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Portal on Covaxin major boost for tackling Covid-19: Experts

SHARDUL NAUTIYAL, MUMBAI

]" x order to provide information and updates
| relating 1o the Covid-19 vaccine, Indian
| Council of Medical Research (ICMR) under
L the Union Health Ministry launched a vac-
cine portal on September 28, 2020, to provide
information related to the Covid-19 vaccine de-
velopment in India and abroad.

This will complement Electronic Vacgine In-
telligence Network (eVIN) meant lo strengthen
immunisation supply chain systems across the
country.

It has also launched a national clinical registry
of Covid-19 to address quenies of the
people on vaccine development,

The national clinical registry for
Covid-19 will collect systemalic
dala on clinical signs and symp-
toms, laboratory  investigations,
management  protocols,  clinical
urse of Covid- 19 disease, discase
(trum and outcomes of patients.
ata will serve as an invalu-
»| for formulating appropri-
‘nt management strategies,
¢ disease severity, patient
5 and so on.
ceine portal consists of all
rmation regarding the In-
forts towards vaccine devel-
nt against various diseases in-
ding the most recent Covid-19.
eVIN is being implemented under Nation-
al Health Mission (NHM) by Union health
ministry to provide real-ime information on
vaccine stocks and flows and storage temper-
atures across all cold chain points in the coun-
try. This rabust system has been used with the
requisite customisation during the Covdi-19
pandemic for ensuring continuation of the es-
sential immunisation services and protecting
children and pregnant mothers against vac-
cine preventable diseases. It has helped create
a big data architecture that generates action-
able analytics encouraging data-driven deci-
sion-making and consumption based planning
that helps in maintaining optimum stocks of
vaccines leading to cost savings.

ICMR clarification on clinical trials for ‘Covaxin’

The Indian Council of Medical Rescarch
(ICMR) has clarified that timeline for comple-
tion of all clinicaltrials for the Covid-19 vaccine
'Covanin® and its deadline for public launch is
not August 15 this year. Instead, the new vac-
cine will be launched as per the timeline from
Clinical Trials Registry of India (CTRI) and
Bharat Bistech International Limited (BBIL)
which is a year and three months, The premier
research agency further stated that currently
clinical trial subjects are being enrolled with

oversight from empanclled hospitals of the
clinical trials based on ICMR directive.

According to an ICMR spokesperson, “Au-
gust 15, 2020, timeline should not be talked
about as it was meant to promplt and molivate
principal investigators at all clinical trial sites
to expedite clinical trial process as per global
regulatory norms to come out with a vaccine
as spon as possible.”

In a statement garlier, [CMR had stated, “1thas
been envisaged to launch the Covaxin vaccine
for public health use latest by August 15, 2020,
after completion of all clinical trials.” In fact,
ICMR Director-General Dr Balram Bhargava on

July 2, 2020, had written ta all 12 Irial siles for
the Covid-19 vaccine candidate, Covaxin, that
all climical trials had to be completed by August
15, in time for a public launch. As per CTRL the
expected duration of the trial for Covaxin vac
cine is one year and three months.

Covaxin, India’s indigenous Covid-19 vac
cine Bharat Biotech has developed in col
laboration with ICMR - National Institute o
Virelogy (NIV). This indigenous, inactivate
vaccine is developed and manutactured ir
Bharat Biotech’s BSL-3 (Bio-Safet
high containment facility.

The vaccine reccived ap
Controller General of India {
1 & Il Human Clinical Trials anc
Scamless Phase 1. Tollowed by
domized, Double blind, Mult 3
Evaluate the Safety, Reactogenicity, Tolerabil
ity and Immunogenicity of the Whole-Virio
Inactivated SARS-CoV-2 Vaccine (BBV132)
Pre-clinical studies with small and large ani
mals have been completed. DCGI approva
for Phase | & Phase 1T human clinical trials ha
been received. I'hase | human clinical trial ]
been compleled and Phase 1l human clinica
trial 1s ongoing.

The Serum Institute of India (SI1} and In
dian Council of Medical Research are jointly

conducting a Thase 11/11l. Observer-Blind.
Randomized, Controlled Study to Determine
the Safety and Immunogenicity of Covishield
(COVID-19 Vaccine). Promising result of Pre-
clinical animal studies have shown. DCGI ap-
proval for hase 11 & 'hase [ human clinical
trials has been received. Phase 11 human clini-
cal trial is ongoing,

Zydus Cadila focussed on discovering and
developing NCEs, Novel Biologicals, Biosimi-
lars and Vaccines, announced that its plasmid
DNA vacdne to prevent Covid-19, ZyCoV-
D. Safety in Phase I clinical trial of Z2yvCoV-D
in healthy subjects established as endorsed
by the independent Data Safely
Monitorimg Board (DSMB). Zydus
commenced ["hase [l trial. Phase |
human clinical trial has been com-
pleted and hase 1l human clinical
trial is ongoning.

Talking with reference to develop-
ments, pharma consultant Ansh
Yadav said, *Quality assurance
partment of companies acts as 3
cial hink between enabling th
force to adhere lo the guidel
regulatory authorities and
taining high standards. At
time, they need to ensure th
find the right markets lor thei
ucts. The export-focussed
pharma needs to comply with s
gent quality slandards and proce:
documentalion. Impacled by warning latters
and import recalls due to regulatory issues, In-
dian pharma companics need to continuously
upskill their quality assurance workforce. In-

tesulls hke i quantily, qualily an
Covid-19 vaccine development.”
“At this juncture of unprecedented human
health crisis and vaccine development, it is nei-
ther practicable nor advisable to begin research
in conventional way to find a cure. Exploring
the approved medicines for this new indication
and compounds which have already shown
promising results in pre-clinical studies but not
pursued further are perhaps the best bet. These,
if found effective would receive early regula-
torv approval on emergency use authorisalion,”
remarks Ahmedabad-based pharma consultant
Dr Sanjay Agrawal concluding that one more
challenge in front of the researcher as the new
study says the virus which emerged from Wu-
han was the D strain. Mosl vaccine under de-
velopment have been modeled on the original
strain, which was common among sequences
published early in the pandemic. The virus
meanwhile evolved to G strain, the resull of a
mutation known as D614G. This has become an
urgent concern as G stain has replaced D strain
all over the world. Q
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Drug discovery needs a long time research

DR SANJAY AGRAWAL
T ovip-19 is the greatest threat to human
beings around the world in recent times.
World Health Organization has given its
e official name as, the disease: coronavirus
discase {Covid-19) and it causes by the virus -
severe acute respiratory syndrome coronavirus
{SARS-CoV-2). This deadly virus has originated
in December, 2019, in the city of Wuhan,

Coronavirus is known 1o causze infections in
animals but when infects a human it usually
causes mild respiratory infections. Coronavirus
can cause respiratory tract infections in humans,
that can be mild like any flu infection but some
coronavirus can cause deadly infections and it is
very dangerous.

In 2002-03, there was an outbreak of novel
coronavirus called SARS (Severe Acule Respi-
ratory Syndrome) related coronavirus in China
and Hong Kong, which was then spread to oth-
countries also. Since then, no further SARS
ried from any regions.

12-16, a new virus, called MERS (Middle
spiratury. Syndrome) virus spread in
s like Cyprus, the Asian part of Turkey,
banon, Isracl, the West Bank and Gaza,
raq, [ran, the countries of the Arabian
a, Egypt and Libya.

claims that this Covid-19 has originated
bat species. However, it has not been
d scientifically yet.

e virus is carried by aerosol droplets in the
air, released from any infected person and en-
lers the human body through the respiratory
syslem (nose to lungs). After enlering the lungs,
this virus tries to invade the tissue cells of the
lungs. This virus can only enter the lungs cell
with the help of a protein called Angiolensin
converting enzyme 2 (ACE2). The ACE2 pro-
tein has a receptor and the coronavirus has also
spike protein (S-protein) on its body. This virus
attaches itsell to the ACE2 prolein by docking
its S-protein onto the ACE2 receplor. Another
protein called serine protease (TMI'RS52) helps
the virus to attach itself to the ACE2 protein and
activates the docking process. After attaching
itself to ACE2 protein, il transfers its mRNA to
the host cells {(lungs cells).

Corona disease has brought in challenges, at
individual level and socicty at large. More than
ever before, clinical trial has generated a lot of
interest during the times of Covid-19. All over
the world, people are wailing to get a vaccine
that can cure this dreaded disease or prevent it

Immunity

The concept of herd immunity is o Iry to cre-
ate an extremely large group of people who
have immunity against an infectious agent. This
means either vaccnating or allowing people to
get infected and recover, so they have devel-

oped memory againsl the infecting agent and
can produce antibodies when encountering the
infectious agent again. This halts the pandemic
from spreading, as it will not find susceptible
host to infect. This constitutes the concept of
herd immunity.

Research for vaccine

Drug discovery newds a long lime research in-
volving pre-clinical, clinical studies. The studies
need testing of potential molecules, which must
show promising results m pre-clinical studies,
in healthy volunteers. At this junction of un-
precedented human health erisis, it is neither
practicable nor advisable to begin research in

I Challenges and the uncertainty I
have been lurther accentuated due
to Covid pandemic and the
I subsequent lockdown |

convenbonal way to find a cure. Exploring the
approved medicines for this new indication and
compounds which have already shown prom-
ising results in pre=clinical studies but not pur-
sued further are perhaps the best bet. These, if
found effective would receive early regulatory
approval on emergency use authorisation.

Leaders across the globe pledged to speed up
work on tests, drugs, vaceines against Covid-19
and to share them around the globe. Global re-
search s being carried out to discover vacdne
Lo combat the virus. Werld Health Organization
director general savs all new vaccines, diag-
nostics and treatments agamst the coronavirus
must be made equally available to evervone
across the globe.

Oxford University in collaboration with Astra-
Zeneca is working on potential Covid vacane
and it is started human trials with a vaccine they
developed. The UK govt has funded the vaccine
project with 20 mn pounds to Oxford Univer-
sity and another 22 mn pounds to a second vac-
cine project at Imperial College. London last
month.

Challenges in health care sector

Challenges and the uncertainty have been fur-
ther accentuated due to Covid pandemic and
the subsequent lochkdown. Most private health-
care faclifies activated their epidemic plans that
required huge investments in making facilibies
prepared for infisction control and prevention,
crealing infrastructure for isolation and Co-
vid lreatment, as well as equipping them with
appropriate medical supplies and additional
healthcare workforce. Revenues of hospitals

have seen in a sharp dip
owing to stalled medical
tourism and elective pro-
cedures. The OPDs had
also been discontinued
following the advisory
released by the govemn-
ments across the country.

According to various studies released on eco-
nomic impact of the pandemic on healthcare
sector, vitus outbreak had resulted in around
70-80 per cent drop n footfall, test volumes, and
about 530-70 per cent drop in revenues at the end
of March 2020, The study also revealed that the
sector is expected to witness short-term operat-
ing losses to the tune of Rs 14,000-24,000 crore
for a quarter.

Need sops for heallhcare

The industry had also proposed solutions of
providing government grant for loss of busi
ness due Lo the pandemic or bringmg in mol
torium on all working capilal, principal, in{dne
pavments on loans and overdratls, bringfn
liquidity and allowing for business confinuit
Zero-rating of GST has been a long-s@anding
request from the sector, which can brin
mum relief at a time like this. Governmey
consider zero-rating of  healthcare  seqils
which will not only ensure that the credit 'ghain
is intact but also ensure that the input taxes\g
not loaded into the cost of healthcare services.

Itis a little worrving 1o contemplate the effect
of Covid on the healtheare sector, especially on
drug discovery and production. Although India
manufactures one third of the global supply of
medicines, over 80 per cent of the raw materials
needed for the drug are imported from China.
This gives our neighbour a virtual monopoly
over supply and pricing to the point that there
are no domestic producers for most medicines
in India. The total import of drug intermediates
and bulk drugs exceeds Rs 23,000 crore and Chi-
na accounts for over 67 per cent of il

India has also significantly increased the im-
port of antibiotics from China in the recent
vears, and the trade is currently worth billions
of dollars. If China decides 1o pull the plug on
supply, it will lead to a huge public health eri-
sis in India. Drug companies claim that Jow-cost
imports have ferced a lot of manufacturers to
shut up shop. A number of them have given
up manufacturing ingredients for other drug
makers and have started manufacturing com-
plex formulations on their own. These are then
exported to developed markets in first world
countries.

This pandemic presents us with the oppaor-
tunity to turn things around with government
support. With the coronavirus outbreak restrict-
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Portal on Covaxin major boost for tackling Covid-19: Experts

SHARDUL NAUTIYAL, MUMBAI

|~ order to provide information and updates
relating to the Covid-19 vaccine, Indian
Council of Medical Research (ICMR) under
the Union Health Ministry launched a vac-
cne portal on September 28, 2020, to provide
information related to the Covid-19 vaccine de-
velopment in India and abroad.

This will complement Electronic Vaccine In-
telligence Network (¢VIN) meant to strengthen
immunisation supply chain systems across the
country.

It has also launched a national clinical registry
of Covid-19 to address queries of the
people on vaccine development.

The national clinical registry for
Covid-19 will collect systematic
data on clinical signs and symp-
loms, laboratory investigations,
management  protocols,  clinical
urse of Covid-19 discase, discase
bt rum and vutcomes of patients.
Hata will serve as an invalu-
ol for formulating appropri-
nt management strategies,
g disease severity, patient
1es and so on.

Waccine portal consists of all
ifirmation regarding the In-
fHiorts towards vaccine devel-
Ipmint against various diseases in-
dtfiling the most recent Covid-19.
eVIN is being implemented under Nation-
al Health Mission (NHM) by Union health
ministry to provide real-time information on
vaccine stocks and flows and storage temper-
atures across all cold chain points in the coun-
try. This robust system has been used with the
requisite customisation during the Covdi-19
pandemic for ensuring continuation of the es-
sential immunisation services and protecting
children and pregnant mothers against vac-
cine preventable diseases. [t has helped create
a big data architecture that generates action-
able analytics encouraging data-driven deci-
sion-making and consumption based planning
that helps in maintaining optimum stocks of
vaccines leading to cost savings,

ICMR clarification on clinical trials for ‘Covaxin’

The Indian Council of Medical Research
{ICMR) has clarified that timeline for comple-
tion of all clinical trials for the Covid-14 vaccine
‘Covaxin® and its deadline for public launch is
not August 15 this year. Instead, the new vac-
cine will be launched as per the timeline from
Clinical Trials Registry of India (CTRI) and
Bharat Biotech International Limited (BBIL)
which is a year and three months, The premier
research agency further stated that currently
clinical trial subjects are being enrolled with

oversight from empanelled hospitals of the
clinical trials based on [CMR directive.

According to an ICMR spokesperson, "Au-
pust 15, 2020, rimeline should not be 1alked
about as it was meant to prompt and motivate
principal investigators at all elmical trial sites
to expedite clinical trial process as per global
regulatory norms to come out with a vaccine
as soan as possible.”

In a statement earlier, ICMR had stated, *1l has
been envisaged to launch the Covaxin vacane
for public health use latest by August 15, 2020,
after completion of all dinical trials.” In fact,
ICMR Director-General Dr Balram Bhargava on

July 2, 2020, had written to all 12 trial sites for
the Covid-19 vacome candidate, Covaxan, that
all clinical trials had to be completed by August
13, in time for a public launch. As per CTRL the
expected duration of the trial for Covaxin vac-
cine is one vear and three months.

Covaxin, Indias indigenous Covid-19 vac-
cine Bharat Biotech has developed in col-
laboration with ICMR - National Institute of
Virology (NIV). This indigenous, inactivated
vaccine is developed and manufaclured in
Bharat Biotech's DBSL-3 (Bio-Safety Level 3)
high containment facility.

The vaccine received approval from Drug
Controller General of India (DCGI) for Phase
[ & 1l Human Clinical Trials and an Adaptive,
Seamless P'hase 1. Followed by I'hase 11 Ran-
domized, Double blind, Multicentre Study to
Evaluate the Safety, Reactogenicity, Tolerabil-
ity and Immunogenicity of the Whole-Virion
Inactivated SARS-CoV-2 Vacone (BBEV152).
PPre-chimical studies with small and large ani-
mals have been completed. DCGI approval
for Phase | & Phase Il human clinical trials has
been received. Phase 1 human clinical trial has
been completed and Phase 11 human clinical
trial is ongoing.

The Serum Institute of India (SI1) and In-
dian Council of Medical Research are jointly

conducting a Thase (11, Observer-Blind,
Randomized, Controlled Study to Determine
the Safety and Immunogenicity of Covishield
(COVID-19 Vaccine). Promising result of Pre-
clinical animal studies have shown. DCGI ap-
proval for Phase Il & Phase Il human clinical
trials has been received. hase Il human clini-
cal trial is ongoing,

Zydus Cadila focussed on discovering and
developing NCEs, Novel Biologicals, Biosimi-
lars and Vaccines, announced that its plasmid
DNA vacane to prevent Covid-14, ZyCoV-
D. Safety in Phase [ clinical trial of ZyCoV-D
in healthy subjects established as endorsed
by the independent Data Safety
Monitoring Board (DSMB). Zydus
commenced Phase 1l trial. Phase [
human clinical trial has been com-
pleted and Phase Il human clinical
trial is ongoing.

Talking with reference to develop-
ments, pharma consultant Ansh
Yadav said, “Quality assurance ¢
partment 1] companies acls as
cial link belween enabling thyf
force to adhere to the guidel
regulatory authoritics and fn
taining high standards. At the
time, they need to ensure Thigh
find the right markels for thei
ucts. The export-focussed  Ing
pharma needs to comply with s
gent quality standards and proces
documentation. Impacted by warning letters
and import recalls due to regulatory issues, In-
dian pharma companies need to continuously
upskill their quality assurance workforce, In-
creasing skill efficiency of workforce usually
resulls hike in quanlity, a_]u.]]i.l:r and oulput for
Covid-19 vaccine development,”

"Al this juncture of unprecedented human
health crisis and vaccine development, it is nei-
ther practicable nor advisable to begin research
in conventional way to find a cure. Exploring
the approved medicines for this new indication
and compounds which have already shown
promising results in pre-clinical studies but not
pursued further are perhaps the best bel. These,
if found effective would receive early regula-
tory approval on emergency use authorisation,”
remarks Ahmedabad-based pharma consultant
Dr Sanjay Agrawal concluding that one more
challenge in front of the researcher as the new
study says the virus which emerged (rom Wu-
han was the D strain. Most vacane under de-
velopment have been modeled on the original
strain, which was common among sequences
published early in the pandemic. The virus
meanwhile evolved to G strain, the result of a
mutation known as D614G. This has become an
urgent concern as G stain has replaced D strain
all over the world. Q
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