
Covid-19: India’s slow moving treatment guidelines are misleading
and harming patients
The science of covid-19 treatments is fast moving. However, India’s health ministry is failing to keep
pace, leaving a confusing and harmful vacuum, writes Priyanka Pulla

Priyanka Pulla freelance journalist

When Santosh Gaggar was admitted to hospital in
December 2020 with severe covid-19 her doctors
suggested an experimental treatment: plasma
therapy.

Her doctors at the Hiranandani Hospital in Powai,
Mumbai, told Santosh’s family that its efficacy was
uncertain, but it had worked in other patients and
considering Santosh’s condition they wanted to try
it.

What the family didn’t know, however, was that in
November India’s top government medical research
agency, the Indian Council of Medical Research
(ICMR),1 had explicitly advised against plasma
therapy in patients like her who have had symptoms
for over 10 days and have already developed
immunoglobulin G in response (see box). Santosh’s
antibody levels were confirmed by blood tests.

ICMR’s advice is based on three randomised
controlled trials, including one done by ICMR itself,
which found that plasma did not prevent death in
patients who were moderately ill. Asked why
Santosh’s doctors administered the intervention to a
patient who did not meet the criteria, Swapnil Mehta,
a pulmonologist at Hiranandani Hospital, said that
while he was aware of the ICMR guidelines, they
decided to try plasma as a “last resort.”

At the end of 2020, plasma therapy was being used
routinely inmanypatients across India andwasgiven
the endorsement of political leaders.Despite the ICMR
advice, guidelines from the health ministry, as well
as multiple states, continue to recommend it for
moderately and severely ill patients

“Weareusingour resources, equipment, bloodbanks
and healthcare personnel for an intervention that
does not work,” says S P Kalantri, an internal
medicine specialist at Maharashtra’s Mahatma
Gandhi Institute of Medical Sciences.

Plasma therapy is just one treatment being given in
India to patients for whom there is little evidence of
its benefit. The problem, many experts say, is the
failure of the central and various state governments
to keep up with the rapidly updating science around
covid-19 and its treatments. The health ministry
hasn’t updated its covid-19 treatment guidelines since
last July. “The science becomes obsolete even before
the proverbial ink dries in this era,” says Kalantri.

In a country like India, where powerful prescription
drugs are often available over the counter,
disincentivising the use of unproved medicines is as
important as recommending theuse of ones that have

been proved to work, says Lancelot Pinto, a
pulmonologist at Mumbai’s P D Hinduja Hospital.
But government guidelines have done a poor job of
this, he says.

The reasons for this are complicated. For one thing,
it is difficult in a pandemic to treat a patient with only
minimal care. “This pressure to ‘do something’ might
nudge physicians towards creating guidelines for
unprovendrugs that are either considered innocuous,
or may have shown promise in animal studies or
theoretical models, based on biological pathways,”
says Pinto. “They think, ‘Let’s give it our best shot,
even if it may not work. What’s the harm?’”

Another reason is that constantly reviewing the
rapidly changing evidence in a pandemic is an
intensive exercise,which individualhospitals in India
might find easier to do than state and central
governments.

“Thepublic health system is ahuge enterprise,” says
Joy Mammen, a pathologist at the Christian Medical
College, Vellore, “Makingquick changes to treatment
protocols to reflect evidence may be challenging for
them, given that they have to coordinate with people
across institutions, across states, across local
administrations.”

Using drugs without evidence
Among the covid-19 treatments that have been
heavily used in the last 12 months despite question
marks about their efficacy are the anti-inflammatory
drugs tocilizumab and itolizumab and the antivirals
favipiravir and hydroxychloroquine.

While themanufacturers of favipiravir and itolizumab
have claimed efficacy of these drugs based on
inconclusive clinical trials, large randomised trials
have shown no benefit on mortality from
hydroxychloroquine. For plasma and tocilizumab,
randomised trials suggest that they may help only
during a small time frame—very early in the disease
course for plasma, and within 24 hours of admission
into the intensive care unit for tocilizumab.2

Yet, India’s ministry of health and state governments
have included the drugs in their covid-19 treatment
guidelines, often going against evidence from
randomised trials and triggering thewidespread and
routineuseof thesedrugsbydoctors. ATwitter search
for plasma and tocilizumab shows several requests
from patients’ families looking urgently for them in
the second half of 2020, at a time when trials had
failed to confirm plasma’s efficacy in moderately and
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severely ill patients, and tocilizumab’s efficacy at multiple stages
of the disease.

No medical intervention is harmless, says Kalantri, which to him
means that using any drug indiscriminately without evidence of
efficacy is unjustified.

The BMJ contacted members of teams that drafted the health
ministry guidelines and guidelines for three state governments:
Karnataka, Maharashtra, and Kerala. The BMJ also contacted the
health ministry but did not receive a response.

K S Sathish, a pulmonologist who helped develop Karnataka’s
guidelines, agreed that hydroxychloroquine and itolizumab had no
place in covid-19 treatment and would be removed from the
guidelines soon. At the time of writing, Karnataka state guidelines
have not been updated since October 2020, and continue to
recommend these drugs.

Shashank Joshi, an endocrinologist at Mumbai’s Lilavati Hospital
and Research Centre, who helped develop Maharashtra’s treatment
guidelines, said that although the government was recommending
tocilizumab, itolizumab, and plasma, these drugs had been flagged
as “experimental” and it was up to doctors to decide whether to use
them.

Another doctor, who helped develop Kerala’s guidelines and spoke
toTheBMJunder anonymity, said theKerala governmentwas forced
to include hydroxychloroquine in their recommendations because
the health ministry was continuing to recommend it. He said that
itwasdifficult to rely entirely on randomised controlled trials carried
out in other countries for treatment decisions in India, and that the
lack of trials in the Indian population made it harder to create
guidelines.

Approvals without evidence
Medical experts have also questioned the hasty approval of drugs
for treatment of covid-19 by the drugs controller general of India
(DCGI), India’s top drug regulator.

One example is favipiravir, an influenza drug originally developed
by the Japanese firm Fujifilm. In June, an Indian firm, Glenmark
Pharmaceuticals, claimed that its randomised controlled trial of
150 patients had found thedrug to be effective,3 leading to theDCGI
approving the drug for covid-19 treatment. But critics countered
that the Glenmark trial had failed to show the drug’s benefits
conclusively.

Despite the inconclusive results, favipiravir’s approval by the DCGI
led to several state governments including the drug in their
guidelines, and to doctors using it widely. “In Mumbai, this drug
is being prescribed like tap-water. It has become difficult for
physicians to refuse to give it to patients, because patients are
demanding it,” says Pinto.

Such overuse of a drug whose efficacy is unknown is not without
downsides, Pinto points out. Patients treated with favipiravir may
have a false sense of security and may delay treatment when their
symptoms worsen. Furthermore, as the Glenmark trial found,
patients receiving favipiravir were more likely to suffer adverse
events such as altered liver function and pneumonia.

Just a month after the approval of favipiravir, the DCGI approved
itolizumab, basedona randomised trial of only 30people,4 causing
surprise among medical experts. The Bengaluru based firm Biocon
had marketed this drug as a less expensive substitute for
tocilizumab, which was already widely used at the time to treat the
inflammatory phase of covid-19. But at least four randomised trials

published since then, which recruited patients at various stages of
covid-19, failed to show that tocilizumab cut deaths.5 -8

This complexity isn’t reflected in the health ministry’s tocilizumab
recommendation, which remains unchanged since July. The
widespread use of tocilizumab at that time led to rises in the price
of the drug and created a black market for it. In addition to
tocilizumab, state governments suchasMaharashtra andKarnataka
took a cue from the DCGI’s approval to recommend itolizumab,
given the drug’s claimed benefit during the inflammatory phase of
covid-19.

Minimalistic medicine
Keeping up with fast changing evidence is difficult for doctors on
the frontline battling the pandemic. A few hospitals have taken a
hard line against unproved drugs. The Mahatma Gandhi Institute
of Medical Sciences explicitly prohibits the use of favipiravir,
hydroxychloroquine, plasma, itolizumab, and tocilizumab in its
treatment protocol.

Kalantri says that as a rural teaching hospital, the institute attracts
poor patients, who would be unable to afford drugs like favipiravir,
which costs around Rs4500 (£45; $62; €51) for a full course, or
itolizumab, which costs Rs32 000 for four doses. “What is the point
in asking patients to pay through their noses for a drug, which has
no clinically meaningful benefit?” he asks.

Another hospital, the Christian Medical College in Vellore, calls for
these drugs to be used only in clinical trials. Priscilla Rupali, an
infectious diseases specialist at the college, says her team wasn’t
convinced that current evidence supported the efficacy of these
drugs.While doctors still have the choice to prescribe them, itwould
be unlikely for them to do so, given that the hospital’s guidelines
spell out the rationale behind the exclusion of these drugs, she says.
In the case of favipiravir, an oral drug with high potential for abuse,
the hospital has chosen to not even stock the drug in its pharmacy.

Such caution is relatively rare, however. Doctors do not always tell
thepatient’s family about theunclear efficacy of these interventions.
Santosh Gaggar’s doctors were upfront about it. Her family agreed
to the Rs5750 plasma treatment and she was transfused with an
antibody rich extract of blood from recovered covid-19 patients with
relatively little fuss, and she eventually recovered.

But when Deepak Vishwakarma, a resident of Bhopal, took his
father to the city’s Hamidia Hospital with severe covid-19 in
mid-November the doctors said his father needed plasma but the
hospital blood bank didn’t have it. Vishwakarma says he struggled
to procure the plasma from commercial blood banks, where there
were shortages too. Eventually, a group of health rights activists
helped him get hold of it.

He had been desperate. Yet Vishwakarma says that he had no idea
the treatment hewas searching forwasunproved. “Thedoctors just
told us that my father needed plasma. And he was so sick that we
were willing to get him whatever he needed.”

Mounting evidence against plasma therapy

In early January 2021, the investigators behind a Maharashtra state trial
for plasma therapy in severely ill patients with covid-19 said they had
stopped the trial prematurely after they found a higher rate of deaths
and clotting in the intervention arm. It followed a randomised controlled
study of over 450 moderately ill covid-19 patients, run by the ICMR, which
suggested that the intervention wasn’t useful to moderately ill patients.9

The ICMR recommended against the use of plasma in both moderately
and severely ill patients who had been unwell for more than 10 days and
whose bodies already had immunoglobulin G, which is thought to appear
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in the body at roughly the same time as neutralising antibodies. This
should have put a damper on plasma use in India, since the only patients
in whom plasma seems to work10 are the mildly ill and roughly 98% of
such patients recover on their own, says S P Kalantri, of Maharashtra’s
Mahatma Gandhi Institute of Medical Sciences.
Plasma therapy continues to be used routinely in parts of India, but there
is mounting global evidence against what was considered one of the
most promising treatments in the early days of the pandemic.
In November 2020, a randomised study published in the New England
Journal of Medicine by Argentinian researchers found that plasma therapy
didn’t cut deaths in severely ill patients.11 In December 2020, a study
suggested that the B.1.1.7 variant first identified in the United Kingdom
had acquired mutations that help it evade human antibodies after an
immunocompromised patient was treated thrice with plasma therapy for
covid-19.12

In January 2021, the UK’s RECOVERY trial closed recruitment to its plasma
arm after researchers found that there was no difference in mortality
between plasma recipients and controls in the more than 10 000 people
randomised to the trial.13
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