkk) 1% JKIb) lodlkibK bh (l3h)

LodbljolbK L Jorte IQRle bh lotle blIADl ‘Bl ‘A Silbiklel) D Edisk] ‘Al SSlbiktk) ¢ B2lith tatte dllo
‘Edllohlil °V SEIRIRIGIESIE RIS bk Exlellb] 2h WU 0IT ph STE “LTT R 1RRI2R 1% D'TAH ‘it DRIl bt Kbl

wu 01

PUe SZ€ °LTT J€ [IU0I0D UI PIOE JIOSI() PUE PISE SIUI[NIIY QUOUBIIMN ‘A SPISOUBTIIN ‘V ULIJEYIIM ‘Al SPISOUBIIN
‘Quneuifed ‘proe JIULIBWSOY ‘QUILIO[JOUSEIA ‘Y SPISOIOJIPI0) Jo uonesynuenb pue uonesynuapi ) 1dH 2 2anSig

uisu ey s ue bl u'st e wee 'k FeL LRI (15]| uul iy wip
I ! [ i [ R e finct h i ¥ (! | W . : L
= — m— o = A i L - - — +o
. 9 =
| I | ‘ 'y i i ' .___ i i L
cre N N 3
L S i
L | | E
] i - _ ]
; _ - ____ | _ ! g W
= =h e
1 = 5 | =3 — i ekl 1WA B
i .m... i = m.. -
(] it o =3 = kL
| eEcs r = £ : " " o & E
_ TERE x| M) 2 | ; - P
ER o= = | = i
g SE o E = T B .
= L M_ = e e £ w H W. =
= z b — o =& = - e
E = et o= R | " = o =% Hoa
2 4 = L b1 =
- ; B E Iz wE ~3 = g |
UL (] i B — == - i T E
" L = =4 W - £
= . z pet
7 .,_ Wi = ait ...._ E
& =
= |
=
w5 T aBE
e

muprz pue sgeogoie (omg) puoaesy pue [spling) gpn prepues po weidmenicgys depaan



>
Q
o)
(&)
=
(©)
=
©
-
(=
Q
7]
(Y
B
o

Sl 12 12 IRl b2llek i B2lollh klagh ¢ Lbbilk hblh 6€ 2% RIE SIN AOLO/DTdN it 12k MIBIR kobl b ki) S

NEA LIBsemg
eAAIQ U1 SN 10LD/J1dN YSnoay) sopouwr saneSou pue aAnisod ur parjryuapi a1om spunoduwod014Ayd g€ [e10L, :ppy 21mSLy

s o nrcde T -
TEINTE
i ;&aﬁai._._._.._ﬁ,uw 15

P e I pﬂn_..._\ﬂ_ : -
w2 ¢ i _.
bty e e

Ao T Sty |

o P L [ I_iu._:..J.H f
T atrid pfiiian :
asnamgAran i 7 [ -
i =___=13__31ﬁ_.a ..ﬂ “wapo o S pw saniand o
=poyy sageBay i A M TS AL S SW 01D/ 10
P A AL e g

-



il Phane Iailille Pliz
rlridni e LiNE
Tolbedie: elhyl ¥yl acetatea:
acoliates '.l'unnlil.' miid
Fnrie adtad = acctic acid:

wither

H LR - e 1
i Merurmywbiaigs by P /e ki Ve g OOy Ehrmntiogram of i ves Seiasar] Yan af 254 nm

Figure 4e : HPTLC identification at 254 nm and quantification of Cinnamic acid, Gallic
acid, Piperine, Eugenol at 280 nm and Glycyrrhizin at 254 nm in Divya Swasari Vati
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Figure 4f: HPLC identification of Cinnamic acid, Eugenol, 6-Gingerol and
Piperine at 278 nm and Glycyrrhizin, Gallic acid and Ellagic acid at 250 nm in
Divya Swasari Vati
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The Central Drugs Standard Control
Organization (CDSCO), Directorate General
of Health Services, Government of India, as
per World Health Organization (WHO) certi-
fication scheme, recently approved the
Certificate of Pharmaceutical Product (CoPP)
for Divya Coronil Tablet (WHO-GMP/CoPP/
DP-1I/131/2020) and Divya Swasari Vati
(WHO-GMP/CoPP/DP-11/70/2020). This cer-
tificate permits export of Divya Coronil Tablet
and Divya Swasari Vati to 158 countries across
the globe (Annexure I and II).

Understanding the mode of action of
the medicine through in-vitro biology
studies

In order to validate our computational obser-
vation showing that withanone from W. som-
nifera can inhibit interaction between human
ACE-2 receptor and SARS-CoV-2 spike (S)
protein, we employed an ELISA based bio-
chemical assay. Human ACE-2 preferetially
interacts with the receptor binding domain
(RBD) of SARS-CoV-2 S protein. Therefore, in
this assay, purified RBD peptide attached to a
substratum was allowed to interact with puri-
fied human ACE-2 protein in the presence and
absence of withanone. The ACE-2 protein was
conjugated to horse radish peroxidase (HRP)
which acted on the substrate tetramethylben-
zidine (TMB) to give a colorimetrically quan-
tifiable solution. We noted that withanone,
indeed, inhibited this protein-protein interac-
tion crucial for SARS-CoV-2 infection (Figure
5) (Balkrishna et al., 2020a).

Ha iy O fEsor Wew (CDSCO),
e YaT WES9erd, qRd 96K, gR, &
W e (WHO) JHIUH Il % 399N,
A G fg=a BRI e (WHO-GMP/CoPP/
DP-11/131/2020) 3R fe=a gk 9t (WHO-
GMP/CoPP/DP-11/70/2020) & ®HTEICHA
ITUTE YHIU-T (CoPP) | STHITGA fehanm Tl 7%
THIUT-U feeT SRIfer Saere 3R fesa gy 9t
=i farg % 158 390t # fata it srafa W= wYar
¥ (3T 1 Wd 1)1

FHA-IRAYAT Ta % weEd | S 6
T YOIl =l ST AT -

TAA WU (FTLIAA) eI fRAr iR
urn & fagf=ar Sfge 4@ gy fF9aE, 99
THTE-2 = Td 9r-hd-2 oW & 75
YR 37 fshal &7 ST T Hehdl ©, THH]
THIOT 3 & o0 87 ELISA STeNid SeaRarad
qdgur w1 TAN foRaATl AME THiE-2 T@wifae
w0 9, GE-sIE-2 WA & {@rex darsfen oA
(RBD) & @Y T=:fohaT iar &1 38 T ),
SR § AUd [a9]g ISl UerEe &t 4Hd &
fogrg w2 Wigfom & @ st=a:foean, fad=ma
1 3uRafq IR srqufRafa # wE T wHiE-2
T, B eq WSS (HRP) ¥ AT &1
T, S orEa®y CHigeeAtIieT (TMB)
& R AY:ER W AT F3d g3 Tk faera ffda
gal, S guifafa & wead § A onl gEd
g fe g8 fagHia areda 3 39 9H-E &t
RER gfehar S o qrd-19-2 & dehAo & fag
TEcdqul Bl &, o1 antad sear & (1 5) (Balkr-
ishna et al., 2020a) |
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Figure 5: Withanone effectively inhibits molecular interaction between virus
(RBD) and host cell (ACE-2) in a dose-dependent manner
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Subsequently, we used the same biochemical
approach to validate the inhibitory effects of
Coronil (CN) and Divya Swasari Vati (DSV) on
interaction between human ACE-2 receptor and
viral S protein. In fact, in this experiment we
included different mutant varieties of SARS-
CoV-2 S protein, namely, SV, SP?16 and SW4¢R,
SPSHG mutation in the virus S protein is known to
make it highly infectious but relatively less viru-
lent compared to the population with wild type
SYT protein which appeared at the beginning of
the pandemic. Currently, it is the SP%C variety of
SARS-CoV-2 that is predominant. However, few
sporadic cases of infection due to SW4f mutant
variety are also reported. This SV#*f mutant vari-
ety of SARS-CoV-2 is more virulent than the
other two types eliciting a drastic cytokine
response (Korber et al., 2020). Interestingly, CN
and DSV, both efficiently inhibited ACE-2 inter-
actions with all these mutant varieties of S pro-
tein (Figure 6) suggesting that these medicines

TS UG Y A TEE-2 RAwT @R 9eRe S
W & e ST R BRI IR feer Ak
T2 & STIALTCHSE YHTE! T JHIOM 63 & fora, qdf
Ty fopu U St Tt f&fer w1 suEn fean
qrEd T, 39 WA § §H 9 id-2 i S W i
STAT-3TCT SN herl i Hieaferd  fwar, <19
foF SWT, SPOMG gnd SWHOR| faETo H SPOHG BRI,
S W T 3T FehHUTehRI o1 <l &, TR, Si-
e & {0 areee 2y SV SR I stiega
T WA eIl € Sif foh 9f9eh Hemt & 3TRe |
el o | SdH |, | hia-2 sl SP6146 fepa gt
¥ TTetifen, Icafiadi fepem SV4OR T HRHU F FD
e i ot GET E1 W HiF-2 S SN e
SWHR 371 T fereHl <Al Tl H STfeeh AR &
ST Uk YaeT hIvITIReh Ufdfehal (Korber et al., 2020)
S AT & | ATk T I8 & fob BRIer IR o=
AT 9, S A & S WA it Goft Seafkad! ferent
% ufd, THIE-2 T=:foRar &l Hererades TaRifed
e (o 6) 309 a7 goma fherar © fF 3 sifeat
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will be effective against SARS-CoV-2 viruswith S~ HIE-shIa-2 o] o S UIeH H IcaRadHi & fovg
protein mutations as well (Ou et al., 2020; Padhi ~ g9t 71t (Ou et al., 2020; Padhi and Tripathi,
and Tripathi, 2020; Balkrishna et al., 2021b). 2020; Balkrishna et al., 2021b)|
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Figure 6: Coronil and Divya Swasari Vati inhibit viral S protein and host cell
ACE-2 receptor interactions. Both of them are effective against different muta-
tions of viral S protein
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Prior to assessing the efficiency of CN and
DSV in attenuating the cytokine response
evoked by SARS-CoV-2 infection, we con-
firmed their cytosafety (Figure 7).
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Figure 7: Coronil and Divya Swasari Vati are safe to be used on human lung cells
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We used purified mutant S proteins to evoke
cytokine responses in the lung A549 cells
which we already pre-treated with either CN
or DSV. The increased cytokine levels result-
ing from exposures to different mutant varie-
ties of S protein were also moderated by CN
and DSV (Figure 8).
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Figure 8: Coronil and Divya Swasari Vati significantly reduce pro-inflammatory
cytokine levels elevated due to SARS-CoV-2 proteins
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The severity of SARS-CoV-2 infection is an
outcome of complex crosstalk between differ-
ent pro-inflammatory cytokines, each trigger-
ing the other, leading to a ‘cytokine storm’.
Through a trans-activation assay using one
cytokine to trigger the expression of others,
we evaluated the role CN and DSV play in
inhibiting this cytokine cross talk. We
observed that CN and DSV both, could reduce
the IL-1P triggered increase in IL-6 and TNF-0.
levels. IL-1B, IL-6 and TNF-0 are the key
pro-inflammatory cytokines responsible for

HE-®E-2 & FHAG I dear v gd-eny
IV o HEA Sifet MHisd ardl (Crosstalk) &1 Teh
RO ¥, U IR Ueh G bl SAford shid
g, forg ufomEsy RmRe SusaT (Cytokine
Storm) 27afd gkt ERA Rerfa S it &1 Tk
SRR hT SYANT h¥d U 3T <kl 3TfHeaferd shl TR
W%WW—Q@WW@SSW)Q?W@
T HITMRE & HIALIH & e H BRI Te
fo=g arai a8t ot YifHeRT o1 Yedieh fohal T | S8k
FoE®Y I% T T foh SRiAer U fosr gl 3t
ST IR G wemien-1p (IL-1p) &1 &4
& hINA-6 (IL-6) T STgadl-o (TNF-a) % &R
T gfg & 1 IR HA1 & | FIRWE- 1B, FIRMIer-6



putting the host immune system into an over-
drive in response to SARS-CoV-2 infection
(Figure 9).
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Figure 9: Coronil and Divya Swasari Vati prohibit cytokine crosstalk
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CN and DSV inhibit the host-virus interac-
tion at a molecular level, which implicated
that they are potential entry inhibitors of
SARS-CoV-2 virus into host cells. We
infected untreated human lung A549 cells
or those pre-treated with CN and DSV with
SARS-CoV-2 pseudoviruses (VSVpp2S).
These pseudoviruses have a recombinant
genome (containing a firefly luciferase
gene) of vesicular stomatitis virus (VSV)
enclosed with an envelope containing
SARS-CoV-2 spike (S) protein. The firefly
luciferase gene acts as a reporter for meas-
uring the extent of virus entry into host
cells through luciferase assay. SARS-CoV-2
pseudoviruses (VSVpp2S) were produced

HRIF Td feg gl a2t sToTfde TR T diieh-
foremoy <t TR e BT Ak € 39 9% A g
& T T et dives ifvreRt § wrd-wg-2 fammy
o T oo T STaRIE Il ¢ | BHA STu=a
O BHS ol A549 IR a1 hRIHA Ud fa=T
AR & g gd-39=d AHFd hhe i 9H-
HE-2 BAGEN] VSVpp2S ¥ FehiHd fhaATl 30
A H IfFoR LHeRRH arRd (VSV) &
U QIEESH SiHE (GRS T Si-
o) BT & il |IY-hIF-2 HUSHIRH (Spike Pro-
tein) Ik TRV ¥ =1 &l &1 ogfAEIT
R o HIEAH 9§ N HITehTsll H IRy & qa9
&t Rarfar 1 A9 & fow wRRTATE g RIHT S
U Ufadesd & ®9 H HE Hdl &1 9g-hia-2
Wﬁf‘ﬂ‘{[ (Pseudoviruses) (VSVpp2S) HEK293




in HEK293 kidney cells using standard
pseudotyping protocol. The inhibitory
effects of CN and DSV on entry of SARS-
CoV-2 pseudoviruses (VSVpp2S) into A549
cells was observed as reduced luciferase
signal above background in case of treated
cells. Subsequently, effects of CN and DSV
on cytokine surges in the infected cells
showed that these medicines could bring
back the cytokine levels to normal (Figure
10) (Balkrishna et al., 2021b).
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Figure 10: Coronil and Divya Swasari Vati moderated VSVpp2S pseudovirus

induced cytokine surge
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Based on all these observations, we arrived at a
proposed model describing how CN and DSV
can possibly act against SARS-CoV-2 infection
(Figure. 11).

Use of in-vivo biology models in pre-
clinical drug discovery and develop-
ment

Pre-clinical animal models are needed in
order to understand the disease progression
and associated symptoms. In the SARS-CoV-2
infection, the use of higher primates like mon-
keys, or other animals like dogs and rodents,
which are generally accepted pre-clinical
models of drug discovery has a myriad of sci-
entific and ethical concerns. Keeping these
considerations in mind, we used a humanized
zebrafish model for determining the use of
Coronil and Divya Swasari Vati in reducing
the pathological features associated with the
SARS-CoV-2 spike protein induction. In our
Coronil study, the human lung epithelial cells
(A549) were injected into the swim bladder
and allowed to colonize for a period of 7 days.
After that the recombinant spike protein of
SARS-CoV-2 was injected at the site of A549
cells introduction and allowed to establish the
disease phenotype. Once the disease pheno-
type was established, the fish were fed the
reference drug Dexamethasone (0.08 pg/kg/
day), and the test formulation Coronil at 0.2X
(12 pg/kg/day) and 1X (58 pg/kg/day) human
equivalent doses (Balkrishna et al., 2020e). In
one set of experiments, the fish were dosed
for 3 days and terminated on the 4% day, and
in the other, the dosing was for 6 days and
terminated on the 7 day (Figure 12).
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Td-qa1feh Siia wfaeit sl sTravashar eidt &1 |-
FIE-2 & FhHU & HLHFA o STt wI-qr Jfort
T gate goft & Sfta S T (@5, 9 (Fr) IR
ekt (FaT), FoTTept T 29 d) W garedi &t @rs
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Divya Swasari Vati was added to the fish feed
at 6 pg/kg body weight, 28 pig/kg, and 142 g/
kg body weight (Balkrishna et al., 2020f).

o= A 92t o6t A o IS H 6 ATSshma/fRm,
28 HISehIUTH/fRIT e 142 HISShRTH/fhIT IR IR
% STIER R T (Balkrishna et al., 2020f)!
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Figure 12: In—vivo model of zebrafish for study of SARS-CoV-2 S protein induced

inflammation
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There was an increase in the infiltration of
pro-inflammatory immune cells like the
granulocytes and macrophages into the swim
bladder as seen by cytological examination.
When the expression levels of the different
cytokines IL-6, IL-10, and TNF-o were
assessed by semi-quantitative gene expres-
sion, the disease control group fish showed a
significant increase in the expression of all
the three cytokines. There was a highly sig-
nificant reduction in IL-6 levels with both
concentrations of Coronil at the 7 day. The
levels of both IL-10 and TNF-a levels were
also reduced at both the concentrations of
Coronil.

Y Gy H RIPERE &0 d W I8 9@l T
fh @EP™ (Swim Bladder) H MR WfoReh
SHITTRT, S HOERI] (Granulocytes) T8 TeGaT]
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ST faf%=1 RISTORERT (Cytokines), SIRTREA-6 (IL-
6), HRWCA-10 (IL-10) Td STHEEA-00 (TNF-QL)
& ST TR T AH-AEAHS S AT ohi
HeFdl ¥ Hodich fohal 1 1 9 T foR A
helol ¥HE A (Disease Control Fish) & Ht diH1
ISR i ST H Ieeia-d 9fg g8 | | o
HRIASA S SET A5l & 1Y HRWA-6 (IL-6)
o TR T AARIE HH YSRIA g1 BRI hi aHl
A5l W SHRMA-10 (IL-10) T STHETA-0
(TNF-0) GHT o &R § f S yeffd g3l



Divya Swasari Vati treated fish showed
remarkable similarity to that of the normal
control group fish, with all the three doses
used (6 ng/kg, 28 pg/kg, and 142 pg/kg body
weight). There was also an increase in the
number of lymphocytes, suggesting disease
recovery. Expression levels of the different
cytokines IL-6, IL-10, and TNF-a also
showed a similar trend as that seen in the
immune cell infiltration. The disease control
fish showed a significant increase in the
expression levels of all the three-cytokine
genes (Figure 13), while treatment with Divya
Swasari Vati rescued this increase in cytokine

levels to normal.
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Figure 13: Coronil (CN) and Divya Swasari Vati (DSV) rescue from SARS-CoV-2
spike protein induced inflammation in swim bladder cytosmears
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Another manifestation of SARS-CoV-2 patholo-
gy is the loss of vascular integrity which was
seen as hemorrhagic spots on the skin in zebraf-
ish. All the disease control fish showed the pres-
ence of skin hemorrhage, which was totally
upon with  both
Dexamethasone and with Coronil. In the Divya

reversed treatment
Swasari Vati study, Dexamethasone and Divya
Swasari Vati (DSV) reversed this skin hemor-
rhage and the fish in the treatment groups had
unblemished skin similar to the healthy control
group (Figure 14).
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Figure 14: Pharmacological treatment with Coronil (CN) and Divya Swasari Vati
(DSV) inhibits SARS-CoV-2 spike protein induced hemorrhage

forar 14: =R (CN) we fisg gk 928 (DSV) % v SUeR ¥ 9ri-wE-2 %
FHIEHYIST ¥ YR e T STERIE Bl &

In addition to the swim bladder, tissue dam-
age was also observed in the zebrafish kidney
as seen by the increase in the morphological
changes to the kidney as well as an increase in
the number of degenerative and necrotic cells.

ASTHE (Zebrafish) & g (Swim Bladder) ED
fafiard 9e H Sae ol aifa off 3@ TR off, S foR
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Coronil however, was able to reduce the num-
ber of degenerative cells in a dose dependent
fashion but was unable to completely reverse
the necrotic cell damage at both the doses
studied.

In the DSV study, multi-organ failure due to
systemic shock was shown in kidney tissue as
an increase in the number of degenerative and
necrotic cells. Cytological examination of the
kidney smears from the disease control group
showed disorganized glomerular tufts and
degenerative and necrotic cells, which were
significantly higher when compared to the
normal control. The kidney damage due to
SARS-CoV-2 spike protein was reversed to
near normal levels upon treatment with Divya
Swasari Vati (Figure 15).
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Figure 15: Cytology of kidney detecting SARS-CoV-2 spike protein induced necrosis
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Since zebrafish are ectotherm, there body tem-
perature cannot be directly measured thus
changes to the body temperature as a result of
SARS-CoV-2 spike protein induction were
measured as behavioral fever. The disease con-
trol fish spent a longer time in water at higher
temperature (37°C) rather than the normal
husbandry temperature of 29°C. Coronil treat-
ment moderately rescued from behavioral fever
at 7" day in a dose dependent manner, as indi-
cated by modest increase in the time spent at
29°C compared to disease control. Changes in
behavioral fever were also mitigated by the
treatment with Divya Swasari Vati as seen with
Coronil. This indicates the protective effect of
Coronil and Divya Swasari Vati on reducing
fever, the sign of an immunomodulatory effect
(Figure 16).
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Figure 16: Coronil (CN) and Divya Swasari Vati (DSV) reduce SARS-CoV-2 spike
protein induced behavioural fever in humanized zebrafish (HZF)
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Importance of Toxicological Studies at High
Doses

After conducting lots of research to estab-
lish the efficacy of our investigational
Ayurvedic formulations through pre-clinical
studies as per different guidelines, methods
and protocols, we proceeded for safety/tox-
icity evaluation as per Central Council for
Research in Ayurvedic Sciences guidelines.
However, this is an Ayurvedic medicine,
thus it is exempted from such requirements
[as per page no: 6, The Gazette of India:
Extraordinary Part II-Section 3-Sub-section
(i)]. Since, we intend to provide a compre-
hensive guideline for developing Ayurvedic
formulations into medicines acceptable by
modern practitioners, so, continuing along
the sequence of requirements, we are con-
ducting toxicological studies as per Good
Laboratory Practices (GLP) in compliance
with CPCSEA guidelines.

The guidelines for 28-day repeated dose toxic-
ity study in rats is in accordance with OECD
guideline for testing of chemicals, No. 407,
titled ‘Repeated Dose 28-day Oral Toxicity
Study in Rodents’. The guidelines for repeated
dose toxicity in rabbits is in accordance with
‘Schedule Y’ of the Drugs and Cosmetics Act,
1940 and Drugs and Cosmetics Rules, 1945,
Govt. of India. These toxicity studies are also
in line with ICH guideline ‘M3R2’. These toxi-
cology studies on Coronil and Divya Swasari
Vati under GLP (Good Laboratory Practices)
norms, are currently underway and the results

of the study will be published soon.
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Designing Clinical Research: Application
on Evidence-based Practice

With these pre-clinical background, we
started conducting clinical studies to com-
plete the bench-to-bedside journey. COVID-
19, due to its nature of transmissibility and
etiology of the causative virus and unavaila-
bility of specific treatment, has become a
pandemic with global threat. We summarize
here the clinical trials, guidelines and stand-
ards followed during the testing of our new
Ayurvedic formulation 'Divya Swasari
Coronil Kit' consisting of Divya Swasari
Vati, Divya Coronil Tablet and Anu taila.
Many clinical trials are underway to find
effective management against COVID-19.
Patanjali Research Institute has conducted
randomized placebo controlled pilot clinical
trial on the efficacy of Ayurvedic treatment
regime on COVID-19 patients in National
Institute of Medical Sciences and Research,
Jaipur, India (CTRI No. CTRI/2020/05
/025273), Chhatrapati Shivaji Subharti
Hospital, Meerut, Uttar Pradesh (CTRI/2020
/09/027882) (Annexure III and IV). This
clinical trial has been enlisted in the World
Health Organization International Clinical
Trials Registary Platform (WHO-ICTRP)
(Annexure V). Few more similar clinical tri-
als are underway to establish Divya Swasari
Coronil Tablet Kit as a first and foremost
traditional medicine to fight SARS-CoV-2.

The STROBE statement was designed after
the CONSORT- the Consolidated Standards
of Reporting Trials-; this statement outlines
the guidelines for reporting RCTs and was
closely followed for our experimental study
researches.

Patanjali Research Institute has registered,
two trials on intervention studies of Ayurvedic
regimen for COVID-19 patients, with Clinical
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Trials Registry-India (CTRI), which approved
and ensured that the research is more com-
plete, authenticated, and data is readily avail-
able publicly. Such CTRI registration improved
transparency, accountability and accessibility
after IEC (Institutional Ethical Committee)
clearance.

Our study was conducted with the highest
respect for the individual participants in
accordance with the requirements of the clin-
ical study protocol and also in accordance
with the following:

- The ethical principles that have their ori-
gin in the Declaration of Helsinki.

- Central Council of Research in Ayurvedic
Sciences; AYUSH, Clinical trials interven-
tion COVID-19; AYUSH, Indian Council of
Medical Research (ICMR), E6 Good
Clinical Practice: Consolidated Guideline.

- All applicable laws and regulations, includ-
ing, without limitation, data privacy laws,
clinical trial disclosure laws, and regulations.

For clinical trials , following the guidelines of
Good Clinical Practices (GCP Sections 4.2.3,
5.6.1, and 5.18.4), we as sponsor had strictly
choosen a trial site with adequate resources
i.e., specialized lab with all facilites for collec-
tion and shipping methods of samples along
with availability of all modern instruments
including RT-PCR testing facility. The pres-
ence of trained and experienced staff, who
understand the complexity of research proto-
cols, regulatory requirements are well-
equipped to coordinate with Institutional
review board was also considered. Besides
these two important aspects certain other key
factors were also considered at PRI as a check-
list before optimal trial site selection and final-
izing trial site for COVID-19 clinical studies.
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General information and Protocol Synopsis
(Table 1)

- Protocol Title, Protocol Number, Protocol
Date, and Protocol Version.

- Name and address of the sponsor.

- Name and title of Principal Investigator
and co-investigator, address and contact
details of site.

- Name and address(es) of laboratories/
technical departments or other institu-
tions involved.

Objective: Evaluate the effect of an Ayurvedic
Regimen (Divya Swasari Coronil Kit) admin-
istered in COVID-19 patients.

Trial design: Treatment, randomized, dou-
ble-blind, placebo-control, parallel assign-
ment, safety/efficacy trial.

Primary objectives

- To render the proportion of patient show-
ing clinical improvement in mild, moderate
and severe COVID-19 cases.

- Mean duration (days) for clinical recovery.
Secondary objectives
- To restore health and reduction in serum

viral load.

- Rate of patients with negative SARS-CoV2
on nasal or throat swab RT-PCR test.

- Reduction in increased immunological
markers like IL-6 and other relevant mark-
ers like quantitative CRP, Serum LDH, TLC.

- Drug-related side effects and toxicity, and
tolerability.

- Health status improvement in Quality of
life through WHOQOL-BREF question-
naire.
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Table 1: Protocol summary for clinical study.
TRR 1: A5 Tea % forT Wermie w1 WRieT

Protocol title

Objectives

Outcome measures

Phase

Number of Sites

Study Design

Study Duration

No of participants /
Participant’s Duration

Description of study inter-
vention:

Estimated time to complete
the enrollment

Principal Investigator (PI)
and Co-Principal Investiga-
tor




The Informed Consent Document (ICD) is a
summary of the trial written in layman language
for better understanding of the general public.
The document contain a brief purpose of the
trial with complete treatment procedures and
events as per section 4.810 of the ICH-GCP
guidelines. The ICD carries (i) patient/partici-
pant information sheet (PIS) and (ii) the
informed consent form (ICF). Information on
known facts about the research, which has rele-
vance to participation, is included in the PIS.
This is followed by the ICF in which the partici-
pant acknowledges that she/he has understood
the information given in the PIS and is volun-
teering to be included in that research. The
Informed consent attached was approved by
IEC/IRB before utilization to trial site patients.

The clinical trial endpoint is an indicator to be
measured in a participant or in a sample taken
from the participant to assess the objective of a
clinical trial. A trial endpoint is usually estimated
as the difference between the end value and base-
line value of the endpoint measure; in some trials,
follow-up continues for the participants after the
end-of-treatment visit.

Overview of Randomized Control Trial (RCT)
conducted at NIMS Hospital, Jaipur, Rajasthan

The aim of the clinical trial was to evaluate the
impact of traditional Indian Ayurvedic treatment
regime on asymptomatic patients with COVID-19
infection. The treatment consisted of 4 g/day of
Divya Swasari (twice before meals), 2 g/day Giloy
Ghanvati (twice after meals) and 1 g/day each of
Ashwagandha and Tulsi Ghanvati (both twice
after meals) for 7 days. The patients also received
4 drops of Anu taila in each nostril every day 1 h
before breakfast. Anu taila is a traditional nasal
drop which has been used since ancient times to
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treat nasal congestion. The patients in the placebo
group were given look-alike and feel-alike dummy
medicines and nasal drops. By day 3, 71.1% and
50% patients recovered in the treatment and pla-
cebo groups, respectively. Treatment with
Ayurvedic medicines witnessed 100% recovery by
the 7" day, while, it was 60% in the placebo group.
Average fold changes in serum levels of C-reactive
protein (CRP), interleukin-6 (IL-6) and Tumor
Necrosis Factor 00 (TNF-0) in treatment group
were respectively, 12.4, 2.5 and 20 times lower than
in the placebo group. There was 40% absolute risk
reduction in the treatment group with the number
needed to treat being 3 by day 7 (Figure 17).
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Figure 17: Randomized Clinical Trial showing the recovery efficiencies in the placebo and
treatment arms after 3 and 7 days of treatments and effect on COVID-19 prognostic mark-

ers, C-reactive protein, TNF-o and IL-6 levels
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Evidence-based study of Ayurvedic Medicines
against COVID-19

We report here a retrospective survey on the
remedial effects of Patanjali Ayurvedic med-
icines on 59 mildly symptomatic COVID-19
positive patients across multiple govern-
ment COVID-19 care centers in Ahmedabad,
India. After informed consent, patients were
divided into Allopathic + Ayurvedic inter-
vention (n=41) and Ayurvedic intervention
(n=18) groups, based on the type of treat-
ment they decided to receive, that is, Ayurve-
dic medicines with Allopathic treatment or
Ayurvedic medicines alone, respectively.
Natural medicines included oral doses and
nasal drops; the dosage and regime were
decided based on the recommendations
from Ayurvedic texts. The modern medi-
cines included Azithromycin, Vitamin-C
and anti-histamines. The patients were con-
firmed for COVID-19 infection through
RT-qPCR of nasopharyngeal swabs at the
baseline and subsequently, observed for
symptomatic improvement. Data on symp-
tomatic relief, collected over a period of two
months, showed that more patients recov-
ered in Ayurvedic intervention (83.33%)
than in the Allopathic + Ayurvedic interven-
tion group (48.78%) within first 13 days of
treatment, and that too, without any adverse
effects, indicating faster and safe recovery
among those treated with natural medicines

alone (Figure 18).
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forar Tl < HEH 1 STEfy § wskfd e
YR | Ha4d 3Tehei (21) ¥ AT g2 foh STaR
& ueel 13 et & ooy, o fordlt g g9
%, UANIaeh+3Tgdiaeh HeAadl (48.78%) HHE
#F g 1 smgdfeE weAadt (83.33%) W i
sfirer It T gu, 399 9% 3R e © R 39
UG AR & g § vy gur IR gRfem
TTEA AT UTH T3T STkl shaer Wiahfeen sirfer
q IY=Ra fohan @ o (e 18)1
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Public Health Research and Development
conducted against COVID-19 at Patanjali
Research Institute (PRI)

As a cutting-edge research institute, PRI
works to enhance the quality and understand-
ing of healthcare and traditional medicine
globally. Patanjali Research Institute is com-
mitted to harness our resources and expertise
to identify, understand, and address unmet
public health needs. We have recently started
working interdisciplinary to understand the
impact of Patanjali Ayurvedic formulations as
a health-related quality of life predictor and
other matters of critical health. We are gener-
ating a research agenda to understand health
situation and asses health trends with setting
norms and standards. Besides this we have
also followed the guidelines of ICMR for con-
ducting public health research.

Role of traditional Ayurvedic regime in
relation to treatment satisfaction on psy-
chological health and quality of life: Con-
clusion drawn from clincal trial studies

The availability of Divya Swasari Coronil Kit as
a combined treatment regime has come up as a
pre-emptive remedy and an adjunct treatment
option on a wide level with repurposing its
effectiveness against the most dangerous
COVID-19 pandemic. As briefed from the
pre-clinical studies, this treatment has shown to
suppress inflammatory storm, modulate
immune function and reduce lung injury caused
by SARS-CoV-2. The fundamental research has
proved to provide promising bidirectional regu-
lation in the symptoms associated with SARS-
CoV-2 infection.

qaSIel STTEY W¥AH (PRI) § Hifae-19
% faeg feen o S w@Ren STgHYN T
faem

U STOf SHHH W % &Y H udeier af¥e
TR W @A G T qRANes e i orErt
Td kT ITAAT T ST T 3H FEeR S H ged
TN Y&l & | TSl ST e 310 IeTed]
HTEA! T RN (FRiGedn) & gRI SHEge™ &
SIS hl TE-FX T THH-FL 38 07 hdd
o foTu Ufearg & | 3161 & § 3o AT Sfa Ue $eed
I Fehequ! Rafd o 1= el W Taree-Hadt et
% 1 H gdfed 9-HETA & T FI A
Y & =T &5 H aglavae Sl sl wE SR
o fean & | waree gurett =i fAfEd Adet ud e
e a3 T Ered-gaeh fRafadi 1 ausH
Fq BH STTHH i U fafdTE wRgE qar R @ €
T ARG, ST WReA-Geel sTHY™ & forw 0
AR Ffhe sEa aRug (ICMR) o fFuiia
ferei we fdelt o1 W% sTue fRa €1 &9 39k
et § gear § faam W 2

T % A @A Td S sl o W
WHRIHAE J9E &% G- § IRuReE gas
fafrem ugfa &t e =1 JqE wdewi %
37T % STMUR W Frewd

fez arafik FRfe fhe 6t ts dgaa i
AT ok ®Y H YA, Ak T W Tk JIH
JATESTE! ANfY Ud A SUER, % w9 H AHd
3T %, Forol Skl YuaHINGT I WATEE HaTRt
FIfde-19 & IUER & TR fera T &1 i fF
TR STl § A1 g3 € foF 39 faferen gr
LG YOI HhTH I HH-h1d-2 o HROT S~
NS IUKA T A 3T, TR T FaA d5ck
BE AT FEREA &I § HH ff @ TE| IE g
STIEUM, SARS-CoV-2 HHHU H [ oo |
TS fgfeer faf e yem & aren fig gan 8|




Looking into the overall consumption at an
extensive scale, Patanjali Research Institute
under scientific viewpoint has conducted an
exploratory, web-based survey to understand
real-world accounts on the treatment satisfac-
tion with correlative impact on psychological
health (PH) and Quality of Life (QoL). Following
the standard CHERRIES (checklist for report-
ing of Internet E-surveys) (Figure 19).

H1 Treatment
Satlsfaction (TSQM)

Remographic Characteristics ——-

TH YRR hIde-19 & ITIR &g AMMH WX W
THG ITAN Hl S@d B TaSiiel ST FEAH
H, A T&Eed (PH) T4 Sfia &l JUrET (QoL)
W e g9 o WY TR FqE W arEdfas
guTEl ®I GHSH T, dFIAe gEHI * dEd,
SYUCHS: Td d9-3TeTd Faeor off sifea
fohu| fS9H CHERRIES (Checklist for reporting
of Internet E-survey) HIFehl @1 UTetd fehar =T
GERDY

H2 Paychological Health{DASS-21 )

Health-related quality of e
{EQ-5D-5L)

H4

Figure 19 : Conceptual Model: Each path is identified by the hypothesis with

which it is associated.

=t 19; Hereuan Ufdeel: Teieh T &l Fraf-d TRehedHT & AR W SEd 98 Te=d

R AT D

The results of our survey (under publication)
highlight that all domains of treatment satis-
faction comprising of effectiveness, conveni-
ence and global satisfaction positively corre-
lates with quality of life. Additionally, with
increased global satisfaction from the treat-
ment regime, we observed significant
decrease in depression, anxiety and stress in
the individuals. Out of all the categories of
socio-demographic details, marital status
and socio-economic class were found to be
correlated with treatment satisfaction aris-
ing from the medication. With alleviation of
physical symptoms, like, cold, cough, fever,
etc. we observed improved psychological

T HT0T o RO (FeRTemE) ¥ Ha g3 foh TR
H grEIfd G & |t g, fSH gwraeiierar, wiw
w9 G Sie it ToE § gt ¥ sge il
30 fafercan e grT Afyes GqfE & 9fg 89 @ s
g fop Sl | stare, fFemign (o) wd g |
TG ! g3 | Tl AR -STHiReaeR forawolt
ot Aforl 7 9, Janfees Ruf wd amifSes enfefe af
1, 3TN & W & 919 gF T | ef-erd @ T
39 T S WerEdr ¥ Wi a9 Sl wiavar,
T, S 3G o I o 1Y & B0 AHeh W@
Td el afad Siad ht TUreT (HR-QolL) ferfa
I IAHR = (o 20) | 39 AFTGEl S7EEA (Pilot
Study) =T FEIAT ¥ A BT & foh feer g wRife



well-being and health related quality of life
(HR-QoL) status (Figure 20). This pilot study
reveals that the treatment satisfaction from
Divya Swasari Coronil Kit has its implica-
tions on psychological health, quality of life
and demographic factors. Successful con-
duction of this study builds confidence
regarding its future feasibility and utility in
understanding psychosomatic effects of new

treatment regimes.

Apart from conducting a cross-sectional
study on general population, we conducted
another study on RT-qPCR positive COVID-
19 patients, who were treated with Divya
Swasari Coronil Kit. Among, 102 patients,
treatment satisfaction was evaluated with
TSQM version 1.2, Morisky medication
adherence scale, and EQ-5D-5L (Quality of
Life).

Data collection was done
Standarised Checklist for Reporting Results
in Internet E-surveys (CHERRIES). From the

results, we observed that with the increase in

following

the medication adherence from low to medi-
um, the health status significantly increased.
Higher medication adherence was also asso-
ciated with increased treatment satisfaction
in patients who opted for Divya Swasari
Kit 21).

increased medication adherence with Divya

Coronil (Figure Remarkably,
Swasari Coronil Kit manifested as improved
quality of life, treatment convenience and
satisfaction. The afore-mentioned study is a
unique one conducted in the field of public
health that

Ayurvedic medicine against COVID-19.

addresses importance of

fohe T AT fohT ST o STRIA UH &8 feifehcd e
1 gA1E Al & HHGS @R, Sitad bl ot
Td SR HREA W TS §1 3T U0 F
Hherargdes quf fhT S & aRomRasy gq simfy it
feree] St AT o Wil STCHTS AT ST haclt & qel
e & | A afeheareres SiNfert & Aot
THEl <l el TR FH H ft Hewqul Heg ger
FHA B

T 59 W AdHEATHS T3 (Cross-sectional
Study) ST S o SN A Teh 3T e
fS¥H RT-qPCR ¥ Hiferd wifae-19 difafea AffE=t
1 feer Al SRIFS SNy gRT ST=R fhar @
o1 et 102 AR H TR R 6l TSQM Version
1.2, Morisky Medication Adherence Scale wd EQ-
5D-5L (Sftae sl TureR & TrEfd) S Sushit
e WIEH! %GR Gedich i T HehRIcHe TRUMH
yeiid gul

T WA (CHERRIES) W 9ROy & faaor
I T Y & fafi=1 €21 U8 (Data Collection)
3 9 AFe S IRk STEUR W R @
3T IROTH o STER W &4 I8 F1d 3T foh 3T=R
WEY N T gedl ¥ I i W 31T F 9=
TR R U gfg o H-W1 Al o wareed feafa |
off GUR g371| A7 H ST=R o 941q UH gC Hdlvsieh
TR 9 a1 W oft iR e ¥ R for A 3 fes
AN FRIeT ST 61 gedr ¥ wrer ferar er (Fr
21)| g €9 ¥, o gk wRife siwfyr &
SUER % §¢ I 9 U0 fohT S T S &7
T uR, fafchcda Fioem qen Faw ¥ &9 § yeiid
BU| ST ST 310 37 H, SH-Taeed o & |
oI TTE T S Tet & S FifS-19 & Ui TG
faferear ugft 1 ITAIfTaT &1 dmfe WrHItehdr o
MR W g o 5



Concluding Remarks

We stand in a hopeful position with Ayurveda
by our side. This is evident from the detailed
narration provided here. We have been able to
identify an Ayurvedic remedy and validate it
along with understanding its mechanism of
action as an anti-viral agent. Going ahead, we
have established its clinical efficacy through
rigrous clinical studies, conducted in compli-
ance with strict regulatory guidelines. To the
best of our knowledge, this journey has paved
the path for developing Ayurvedic formula-
tion into medicines acceptable to modern
practitioners. The journey has been an ardent
one with enriching experience for us. We are
sharing this experience through this booklet
with others who are willing to learn and get
benefits from it. Believing truly that our expe-
rience can make a difference for those who
sincerely wish to see Ayurveda as a paradigm
of medical practice, we have summed up our
journey pictorially through a schematic road
map in annexure VI. Through this body of
work we wish to reach a wider readership and,
in the process, hope to do our meagre part

towards the well-being of man-kind.

T feoqoft

3T 30 HETHR & <R § off stydfeer faferaan vgfa
% HRU &Y Uk RS fRgfd § wrEm g1 98
ST Seaiad faegd foeror grr off ¥ 2 2
T 39 Agdfceh AN &I fawro-Jqeft R & w9
ST Ud $qeh! FRamtafer sl 9ol Yok YTHIOrhdT
& Wy s H HeH €1 M d¢d gU %H §H,
e W foun-fAdell ud el 1 qrer d ge
AV SIS 1A GRT TR 0T ST
HTIHIGT 1 Tefud fFam &1 eaR gakam 99 ud
SHER & Heq ¥ 39 AT 3 Agdfes -
T3l ! farfia w2 fafa= snyfae fafemeae!
gRT off 39 27ufY Sl 3TN T Uk e AN g9
ﬁb_qf %| T YR g AYId &Y AT THR
foru uh Tggeier eTgwd e ¥ 3 weft ST
o gegeh ATl T8 3Heh ewnied & forg € g
T YR & HIEAH § 3T I8 AWl I SUH
U T I @ ¢ | e Hifor, engde fafea
Tgfd I U HEer & dR W @y 9rer 9t safed
TUR T 79T ¥ oMY 33T Hehdl &1 BHA 7T 39
HEUT ATAT T S T Hiwrs €9 H Arsireg fqawon
319U VI (Annexure VI) # Tqd {1 &1 & &
TH TEY o WY § BH Yo deh AT0% &R R
TET Hehd ©| B SN € o 39 UfshA § U 9%
3759 FEHTAIAT THadl o HodTl & ford g
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' Presentation Copy

Annexure-I (3TJeTU%-1)

AYUSH/Divya Phamacy/Haridwar/D3/2020-DC (Unit-1)
Government of india
Directarate General of Health Sarvices
Central Drugs Standard Control Organization
{AYUSH Section)

FDA Bhawan, Kotla Road
MNew Delhi-110002
Clated:
Ta,

M5, Divea Phammacy (Linit-10)

Khasma No-210,211, Patanjali Fasd & Herbai Park,
Fadartha, Laksar Foad, Haridwar,

Uttarakbang -249404,

(1 E 1oy %

Subjact: Issuance of additiong

Cerlificale of Pharmaceutical Product (CoPP) of
Divya Corcnil Tahlet|s

& par WHO Certification schemes — reg.
Sir.

With reference 1o vour application on the subject matter, please find herswith
the additional Certificate of Phammaceutical Product {CoPP) dated of
Divya Goronit Tablet as per WHO cartification schems,

Flease acknowlzdge the raceipt

Yoaurs faithfully,

{
hll'lll'yll.'
{Dr. V.G. Somani)
Drugs Controller Gensral (1)

Copy to: 1. Or. DE Katoch, Advisor Ay, AYUSH Bhawan, ‘B

: Block, GPO  Complex,
INA, Mew Calhi 110023,

2, Or. Yatender Singh Rawat, Licensing Authority {By), Directorate of
Ayurvedic & Unani Setvices, Dands Lakhond, PO Gujradda, pesr T
Park, Sshastradhara Road, Dehratiun, Uttarakhand,
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Presentation Copy II:.'F‘

Annexure-I (3TJeTU%-1)

Government of India
Directprate General of Health Services
Ministry of Health & Family YWelfare
CEntral Drugs Standard Central Orgenization

Certi har cal produc

(Ths ceriificats canfirma ta the fonmat recommiended by the Word Health Orgarization)
No. of cartificate WHO-GMPACGPPIOR-1(131/2020
Exparting [cerafying gountry) Indig
Impoiting (requesting aounteyd A Per Appendiy |
1. Name and dosade form of tha produst | Divya Coronll Tabiet
1.1, Achve ingredients) and amadnt(s) per unit dose Aa par Apperidiz ||
For compless compasiion  including  excipients, Ses '
attached
1.2 15 this produst heensed (o be placed o the market far | Yes

uge in fhe =xmorting cauntyT
1.3 1= this product actually or the marksl in fhe expartng | Yes
crLrtny T )

(If the arzwesr f0 1.2 5 yas, oonfinge wilh secion 24 and
omit 3echion 28. N the snswer [0 1.2 iz 00, ot seclion 24
and continue with section 28]

281, Humber of progust icekee ang dete of issus L Mo WK AY-3743013
tzsued date: YA 23 (Valkd upto
L 12122023
242 Product lisence holder (name and address) Divy= Phammacy {Lini-11

Kha=ra No.-2 10,211, Fatenjali Food|
& Herhal Park, Padartha, Lekaar
Foad, Handwar-243 404,

b Uttarakhand
243, Status of product licancs holder *; a. Theapproant s the
albic MANUFACTURER

2431 For catagonas b and ¢ the rems and adoress of Mot Applicatis
the me nufaciurse praducing the dogaas fomm s

2.A4 Is g gummary basiy for approve spperded? Not Applicabls
2A65 1= the altaghed oificially spproved  produst
_fnformation complete and condonaht with the licenos? Yig ||
2488, Applicanl for certificats, i differant from ficence. | Net Applicable
hiddar [
(rama and address)
| 2.B.1. Arplinant far cerificate {nams and address) _ Not Applcable
2 B2 Stas of applizant* | Mot Appticable
afble

3 B.2.1. Far oategonies (b) and (o) the name and adoress | Mot Applicable

ot the manutEsiurer oroducing the dossae fom is” )
L 2.B.3. Why is marketing suthorization lacking? Mot Applizahis |
_2.8.4 Remarks: = = ==

* Gpacty whetkar the person espensibla for placing the produc sn e markat - a. manufacires g
“erEgd 100, b packsgae and o laboly 3 dozzge forn manufsctured by an independer campany, or &

Iz inwalvad B Aono of e akcae




¢ Presentation Copy

Annexure-I (3TJeTUk-1)

3 Dees e gedifying authonty arrange for perlodic
inspectan of the marufeciuring. plant in which the dosage  Yes
form iz producea?
1 o or not applicable proceed fo queshion
3,1 Penodicity of routine inspections (years) Anrival
32 Has the manufacture of this ype of dosage fomm been
|nspected? Ve . -
33 Do the faclides and operations conform to GRP 88 | Yes, WHC Guigelines or GMP for
recommended by the Wond Health Organlzation? Herbal Madicines read wikh
relevant WHO TRS

4, Does the infommation submited by the applicant satisfy | Not Applicakle

the certifying authority on all aspecs of the manufaciure of
the producl? (Applcablc only-when O contachrsare |
invclved in the mapnfactye of e product)

MO = Because itis applicable only whan farsign contractors are Invelved in the manufacure of

| the product
Arldrass of certifying authority Gantral Drugs Standard Conmol
Crganizatan
FOA Bhawan, [TD, Katla Road,
Now Delhi110 002
Telephuns Mumber 011-23236965
Fax 011-23236978 i

Mame of authenzed persor:
(Or V. G.Somanl
Drugs Confroller General (1)

Signaturs \JE_:

or AL G S0MARNL
Driags Conteslle l;Jem_u:l -:'rl|dl.1;|
D t5ammml ol Hnalh Bdiviess
Stamp and dﬂ;‘ﬁ!inl:l,ry al gty #nd Fanily Visslars
ED Blagvian, Kalla Rasd, [ T.0O
gy, DhisTri-1 16002

CRal = NG — 28R,
Waldity up by O -Sepe 2022




Appendix to Cartificate Mo. of

M. Diwyr Pharrmacy (Uni-i)

Appendix-l

Fhasra MNa. 210211, Patanjgli Feod & Herbal Park,

Padartia, Laksar Road,

Harichwar-245 404, Liarakhand -

Forthe Product:

Presentation Copy !I:'F'

Annexure-I (3TJTq%-1)

CENTRAL DRUGS STANDARD
CONTROL ORGANIZATION,
FDA BHAYAN, ITO, KOTLA ROAD,

MEW DELHI - 110002

alid Up to: 01-09-2022

Under | icenze Mo UK. AY-2742013

Mame of Product

Civya Coronil Tablat

COPF Mo,

WHO- G P/ BP-1/121/2020

For the following countrios:

&r. Sr.| Mameol | Bt | 8T HNameof

No. Name of country Ne country l Me. Naine of couniry No, sountry __‘

1| Adgeria 40 | French Guisna 78, | Mahvai 1149 | South Africa

2 fustralis 41 | Gaben B0, | Mauritus t20. [Sudan

27 | Armenia 42 | Ghana g1 | Maldovia 121, | Singapare

4. | Austria 43 Guaternais &2 | Momeoo "422 | Saudi Arshia

| 6. | Argentina 44 Geougla A3, Wiexice 123, | Seyeheiles

6 | Azerbaban 45 | Gemany | B4, | Malsysam 124. | Spiraleone. |

7 Bahrain 48 | Guyana 85 | Myanmar 125. | Blovenia &

| B | Belarws 47 | Giedca BB, | Mauniania ' 128 | Spiomon Islands.

E. Benin 48 | Gulrsa B7. | Madsgashar 127 Somali

14, | Burking Fago 4 Hurgary BA.  Maldwes 128. | Somslia ——]

| 11, | Bedgium 5. | Hong #ong 9. | Mali 12‘3 Eouth Morea

T12 | Brazi 51 | Hendur=s S0 | Malia 134, | Spain ——

13, | Bahames Gz, | Halt 21 Mezambigua 151! Suringm

14, Bangiadesh 53. | Hawal 22 | Menato 132_| Sweziland

15. | Barbhados 54 lcaland w3, | Mongolis 133 Sweden

16. | Belivia | 36| Iran 4. Mopsl 134 | SByria

17 | Buigaria 6. | brag - "85, | Migsnia 1356 | Slovak Republic

15. | Batawana &7 | Ivosy Cossl 86, | Nicatagua 138, | Switrerland

18 Cameroon 56 | Indonesia 97, | Marway 157, | Tanzanla

200, | Czech Republs 5%  rsland 9. | Nethenands 138, Toaa

21| Cambadia Bl | laly BD. | Mamiblz 1138, | Thailand

22 | Ghina B1. | Jordan 100, | Mewzalands 134 | Thailand

23 | Columbia A2 | Jemaica [ 107 | Magar 141 | Tunisea

28| Costarica a5 | Jegen 102 [ Oman 142. | Tahwan [

25 TI5 ‘64, " Kmzakhstan 103, ' Philippines 143 Tunutky

6. | Comge BG.  Kenya 104, Panama 4, UAE

7. | Ghils B8 | Khyrohszian 105 | Panu 145, | Ugands

2& | Canada BT | Kusvail 106, | Pakistan T4§ | United Kingdorm |

| 28, | Cutia aa | Morea 17 | Eopaew 147. | Ukraine |
- Guinga

3l | Cyprus 6% Loicheatein 108 Paraguay 148 | Lizbekistan
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My I|.":'|

[ Dominican I
31 Republic 70 | Lekbanon 108, Portugal 149, LI'E‘-A.
32.  Demmark 71. | Latvia 110 | Paland 750, | Urugudy
33 | Egypt 72, | Lithuaria 111 | Puesmo Rico 151, | Venazuels
34 | Eddania 73 | Leaotho [ 112 | Catar 162, | Vistnam
35 | Ethiopis T4, | Liberiz 113, | Romanks 153, Virgin |slamd
36 | El-Salador 75 | Libys 114, | Russia - [ 154, | Yemen
37 | Fintand TE.  Lusembourg 115, | Rwanda 155, | Yupmalavia
3B [Figi 77, Laos 116, Siarka 168 | @sire
38 | France | T8, | Musost 117 Senegal 157, | Zambla
| [ 118 | Afghanistan 168 | Zimbebwe
Addreas of cartilying authaits Name of auihorized person:
CENTRAL DRUGS ETANDARD CONTROL DRGAMIZATION (Dr. V. 5. Somani
FOA BHAV AN, ITC, KOTLA ROAD, Crugs Conrollar Gemeral {1}
NEW DELH| - 110 002
Telephonie Mo 011- 23236965 _ ,.,'l.f
Tele f Fax: 011- 232368073 Slgnature L

Dr v G 80w
I
Stamp w%ﬁ'"m"“" E.-namﬁ:w.
" e Gzeami of Heakh Senvicos
slinisgiy of Haaliy g Farnity W
FOA Brawan, Kol Road 1T 0
Fleve Ersimi-tioegs

DiS-Moves Dang,

X
?

Fexfm
P aiati
0

_omier T,

Ayl giadas

Herie Bk
e

Bt =
=Eas

Geopointing number of countries where Divya Coronil Tablet and Divya
Swasari Vati can be exportd, as per WHO CoPP GMP License
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Appendiy-ll

Anfiexure 1o WHO-GMPICOPRIDP-I/124/2020 Valid up to: 01-Sept-2022

Mame of the Product: Dhvya Corondl Tablet
iPropristary Ayurvedio Medicine)

Compasition: Eaah 640 ma tablet contains

Sr. No. | Ingrediont!t atin Nama Quanty
_Exu-acm of: I
1. | Gilay [Tmaspnra crﬂrt!.l'fq.l:ra} 300 mg
Ashwagandira (Withanie somaifers) 250 mg
I Tulsi {Gcinhim sanctunt) 50°'mg
Excipients;
|4 Gum acacia (Acavis Arabica) 25 mg
g Taloum {Hydrated Magnesium Sifoate) 7.50 mg =
i Aertsil { Colloidal Siicon Diaxds) _ 6,50 mg
7 | Magnegium Stearate 1.00mg
Harme of autharized perssen;

{Or. V. 5. Somani}
Drugs Condralier Gensral (1)

b
Blgnature .I'!,_EF

'—"‘ v, 5 Wawm

4 ..I:lr1|u|lnr '-.. s 1

S‘Emp mnd da'\a" G-'ll—,-—1| =l ||- LA
Mgty of I

=g Pl

e

280 e s
'.' = ]

D= v Fals .
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Explanstory notea

T Thi= cenificate, which e in the formar sancommended by WHO, sitablishes the alatue of the
pharmaesitiosl produsl and ol the apedicant for the certficate-in the #xparling counfey, il & fora
sngle producl onfy simce marufactinng amsngements and spproved Information far diffsrent
degage forms and different slrengths can vary )

2. Use whemever possitie, intématicnal NMonpropelelary Names (INMs) o pationsl nenpropistany
A

3 Tha farmuls (complete compasition) of e dosaga form should be glu:.kn n the cerificale o be
uppendad.

4, Detgis of guaniialive compasltion are prefersd bul thair provaen s sut:jad 1o e agreemeant of
e prodict icence hoddar,

5 Whenappicable. append delails of any restriction sppled fo the sale, distdbution or adminisbianen
of the produst (hat 1s specied |0 the produd licence,

B Bechorm 28 and 28 ara mutually exchesfe,

¥ Indicate when applicable | tha licenos & pravisional, ot [he product haa mol ot bean aoproved,

8. Specify whelher tha persan responsibée for placing the product on the market:

g} manufacures the dosaege form,
b} patkages andlor labels & dosaaé form manufaiiired by enindependent company; o
k. 18 imvalved In none af ha abave

g Thizs infermaton can only be provided with he comasnt ol the produot boeroe raldar ar; in ihe case
¢l nonregiatersd products; (e applicant Non-tz:rmphﬂc}n al this zaation ndicates that the party
coneimed has nol agreed to Inciusion of this mformation. | sheuld be noted that irformatan
cancaming the sits of piocustion = parf of the produed ligencs. i the prafuction eit2 (s charged. the
llzerioe has fe be updatad or 1 s ne langer valid

10 This fefars to the document, pragared by some nalions) regulstory autharities, that summanizes the
technical basis on which (ae produet bils bean licenged,

V1. This refers ta produst information sppraved by the competart nationa? Tegulatory authonty, such as
Summary Praduct Characharistice [5PC)

12, In this circdmatarsa, oermission for seumg the corificats @ required  frony the produgt lieencs
hioides, This permigelon has to b2 provided to the sutherby by the spplicant

i3 Please indicate the resacn Fat the spplicant hag providad for not requesting registration:

a). the prodom tas bean developod exclushesty for the freatment of cordillons — partioulacly
tropical dissases — fod apdemic (0 19e ooty of export;

b} ihe product hes besn reformulated with @ wiew fo improwing s stabitdy undes bropical
aonditions:

g Iho product has been reformilatad o sxcude axolpienta nol approved for use i pHarmacelics)
produsls im the cauntry of import;

d}. the produst hes bean reformulated 5 mest o difersnt masimum dosage mit for an sowe
lhgTuEﬁEr'rl'

&) uny oiner reason, plesse specify,

14, Mot -epplicable mear= he mandiaclure &= Eng pace ina counlty other than that lesulng the
product ceitliicats and Inspection & condicted under the aegis of the countiy of memnefamiune

18, Tne requirements for pood practives i the manufachae and guality contrel of drugs referred to In
the cedficats are lhose inchided in fhe miry second recon of |he Expait Committes an

Speafications for Prarmacedtical Preparations, WHD Tachnical Report Seres Mo B23, 1542
Annex 1 Recommendatiors specfically spplicable to Biolagical produsts have been formukatad by
rhuagﬂ—lc- Expeit Committes on Bidagical Stahdardizatlon (W0 Technical Report Series, No 822,
1882, Annex )

16, Thiz-sectan is to be comploted when the product licénte boldsr or Bpplicant conforms be sishes (b)
or (&) .88 dessribed in nete 7 above. N s ol particular Impartancs when fareign contraclors s
imnfued e manulacturs af the praduct In thess circemstances te applicant should supply the
certifying authority with information fe identify the contracling parties respansiole fof sach stege ol
manufscture of the finiahed dosage form, and the extenl and nature of sny controds exerclsad over
euch of thess paitles.

17, The fayoat for this- Modsl Carntiflcate (5 avaiiable.on diskette in WordParfeat fram the risian of Crug
Maragement and polivies, Werld Heplth Crganzstion, 1211 Geneva 37, Switzedand
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AYUSH/Divya Pharmacy/03/2020-DC (Unit-I1)
Government of Indla
Minlstry of Heaith & Family Welfare
Directorate General of Health Sorvices
Central Drugs Standard Control Organization

{AYUSH Section)
FERA Bhawan, Moty Hoad
Mew Delhi- 110002
Crate
Ta. . ;
Wiz Divya Pharmaey (Lm0, s acP 104

Khasra Mo, 210-211,
Patanjsli Food & Merbal Park, Padarina
Laksar Road, Haridwar, UK - 240404

Subject: lssuance of Additional Ceriificate of Pharmaceutical Product {CoPP)

of 04 Ayurvedic products as per WHD Certification Scheme - reg,
Bir,

With reference to your application en fhe susjes! matter, plaaga find hemwith
the Carfificate of Pharmacsutical Piodist (CoPP) deted 22 485 28000t the
folkowing D4 (Fourd Ayursedie drugs a5 per WHD cerfication schems:

ﬁ: Hame af the Product Certilicatn Number

1 DIVYA ASHWAGANDHA GHANVATI WHO-BMPIEOERDR- W57 200
L2 | DAY TULSIGHANVATI WHC-BMPIC ORI | GR2020

3 | DIVYA GILOY GHANVAT] WHE-GMPICOPPP-TIRESZ020

4 DIVYA SWARAR vaTl | WHO-GMPACOP RO T oen

Pleass acknowledoe tha raceipt 1o 1his letter and s unclosuiss.

Yours faithfilly
A

(Dr. ¥, @, Somani)
Drugs Controller General {[)

Copy to:
1. Or RBC Katoch, Adviser (Ay.) Drug Control Gall, Ministry of AvusH, 29

Floor, Office Block: 3, East Kidwei Magsr, New Dathi 110027,
2. Slate Licensing Authartty, Swurvedic & Unani Services, Uttaraxhand

Page1ull
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Government of India
Directorate Ganeral of Health Sarvices
Ministry of Health & Family Welfaro
Central Drugs Standard Contral Organization

oate of P

Product

{115 gorifinmts s firme 0 he farmat recomméden by the Woed Healih Organizston |

Mo, e cerifitate - !'.'*.'H&Gbipmnpp.-n-v-lu.lr:\rznzﬂ
Exporiivg [eerlifying) rountry '!Nm
I miprting (mequestivg; sounty fnopar Appendig—|
! Mamsang dosage formoof piodaat QYA SWASAR VAT!
RE | At Il:jﬁdler.ﬁfsl S ArTounts | I::i unit dose 1
for somplile composilion mohiding ssipents 7 AeThe Appandix |l
seRE stachad.
12 b5 ez pmrbic fins=ed g be placad sndhe mishel for Uss 9 the aporing
TS prag) VER
CATrs ¥
13 i thin prodecl satually on tha mael i e Spoitng sounty®
IF e A b 1.2 18 yes, emnbruie wil ssclidn 28 and omil seciié 28 ¥E&
the-answen In T 218 po, Omit soutan 24 and conines: saction 20| ik
i Licgnce Mumber, DK AY-2Iaia1d
20 (Mermbeeot product lienue Ang date.of lesu Granted on 11122073 Vatid up 13 12 2023
V'S Tanvya Prusrriay (Uea-ll), Khasa Mo, 210
282 e - 1%, Patanfal Food. b Hartal Paik. Padsshs
Product licanns: oide N wnd adikes) Liiheat Hoan, Hayitwist 245804, |Jth=2ickarml
India
52 |shalua of produch licons eldsr A The Applesnt = ihe manitacirs:
LA |par catedadns band o the rETE and addrass of
e ManutaciTmg prodocing Ihe dosage form i Mt Applesibie
L&A e summary basie of Approve acpandndt His) Applizstta
FAL [l the staches ofclsly approvos produc]
Inforation complsed and dorsonzar witk the| YES
Lizenzet
2A% | Apploatan for cerlifiate it Sffemnt o foanae] .
“Hodet (Marme s adiress) Net Appicatle
FETn vlicant foe sl (AR A A Not Agplicanla
K- ) SRt o apphsit a b E Mt Appinaiis
ARF Fot categaries Tand othe name and addrese of s ;
= Manafacturitg progdoirg tha dosage faon g* i i
2 E': Vihy i= arieling autianzEme lecking 7 MAE Spracalis
E i [ e

* Bpecify whelnss e parssm respulisble-fon placing e edust 6n the markel - & mEslischires The
duszige Faem B Packages ardior labsls o dosags foom manufaciurss by an mdepemstent CIHMRENY, or
sipahesd i neng of the obove
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a0 [oes the corifying authonty arargs o periedic
inggation af 1ns manufachinng: plant in whioh vES
the dosage tomm is produced?
|E e or Nt apolcabls proceen b guestion
- Penodicny of roubne inspeshion [ears) : Mgl
A Has tha manuiaciure ol thin lype of dosage form | s
been inspocind? TE:
Rt D the h’ullrﬁus'md'ﬂp_emmfu aoiytan o I:-.I.;lFl e i 3
o oo s e e
Oigararatian? AER: TRG WIE e H
4.0 Dzign the rtuistion submitted oy tha applicant
sabsfy the cartifying Suesly an gl dspoiin of
the manufctune of he srodut? Mot Apnlisabis
tappiicable cafy when forsgn coaladon o
Irvealvied. in e manufaciumre of the prodect )
NO- Bacauss ¢ = a Applicableanly when forpn sontracions s lHiobed 0 e manufsehees of
He prcd st |
Addrass of cerifying authety | Cantral Drugs Standard Contral '
Qrganization;
FOA Bhawen, ITO, Hotla Raad,
hew Dielhi- 1100402
Toleghong No 011-23236965
Faoi N 011-23236973

feamie of the dulhelized person
(Or. V. G. Somani}
Drugs eontroller General ()

Siznatura tk

Stamp & Tty

Waldity: 01.08.2022
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Appendis-il
Anrexute In Carlificate N, WHO-OMPCOPPDE-NITA020
\aiet up foi 09.08,2023

Egr the Product. DIVYS BWASARI VATI
|Ayurendic Proprietary Madecina)

Unger Litstie Mumibgr: UK. AY-3742043
COMPOSITION: Each 540 mi tehist contalns:

3 | ingredients Mamo | LM Naime SRAMIEAL | poyiysed | Form | Oty img)
1. | e Biveprrragiatm At Frnides T RO
3| hshdesiv! Bl unlaegem sl Powier 53
3 FRudanh (Greaegerehin | Frigit Pimclnr &4
A Sounth Zigibwiaitiiiat Rheame — Cowder P
— e ¥l I
5. | téash B g Fryit Flokedar 43
& | Chilispn Fiper igngiin Fruit Powede: 42
T | L SiEvglrtematnam Flgwer Hug | Fowder 32
A Daighin SinavmanE ey | Bark Fowdes a2
8| Awsri Anacysius pyrelhnim Reat Powdir 2
0 | bhrakEhasrs Chssical produst Wil Peenwiciet 12,87
el = i Al
11, | MukisStuieBhssme | Slasaked produol Mineral s i 12,571
12| Goddntidnazme Classiznl product e Pogader | goupq
b | =
14 HasprdarEasnem Classicsl produi Minoral Fawder 1T ETH
14 | Fravairu) Diassleal provist Minesil Mo 12.571
150 | Ephankafihosng Ciazsical prodist Minera Fowder | 13.0591
16 frankoan Blhazms Classienl produs Wiriezs sl Pirendee | 1257
Exeipinmis:
17 | Guin seacia Acstin ainbicm Besin Bowdar 25
T_E-__'Elll:hlh llyﬂm'bad HEgnESilm Chierilical Ptritie I r;'s
W Annasi) Cullpidal Silion Dipxide | Chomicsl | Fowdar 5|

Neameof e authorzed person;
{0, V. &, Bomant)
Drugs controfier Gansral (1)




IMS UNIVERSITY RAJASTHAN, JAIPUR

‘} Fully empowered & incorporated as a regular & full-fledged University under
NIMS UNIVERSITY ACT, 2008 duly recognized by Government of India

" under the provisions of the Sections 2(fland 22 of the UGC Act, 1956.
FACULTEES: » Medicine » Densry » Enginsering « Advanced Engy. sManagement » Law « Pharmacy = Nursings Scence & Technoiogy
= Physiatherapy = Alied Heallh Sciences « Fashicn » Media « Mass Come. = Hospifality « Aviallon » Educaion = Libeary Sciances
+ Phiysical Educaion = Fims & Televsion e, » mulit-apeclaiy 11.30-bedded tartiary leved Hospital on campus

INSTITUTIONAL ETHICS COMMITTEE
NIMS UNIVERSITY RAJASTHAN, JAIPUR (INDIA)

Ref. Ho.: NIMSURNEC/2020/036 Date:; 04™ May, 2020

Tor:
Mams: Prof. (Dr.) Ganpat Devpura
Department of Medicine

Sub: IEC (Institutional Ethics Committee] Approval for research project

Institutional Ethics Commitiee had reviewad and discussed the research project titled “Impact of
Indian traditional Ayurvedic treatment regime for nCoV-Z (COVID-19)." After review and
discussion, membars decided to accord ethical clearance and allowed the study o be undertaken
at Mational Institute of Medical Sclences and Research, Jaipur (NIMS University Rajasthan,

Jaipur).

This approval is valid till the completion of the study, please inform us in case of any serious event
ohserved during the conduct of the study.

From: W

Membar Secratary

Institutional Ethics Committea,
NIMS University Rajasthan, Jaipur
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FULL DETAILS {Read-only) -= Click Here to Create PDF for Current Dataset of Trial
CTRIF 202005025273 |Reqgisiered on: 200052030 Trial Registersd

CTRI Mumber

Last Modifled On:

Fost Graduate
Thesis

Type of Trial
Typa of Study
Study Design

Public Title of
Study

Sclentific Title of
Study

Trial Acronym

Socondary IDs if
Any

Details of
Frincipal
Investigator or
averall Trial
Cootdlnator
{multi-center
study)

Details of Contact
Ferson
Scientific Query

Details of Contact
Ferson
Public Query

Praspectively
PR R R

Mo

Interventional

Avuryidy

Randarrizod, Paralle! Grouag, Praceao Soalralled Tria

Impact of affect of Ayurvedic treatmert on novel Corona vinus d sease

Irack of 1ndia
14)

n traditlonsl Ayunvedic treatment reglne for nGow-2 (E0D-

[secondary I

[1dentifier

(ML

[mIL

(Mame Cr Garpel Devpura

Cesignation  Professar Madicing

affillatlon Makinnal Instizute of Medical Sclances
Professor Department of Madicine National Insticuce of Medical
Sciences anc Resezrch, Jaipur Indiz 303122
NH 11 C Jaipur Celhi Highvway Nims Jniversity Campus Jaiour
Rajesihan Incia

Address Taipr
RaIASTHAN
303121
India

[Phena 5250469659

||ch

([Ermain feley pur afvahon <o n

|NEII'I‘|E Cr Abhishek Sharma

|DEEignatiun Asziztaat Professor Madicine

Affiliation Makionial Instizute of Moedical Scicnoe:
Prolessor Deparlment of Madicine Malional Inslilule of Meodical
Selences anc Researoa, Jalpur Tndiz 303177
MH 11 € Jalpur Celhl Hichway Nims Jnivarsity Campus dalaur
Rajesthan India

Address Jaipur
RAJASTHAM
30E02L
Incila

Phone QHEBALELEY

|Fax

|Email d-abhishekshamal®&7@gmail.con

(Mame G ahnishes Sharma
nesistaal Professor Madicine

||Dalgr| atlan
Il
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Source of
Monetary or
Material Support

Primary Sponsor

Details of
Secondary
Sponsor

Countries of
Recruitment

Sites of Study

Details of Ethics
Committee

Regulatory
Clearance Status
from DCGI

Affiliation  |[Mational [nstitute of Medical Sciences
Frofeseor Repariment of Medicing Mational [nstitute of Medical
SCiEncEs and Research, Jaipur India 305121
MH LL C dainur Delhi Highway Mims University Campus Jaipur
Address Rajasthan India
Jaipur
FAJASTHAN
02021
Irdia
Phone SE20BR15135
Fax
Email ||dr.abhisheksharmalea?Egmail.com

Fataniall BEesearch Tnstirute Governad by Patanjall Reserach Foundation Thust,
Haridwar, Uttrakhard

Nama Patanjali Research Institute
Paranjall Research Institute Pataniall ¥ngpesth Trust Haridwar,
Address Lrtarakhand
Type of )
Sponsor Research institution
[Nama ||.n.d dress

Matloral Institute of MH L1 CJalpur Delhl Highway, Mims Unlversity
Macical Sclencas Jalpur Camipus, Jalpur, Rajasthan, India

India
Mo of Sites = 1
Mame af
Principal Lo o Site Address Phone/Fax/Email
) Ite
Investigator
Departnant of Madicine,
Mational Tnetitute of
Madical Solences &
Matlanal  Ressarch, Mims
Inatitute  University Rajasthan, HAZARO0137
ﬁ;ﬁﬁ:“; ol Jaipur KH 11 C Jaipur
¥ Modical  Delbi Higheay Mims deeoakrathiva @ gmail.com
Scignces  University Campus,
Jaipur, Rajasthan, India
Jaipur
RATIASTHAM
Mo ol Clhics Cumrmillees= 1

Namea of Committesa Approval Status

Institutional Erhics Committes Approved

Status
Mot Applicable
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Health Conditian
§ Prablems
Studied

Intervention £
Comparator
Agent

Inclusion Criteria

ExclusignCriteria

Method of
Goncrating
Randam
Saquence

Method of
Concealment

Blineing /Masking

Primary Qubcome

Secondary
Oubcame

Target Sample

Pab=rits 1954 |[Resplrstary tallue, urspeciflad,

Teblek Purs Ms-wagsndi-z S0Gmg BO, Cral, Afber
Ereakfzst ¢ Dinnar Talzlet Pu-e oy Extract LOCD mg
Mylivecic BC, Qrzl, atter B-eaklast ¢ 20~ el Taalek Fure TS
Trerapy  Exlrach 300 mg S0, Oral, aller Breaklasly 2in~er Ao
Tzila 4 drend BO, Masz] Dop Freeder Swaszni Ras 2
cimn B0y O-al, Gelrs Breaklasl @ Cineer

Inkeryventon

Lompaabar FRZEDG ) same dossge fore Dy DralF Masal . le

Agent Trarapy
:‘9"" 1500 Vear) )
rom

Age Ta SO0 Vear(s)
Gender Soakt-

Aeyim stomatlc patlents
Mildly syrpbz -1tic patls ts
Moo araks y Symptamatlc pat enks

Detalls  fge 15-50 years of age
Fak ents zhle b glve Ttaims 2onsent an tolless TnEtiuctons
fgree ool ow 21 19 deys and 30 daves alter tesling pesil we lo
CONTR-13

Sewmrely s onalis pal ienls (Ja07 90%-]
Dretails Sl Besipimdlasy Tishress Syncnene JAR1ST
i ewpeckaney s thiar 1 wzpr due tookser eoa-morsid condiciones

Cormputer concratzd rardormization

Yirolog cal Clearance £5 measurec by BT B0 of Bass Ine. 4 Daye. # Daye.
nasophayng=al swab 14 Days

LConversic o frem Sympzomabic b seymatomatic
patlent

i - . - EE -
Reductian In C-reactive protel~, ESR B IL-G Baselne, I Savs, 7 Davs,

) . 14 Days
T|'|'|'.Ir-.‘:-l.-&‘“.“:|'||. in heamalfnlngucal F&’I'BI'I'IEL-.’:'.". e

T al Laurecyle reunl

Salely anal wsis

Total SEample Size="120"



Size

FPhase of Trial

Date of First
Enroliment
{India)

Date of Study
Complation
{India)

Date of First

Enrolimant
[{Gloahal)

Date of Study
Completion
{Global})

Estimated
Duration of Trial

Ruecruitmant
Status of Trial
[Global)

Recrultment
Status of Trlal
(India)

Fublication
Details

Brief Summary

Annexure-1V (3TJeTU%-1V)

Sample Size from India="120"

Final Enrallment numbers achieved (Total)= "Applicahle nnly for
Crmnplaredy lenminated trnals”

Final Enrallment humbers achieved (India}="aAnpnplicahle anly far
Completed; Terminated trials”

[ F

29052020

Applicable only for Comaletedy Terminated thials

ke Missing

Applicable anly far Comoleted) Terminated trials

Years="0"
Monthg=".2"
Days="1}"

Mot Applicablo

Jpen to Racrultment

™I

COWI-19 nfactien 15 known Booaffect indnaduals with weale immuniny maore
severaly. Therefore, eabancng immunity 15 definicely nne of rthe ways the
dociers acress the glehe have been using for freating COVIN-19 ca5es.

The study Is Intervanticnal Randamized paraliel greup placeka cantralled, Single
Centric trial in which Impact of Indizn traditional svurvedic treatment regime for
nCol-2 [COVID-15) will be guoassed,

Te combat COVID-19 wirus with &yurveda, we have screened close o 1000
phytochemicals fram mare than 100 medicinal plants, in-sillico. We lcaked for
their binding  affinities to COVID-19 essential proteins and  host protein
interactions, We howve discovercd thot netoral phytochemicals in Asbwayandha,
Giloy  and  Tulsi indeed  hawve  poteptials te combat COVID 19 and by
pathogenicity.

The patients who will be included in the study's active control group
will receive -

labler Swasarl Has 5010 g
Tahler Pure Ashwiagandha Extract (R0OD mg)
lahler Pure Giloy Fxrract [5IH1 ma)
Tahblet Pure Tulsl Extract {500 Mgl

Anu Taila (Masal drop)

The above mantioned ayurvedic medicines will be used at following dosage :

In tha morning:
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At-least 60 mins before break-fast : 4 drops of Anu Taila (Masal
drop), in each nostril.

At-least 30 mins before break-fast : Swasari Ras 2 gm (with
luke-warm water}

At-least 30 mins after break-fast : 2 Tablets Pure Giloy Extract
1 Tablet Pure Ashwagandha

1 Tablet Pure Tulsi Extract (with luke-
warm water)

In the evening:

At-least 30 mins before dinner : Swasari Ras 2 gm {with
luke-warm water)

At-least 30 mins after dinner : 2 Tablets Pure Giloy Extract

1 Tablet Pure
Ashwagandha

1 Tablet Pure Tulsi
Extract (with luke-warm water)

The above mentioned active control group will be compared with Flacebo group
receiving placebo of same dosage form. Symptomatic treatment will follow in
both group along with treatment.

The primary outcome of the study will be assessed by measuring virological
clearance as measured by RT PCR for nasopharageal swab at baseline, 3™day,
7thdays and 14th day.

The secondary outcomes will be assessed by measuring conversion from
symptomatic to asymptomatic patient, reduction in CRP protein, ESR & IL-6.
Further improvement in hematological parameter, Total leucocyte count and
lymphocyte count. Safety analysis will also be done.
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Guidelines followed and referred:

1. WHO - Technical Report Series, No. 929, 2005

2. API - Ayurvedic Pharmacopeia of India Volume Pat-1 Volume-1
3. API - Ayurvedic Pharmacopeia of India Volume Pat-1 Volume-2
4

Directive 2004/24/ec of the european parliament and of the council of 31 March
2004 amending, as regards traditional herbal medicinal products, Directive
2001/83/EC on the Community code relating to medicinal products for human
use

International Council for Harmonisation Q2R1
International Council for Harmonisation Q3C R6
International Council for Harmonisation Q6A
International Council for Harmonisation M3R2
United State Pharmacopeia

10. General Chapter <561> Articles of Botanical Origin, United States Pharmacopeia -
National Formulary

A A I

11. General Chapter <467> Organic Volatile Impurities/Residual Solvents, United
States Pharmacopeia - National Formulary

12. The Gazette of India CG-DL-E-21042020-219088- Extraordinary, Part I- Section 1
13. The Gazette of India- Extraordinary, Part II- Section 3- sub-section (i)

14. Test no: 425, Acute oral toxicity, OECD Guidelines for testing chemicals

15. Test no: 407, Toxicity studies in Rodents , OECD Guidelines for testing chemicals

16. Terms & conditions of ngcma for obtaining and maintaining GLP certification by a
test facility; Document No.GLP-101, Issue No. 08, Issue Date: October 25, 2019

17. General guidelines for safety/toxicity evaluation of Ayurvedic formulations (Series
2), Central Council for Research in Ayurvedic Sciences, Ministry of AYUSH, Govt. of
India

18. General guidelines for clinical evaluation of Ayurvedic intervention (Series 3),
Central Council for Research in Ayurvedic Sciences, Ministry of AYUSH, Govt. of
India

19. Good clinical practice guidelines for clinical trials in Ayurveda, Siddha & Unani
medicine(GCP-ASU), Published by Dept, of AYUSH, Ministry of Health & family
welfare, Govt.Of India, New Delhi, March 2013

20. Good Clinical Practice Guidelines, Central Drugs Standard Control
Organization(CDSCO), Ministry of Health, Govt, of India

21. Guidance for Industry on Submission of Clinical Trial Application for Evaluating
Safety and Efficacy (General considerations for conducting Clinical Trial as per
Drugs and Cosmetics Act 1940 and Rules 1945) Document No. - CT/71108, Version
- 1.1, Central Drugs Standard Control Organization Ministry of Health, Govt, of
India

22. Ethical Guidelines for Biomedical Research on Human Participants, Published by
Indian Council of Medical Research, New Delhi, 2017
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Immunity Booster to COVID-19 Intervention

Ministry of AYUSH, Government of India, recognized
"Coronil" Tablet as the "Supporting Measure in COVID-19"

L R l:l'_l:l__-_t;¢' lJJ_;n:Ii OO0 D Do-000 !J_i::l.j:-:-l-fl'_t" (R AR AN RN

AR R ENN]

File No.T-14020/5/2020-DCC

N Government of India
Minjsley of Avurveda, Yoga d Naturopathy, Unanl, Siddha, Sova-Rigpa and
?;m:mehpathy [AYLSL)

OO0t E

Rl e e s h s s s aapnsaannm

O]
YT TeY

NBCC Dffice Block-11T 2" Floor),
Last Kidwai Nagar South Lx-1,
New Telhi-110023

Dated: Fth |anuoary, 121

Mys Patanjali Rescarch Foundation Trust,
Utlrakhand
FErmalediv vavoggifdiv oy g com

aoboBoon

Subject: Application entitled, “Updating the Avush License for CORONIL Tablet from
TMMLUNITY BOOSTER 1a Medicine for COVID-19",
'S:i.'l.'n

\

I am directed |0 reler [0 your ahove meaiilioned !TI":_'IIIHR.'!l and to inform thal the
propusel was ploced befor e Interdisviptiary Technbcal Review Committee under the
Chefrmansnip of L5 K, Manlik, Fermer Profesan, [Jepartment of l’i'.an'na{-plpg:, CALINES om
A7 G IELR020 aend folloveing obsisvirticns T Teen o

1 Adimdristration of anly plaocho (withoul standand caee) inone group roises ellacal
COTICETTIA.
4 Gf'i:lup.wiman:l_lj'r:ii Frag nap been resentecd

Cormnmities appraized and obseoved thit the cons ngrediens ke Tulsi, Asloviguoniia
are included in the National Clinical Protocol for COVID-TY and also based o the ratiomal
and inference ol their pressrlalion, 118 susgeiad Thal || may e usen as sopparling measine
i COVTOR19, -

Fanura laithiully,
Driggilally wigned by DR
CIINTA SRINIVAS RAG
Dot Thu Jan OF 1/:28:00 15T
a0z
Roason: Approvod

(D¢ 5.1, Chinta)

Deputy Adviser,

Dreuig Policy Section
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PATANJALI RESEARCH FOUNDATION TRUST
PATANJALI RESEARCH INSTITUTE

Maharishi Dayanand Gram, Haridwar-249405 (Uttarakhand), India,
Website : www.divyaprakashan.com, www.patanjaliresearchinstitute.com
E-mail : book@divyayoga.com, info@prft.co.in
Tel. : 01334-240008, Mobile: 7302732334, 7302732335



