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Covid-19 Vaccine Protocols
Reveal That Trials Are
Designed To Succeed
William A. Haseltine Contributor
Healthcare
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Moderna, Pfizer, AstraZeneca, and Johnson &
Johnson are leading candidates for the
completion of a Covid-19 vaccine likely to be
released in the coming months. These
companies have published their vaccine trial
protocols. This unusually transparent action
during a major drug trial deserves praise, close
inspection of the protocols raises surprising
concerns. These trials seem designed to prove
their vaccines work, even if the measured effects
are minimal.
What would a normal vaccine trial look like?
Prevention of infection must be a critical
endpoint. Any vaccine trial should include
regular antigen testing every three days to test
contagiousness to pick up early signs of
infection and PCR testing once a week to
confirm infection by SARS-CoV-2 test the ability
of the vaccines to stave off infection. Prevention
of infection is not a criterion for success for any
of these vaccines. In fact, their endpoints all
require confirmed infections and all those they
will include in the analysis for success, the only
difference being the severity of symptoms
between the vaccinated and unvaccinated.
Measuring differences amongst only those
infected by SARS-CoV-2 underscores the
implicit conclusion that the vaccines are not
expected to prevent infection, only modify
symptoms of those infected.
We all expect an effective vaccine to prevent
serious illness if infected. Three of the vaccine
protocols—Moderna, Pfizer, and AstraZeneca—
do not require that their vaccine prevent serious
disease only that they prevent moderate
symptoms which may be as mild as cough, or
headache.
The greatest fear people have is dying from this
disease. A vaccine must significantly or entirely
reduce deaths from Covid-19. Over two hundred
thousand people have died in the United States
and nearly a million worldwide. None list
mortality as a critical endpoint.
We recognize that the influenza vaccine does not
prevent infection with that virus, but does have
a measurable impact on hospitalization and
death. The moderate protections from the
influenza virus can potentially be replicated and
improved on with Covid-19, but only with
extensive trials that ensure the efficacy of a
future vaccine.
Vaccine efficacy is typically proved by large
clinical trials over several years. The
pharmaceutical companies intend to do trials
ranging from thirty thousand to sixty thousand
participants. This scale of study would be
sufficient for testing vaccine efficacy. The first
surprise found upon a closer reading of the
protocols reveals that each study intends to
complete interim and primary analyses that at
most include 164 participants.
These companies likely intend to apply for an
emergency use authorization (EUA) from the
Food and Drug Administration (FDA) with just
their limited preliminary results.
Interim analysis success requires a seventy
percent efficacy. The vaccine or placebo will
be given to thousands of people in each trial. For
Moderna, the initial interim analysis will be
based on the results of infection of only 53
people. The judgment reached in interim
analysis is dependent upon the difference in the
number of people with symptoms, which may be
mild, in the vaccinated group versus the
unvaccinated group.
Moderna’s success margin is for 13 or less of
those 53 to develop symptoms compared to 40
or more in their control group. For Johnson &
Johnson, their interim analysis includes 77
vaccine recipients, with a success margin of 18
or less developing symptoms compared to 59 in
the control group. For AstraZeneca, their
interim analysis includes 50 vaccine recipients,
with a success margin of 12 or less developing
symptoms compared to 19 in the 25 person
control group. Pfizer is even smaller in its
success requirements. Their initial group
includes 32 vaccine recipients, with a success
margin of 7 or less developing symptoms
compared to 25 in the control group.
The primary analyses are a bit more expanded,
but need to be less efficacious for success: about
sixty percent. AstraZeneca, Moderna, Johnson &
Johnson, and Pfizer have primary analyses that
distribute the vaccine to only 100, 151, 154, and
164 participants respectively. These companies
state that they do not “intend” to stop trials after
the primary analyses, but there is every chance
that they intend to pursue an EUA and focus on
manufacturing the vaccine rather than further
thorough testing.
The second surprise from these protocols is how
mild the requirements for contracted Covid-19
symptoms are. A careful reading reveals that the
minimum qualification for a case of Covid-19 is
a positive PCR test and one or two mild
symptoms. These include headache, fever,
cough, or mild nausea. This is far from
adequate. These vaccine trials are testing to
prevent common cold symptoms.
These trials certainly do not give assurance that
the vaccine will protect from the serious
consequences of Covid-19. Johnson & Johnson
is the only trial that requires the inclusion of
severe Covid-19 cases, at least 5 for the 75
participant interim analysis.
One of the more immediate questions a trial
needs to answer is whether a vaccine prevents
infection. If someone takes this vaccine, are they
far less likely to become infected with the virus?
These trials all clearly focus on eliminating
symptoms of Covid-19, and not infections
themselves. Asymptomatic infection is listed as
a secondary objective in these trials when they
should be of critical importance.
It appears that all the pharmaceutical
companies assume that the vaccine will never
prevent infection. Their criteria for approval is
the difference in symptoms between an infected
control group and an infected vaccine group.
They do not measure the difference between
infection and noninfection as a primary
motivation.
A greater concern for the millions of older
people and those with preexisting conditions is
whether these trials test the vaccine's ability to
prevent severe illness and death. Again we find
that severe illness and death are only secondary
objectives in these trials. None list the
prevention of death and hospitalization as a
critically important barrier.
If total infections, hospitalizations, and death
are going to be ignored in the preliminary trials
of the vaccines, then there must be phase four
testing to monitor their safety and efficacy. This
would be long term massive scale monitoring of
the vaccine. There must be an indication that
the authorized vaccines are reducing infection,
hospitalization, and death, or else they will not
be able to stop this pandemic.
These protocols do not emphasize the most
important ramifications of Covid-19 that people
are most interested in preventing: overall
infection, hospitalization, and death. It boggles
the mind and defies common sense that the
National Institute of Health, the Center for
Disease Control, the National Institute of
Allergy and Infectious Disease, and the rest
would consider the approval of a vaccine that
would be distributed to hundreds of millions on
such slender threads of success.
It appears that these trials are intended to pass
the lowest possible barrier of success. As this is
being written, the FDA is poised to announce
tougher standards for a Covid-19 vaccine in the
near future. It is my hope that these new
standards for an EUA will at a minimum include
requirements for protections from infection
itself, protections from severe virus-related
disease leading to hospitalization, and a
significant improvement in Covid-19 related
mortality.
It is clear from these studies that the vaccines
currently under trial will not be the silver bullet
needed to end the pandemic. We must do all we
can public health measures to control Covid-19
as China and other Asian countries have
successfully done.
Correction (10/7/20): A former version of the
article stated that 53 people received a
vaccination for interim analysis in the
Moderna trial. The vaccine was in fact given to
thousands of people, with 53 being the number
of people who must be infected with Covid-19 to
run the analysis.
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Uncertainty And Innovation At
Speed
David Schatsky Brand Contributor
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The COVID-19 pandemic has spurred many
organizations to innovate in order to survive.
While the acute uncertainty surrounding the
pandemic will eventually recede, there is a
broader trend of growing uncertainty – brought
on by factors ranging from economic
uncertainty, and the disruption caused by digital
transformation, to the rapidly growing need to
address climate change. In fact, researchers
from the International Monetary Fund and
Stanford University developed a way of
measuring uncertainty and found that it has
been on the rise for decades – a trend unlikely
to reverse itself. To thrive in this world,
organizations need to be able to innovate
quickly, not only now but after this crisis
subsides.
When uncertainty is high, scenario planning can
help organizations envision and prepare for a
range of possible futures. Yet only about half of
companies use scenario planning to help futureproof their strategies, according to a recent
Deloitte survey of chief strategy officers. And
when the future happens, it often differs from
what was originally envisioned. Faced with
unexpected events, organizations need to
innovate.
Responding to the COVID crisis requires
a rapid shift in innovation
As the pandemic began to unfold, it shifted the
focus of corporate innovation and triggered a
burst of speed to adapt to the changing
circumstances and needs. We saw many
examples of rapid innovation with most of these
moves occurring just a few weeks after the
World Health Organization declared the
COVID-19 crisis a pandemic. For instance:
A passenger airline shifted to cargo-only
flights as passenger demand collapsed.
A hotel chain offered workspaces at day
rates to professionals unable to work from
their offices.
A movie studio released a new film directly
to its streaming service, bypassing
shuttered theaters.
A retailer converted some of its sites into
“dark stores” that served customers for
pickup only.
A mobile car cleaning and disinfection
service scrapped a two-year national rollout
plan and went national in two weeks
instead.
A pharmacy chain and a logistics provider
announced that they would begin delivering
prescription medicine to vulnerable
residents of a retirement community by
drone.
While the current pandemic emergency will
eventually subside, there is little sign that the
future will be any more stable or predictable. In
fact, according to the 2021 Deloitte Global
Resilience Report, more than 6 in 10 CXOs
believe that occasional or regular large-scale
disruptions are likely to continue going forward.
As uncertainty continues to rise and the
unexpected becomes more common,
organizations may not always have the luxury to
conduct extensive analysis before acting.
Indeed, high uncertainty and rapid change tend
to reduce the relevance of the data that
companies may have traditionally used for
planning. They may need to place bets on
multiple possible futures. Above all, they will
need capacity for rapid innovation—every day,
not just in a crisis.
How to innovate faster
Companies executed the rapid innovations
described above by repurposing existing
knowledge, resources and technology. A recent
article suggests that organizations in all
industries may be able to use repurposing to
achieve ultrafast innovation to develop new
solutions to our current and future challenges.
Some innovation thinkers take inspiration from
venture capital. Venture capital firms tend to tie
funding to the achievement of milestones that
reduce investment risk, such as proving
technical feasibility or product-market fit. This
approach instills a sense of urgency in startup
companies: Their very survival may depend on
achieving a funding milestone. A crisis such as
the COVID-19 pandemic can produce a sense of
urgency in even large organizations. But
banking on effective innovation in response to a
crisis is not a robust strategy.
Making effective use of technologies such as
cloud computing, data analytics and artificial
intelligence is among the key principles of
repurposing that can support ultrafast
innovation. It is also among the digital pivots a
company needs to make on the journey to
becoming a digital enterprise, according to a
2019 Deloitte study. Each of the digital pivots
described below can play a role in accelerating
innovation:
Flexible, secure infrastructure
involves leveraging cloud computing for
scalability, agility and cybersecurity to
protect data, applications and
infrastructure—and to lower the risk of
innovation.
Data mastery means using data and
analytics to generate insights that can
enhance efficiency and effectiveness, guide
product development and support new
business models.
Digitally savvy open talent networks
involve securing flexible access to the talent
and skills necessary to evolve and grow a
digital business.
Ecosystem engagement involves
working with business partners to gain
access to resources such as intellectual
property, technology or talent that can help
accelerate innovation.
Intelligent workflows mean leveraging
automation to increase efficiency and
effectiveness and free up resources to focus
on higher-value tasks such as creating new
products.
Unified customer experience means
delivering a superior customer experience
built on deep data-driven knowledge of the
customer—a focus on many recent digital
transformation initiatives accelerated by
the pandemic.
Business model adaptability is about
expanding the business models and revenue
streams that can help a company adapt and
thrive in changing conditions.
The more broadly and deeply companies apply
the digital pivots, the more digitally mature they
tend to be. And the more digitally mature they
are, the more successful they tend to be at
driving innovation.
The pandemic has highlighted how critical
agility and rapid innovation can be. This may be
one reason why corporate investment in digital
transformation remains strong, even in a year
characterized by dramatic reductions in overall
technology spending.. Companies seeking to
develop their capacity to innovate quickly are
continuing to invest in digital transformation.
Innovation in an era of uncertainty
At a time of rising uncertainty, an ability to
innovate rapidly has never been more
important. Innovation is complex and many
factors influence an organization’s innovation
ability. Digital maturity is one of those factors—
and an increasingly key one. Some of the most
innovative companies on the planet were born
digital. For the rest, a concerted effort to
become digital can help meet the growing need
to innovate at speed.
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Digital Health’s Latest
Unicorn Aims To Lower
Employee Drug Costs
Katie Jennings Forbes Staff
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Rightway cofounder and CEO Jordan Feldman.
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Growing up Jordan Feldman could always call
on his dad, a cardiologist, to guide him through
the healthcare system. In 2017, Feldman, 33,
and his dad Theodore, 65, teamed up to launch
New York-based Rightway, a healthcare
navigation company, to give everyone the
equivalent of a “doctor in the family.” The goal
was to help patients make better healthcare
decisions based on quality that would also help
lower costs. But there was one major problem
area. “We started to notice where members were
frustrated and where costs were rising at a
disproportionate rate for the employer groups
that we work with,” says Feldman. “And it was
obvious that it was around pharmacy.”
No amount of guidance could circumvent the
incredibly convoluted rebate system that drives
the industry of middlemen sitting between
insurers and pharmacies, known as pharmacy
benefit managers or PBMs. This complexity is
why you might end up paying different prices
for the same prescription on the same
insurance, depending on which pharmacy you
go to. To simplify this system, in 2020,
Rightway decided to launch its own alternative
and take on a market with giant legacy players.
On Tuesday, the startup announced a $100
million Series C funding round led by Khosla
Ventures, valuing the three-year-old company at
$1.1 billion. Thrive Capital and Tiger Global
Management also participated in the round,
among others.
“People are dying for some kind of guidance or
engagement or transparency in the market,”
says Kareem Zaki, a general partner at Thrive
Capital. The September 2020 IPO of GoodRx,
which had a market cap of nearly $14.6 billion
at Monday’s close, showed just how profitable
lower drug prices can be. But instead of having
to show a coupon generated by a third-party,
Rightway is directly integrated into the benefits
the patient gets from their employer. So far the
company has signed on 865 employer
customers, which total more than 500,000
employees—a number it hopes to grow to 1
million by the end of the year.
Some of Rightway’s customers include cloud
security company Okta, private equity firm TPG,
law firm Davis Polk and the parent company of
Burger King and Popeyes, RBI. And the results
so far are promising. More than 80% of users
have accepted a redirection to a lower cost care
channel, while 40% of users have redirected to a
lower cost equivalent drug, says Zaki. The highlevel of engagement is not surprising, since
Rightway’s software was built as a consumerfacing tool, he adds.
Americans spend more on prescription drugs
than other industrialized countries. In 2019,
retail prescription drug spending in the U.S.
totaled $369.7 billion, an increase of 5.7% over
2018, according to the National Health
Expenditure report. At the same time, many
consumers are being hit with higher deductible
health plans, as healthcare spending continues
to outpace inflation. “We can’t continue to cost
shift and burden the underlying members
without giving them the tools and support to
execute on these new healthcare realities,” says
Feldman.
Rightway charges a per member per month fee
for both its navigation services and its PBM.
This fee structure means it can offer drugs at
cost, rather than spread pricing or rebates, like
many traditional PBMs. The navigation
platform has developed a proprietary quality
rating system that looks at things like procedure
counts, complication rates and readmissions
scores to figure out where to steer members to
get the best care. “It is essentially synthetically
narrowing a network to the highest quality and
most cost effective doctors,” says Feldman. In
2021, the company expects to hit over $50
million in annual recurring revenue, which
would be a four-fold increase over 2020.
“There's not a ton of startup activity in the PBM

