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“Digital transformation” has become, despite its overwhelming benefits,
casually bandied about as a buzzword. Let’s bring digital transformation back to
where it should be – a decisive, invaluable, mandatory strategy for pharmas and
biotechs of all sizes.
If you want to transform to a secure, scalable SaaS platform with a modern,
intuitive interface for complete control in configuring workflows for your evergrowing list of techniques, modalities, and data types, this webinar is for you.
We have assembled a panel of experts from pharma/biotechnology, cloud
services, and informatics to provide a “real deal” path to adopting the
technologies and attitudes necessary to transformational success in the
pharma/biotech industry.
Our panel has worked with hundreds of your biotech/pharma peers to
implement transformational strategies. It includes:
• John Conway, a leading consultant to the pharma industry, Chief
Visioneer, 20/15 Visioneers
• Patrick Combes, Worldwide Head of Technology for Life Sciences,
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THEServices
Amazon
Web
• David Gosalvez, Ph.D., Director of Global Innovation,
PerkinElmer Informatics
Join us to learn:

Moderator

•
•
•
•

What cultural changes are required to successfully transform digitally
How to spot the truly transformative technologies
How efficient cloud implementation gets you where you want to be
How to transform smartly.

Key Learning Objectives
• What cultural changes are required to successfully transform digitally
• How to spot the truly transformative technologies
• How efficient cloud implementation gets you where you want to be

Lisa Henderson
Editorial Director,
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Who Should Watch
Managers, Directors and Executives in pharmaceutical and biotechnology
R&D and their IT leaders.
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Annual pipeline report and latest executive roundtable
reveal important insights into current state of affairs

T

he end of the year gives us a chance to both look back and look
forward. It’s a time to re-evaluate what we’ve learned, measure
how we’re doing, and plan for the new year with a fresh outlook.
You’ll find a good amount of that in this issue.
Our annual pipeline report zeros in on some of the most active sectors of
R&D—NASH, ophthalmology, anti-infectives, opioids, and Alzheimer’s. It
delves into why these therapeutic areas are in demand and what advances are
on the horizon.
Senior Editor Fran Pollaro’s write-up of our most recent executive roundtable also sheds light on some important trends in sales and marketing. He
gathered six chief commercial officers virtually to discuss their thoughts and
approaches to the current state of practices within today’s ever-changing environment. For more on this, you can check out our website to see video clips
fromMASTER
the engaging
conversation.
OF SUCCESS
THE SCIENCE
European and Online Editor Julian Upton’s profile of Mohamed Zaki,
MD, PhD, vice president, global head of oncology clinical development at
AbbVie Oncology, takes a look at the executive’s journey in oncology and
what he’s learned during his 20 years in pharma, and more recently important lessons he’s garnered during the pandemic.
Finally, as we wind down Pharm Exec’s 40th anniversary year, take a
moment to read the last installment of our popular anniversary retrospective
series. Covering the past few years in pharma, it encapsulates all the accomplishments of the biopharma industry amid arguably the greatest challenge
in modern medicine. Facing COVID hasn’t been easy, but the industry is
stronger and better than ever. Let’s continue to fight the good fight.
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Proactive Anti-Infectives
Welcome to our 2022 annual pipeline report, which takes a look at
five therapeutic areas and their journeys to commercialization. All are
important and chosen for their successes, failures, and controversies.
To highlight the challenges and changes of drug discovery, we chose
Alzheimer’s disease, ophthalmology, NASH, anti-infectives, and
opioids. Here, I’m going to highlight anti-infectives/anti-microbials,
which may be reaching a tipping point in 2022.

P

erhaps because of COVID, there is an increased focus
on infectious diseases. Although there is a huge difference between COVID and, say, strep throat, each is no
less a threat to the human condition. In 2019, the CDC
reported 2.8 million Americans get serious infections caused by
antibiotic-resistant bacteria each year, with a resultant 35,000
deaths. In fact, it may be because antibiotics have been used successfully for so long to cure bacteria-caused infections that they
aren’t viewed as a problem to quality of life. The problem is they
mutate, change, and become resistant, and this is not a new pheMASTER
nomenon. An article from a 1998 issue of the BMJ goes in-depth
on community-acquired bacteria infections and bacterial resistance as a result of overconsumption of antibiotics.
In our pipeline report, contributor Mike Straus notes a Pew
Charitable Trust report from March 2021 stating over 95% of
anti-infection drugs in the pipeline are being developed by startups, and over 70% of these companies are pre-revenue. Straus
emphasizes more early phase work in this space, specifically in
the area of phages, but late-phase and approved developments are
clearly in evidence.
These successes include Paratek Pharmaceutical’s
NUZYRA®, a modernized tetracycline antibiotic approved for

LISA HENDERSON
is Pharm Exec’s Editor-in-Chief.
She can be reached at
lhenderson@mjhlifesciences.com
Follow Lisa on Twitter:
@trialsonline

treatment of acute bacterial skin and skin structure infections, as
well as community-acquired bacterial pneumonia (CABP).
The company is also developing NUZYRA as a treatment for
non-tuberculous mycobacteria and pulmonary anthrax. And
Nabriva Therapeutics is in two Phase III trials evaluating Lefamulin, a semi-synthetic compound that inhibits the synthesis of
bacterial protein for the treatment of adults with CABP.
In February 2022, our executive profile will be with Ted Schroeder, CEO of Nabriva Therapeutics. In a sneak peek, Schroeder
describes his dedication to the antibiotics dilemma, one that he
SCIENCE
OF SUCCESS
THE
outlines
in detail,
but the bottom line is he stresses the need for
constant innovation because of the ability of bacteria to continually resist treatment.
Multi-pronged approaches to address resistance include Antibiotic Stewardship Programs—which tackle the problem holistically across human consumption at all levels of care, as well as
veterinary and agricultural uses. More programs come in the form
of governing incentives, which include the Generating Antibiotic
Incentives Now (GAIN) Act in June 2012, under FDASIA. However, earlier this year, an IQVIA blog noted that there is a dearth
of GAIN exclusivity perks awarded, which again leads into the
cyclical problem of little rewards for a lot of risk.
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Pharm Exec at 40
Looking Back at 2018–2021

M

ayhem took center stage early in 2018, with news
of the Valentine’s Day mass shooting at Marjory
Stoneman Douglas High School in Parkland, Fla.,
which killed 17. Gun violence persisted nationwide, and 2021 is on pace to overtake 2020 as a record year.
California suffered its deadliest and most
destructive wildfires in 2018. The #MeToo
movement also was ongoing, with a focus
on the sexual misconduct of filmmaker
Harvey Weinstein and actor Bill Cosby.
The lighter side of 2018 included the
wedding of Prince Harry to Meghan Markle. The Winter Olympics were held in
Pyeongchang, South Korea. In Brazil, the FIFA
World Cup culminated in France’s 4-2 win over Croatia.
In 2019, Boris Johnson became British prime minister; the
first all-woman spacewalk occurred; and more than 50 privileged
MASTER
parents were accused of college admissions bribery, including
actresses Felicity Huffman and Lori Loughlin. President Donald
Trump’s ties to Russia regarding the 2016 US presidential election also were under investigation; he was eventually impeached
in 2019 and again in 2021. His stance on immigration and a
US-Mexico border wall were hot topics. Meanwhile, millionaire
Jeffrey Epstein, who had ties to many notable politicians, died
in prison in 2019 while awaiting trial on sex trafficking charges.
The same year, FDA approved a record number of generics—
a step toward improved access. However, many questioned access
to Zolgensma, a newly approved gene therapy targeting spinal
muscular atrophy. Priced at $2.125 million a year, it became the
most expensive drug ever. Pharma mega mergers were also noteworthy, topped by the $74-billion acquisition of Celgene by Bristol Myers Squibb, AbbVie’s $63-billion acquisition of Allergan,
and Takeda’s takeover of Shire for $62 billion.
At FDA, Commissioner Scott Gottlieb
stepped down in April 2019 and was replaced
by Norman Sharpless, who served until
November 2019. Stephen Hahn then took
over until January 2021; Janet Woodcock
has been acting director since. At the EMA,
Emer Cooke replaced Guido Rasi as executive
director in November 2020. These agencies soon
would be challenged with bringing much-needed therapies to
the world faster than ever.

As catastrophe loomed around the world in 2019, a fire
engulfed Notre Dame Cathedral in Paris; the Bahamas sustained
the worst natural disaster in its history, Hurricane Dorian; and
Australian wildfires raged. These events were only a harbinger
of the disaster to come, however, as the first case of COVID-19
was reported in Wuhan, China, in December. Amid the threat
of COVID and murder hornets, the UK had its official Brexit
from the European Union in January 2020. Harry and Meghan
likewise made an exit, moving to Canada, then Los Angeles—a
city still reeling from the January helicopter crash that killed former NBA star Kobe Bryant.
COVID became a pandemic in 2020, and
the world went into lockdown as people juggled hybrid learning and work from home.
Living amid uncertainty, they pondered the
future of a “new normal.” FDA’s emergency
use authorization of remdesivir for severe
SCIENCE
OF brought
SUCCESS
THE
COVID
in May
a sigh of relief. The
murder of George Floyd the same month also
shifted the societal status quo. This intensified the Black Lives
Matter movement, which became pivotal for racial equity.
The race for a vaccine and the race for US president dominated the second half of 2020. Hope was ignited with the authorization of Pfizer/BioNTech’s vaccine in December, followed by
shots from Moderna (EU and US), and AstraZeneca/Oxford
(EU). The use of mRNA in the Pfizer and Moderna vaccines
held additional promise as a novel platform for
drug development. In February 2021, a singledose J&J shot was authorized by FDA. Additional vaccines continue to be developed.
Joe Biden beat Trump with record voter
turnout in the election, and Kamala Harris
became the nation’s first female, Black, and
Asian-American vice president. But a mob of
people who believed the election had been stolen
stormed the US Capitol in January 2021—a scene longtime
Supreme Court Justice Ruth Bader Ginsburg, who died in September 2020, would not have condoned.
Around the world, people sought COVID vaccines in 2021.
Though waves of infection continue to ebb and flow, the world
presses on in the shadow of a pandemic, not knowing what the
future holds.
— Elaine Quilici
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Actionable
Insights from KOL
Social Monitoring
Tapping this digital resource for medical affairs

I

n a recent study conducted by Acceleration Point of over
50,000 key opinion leaders (KOLs), 54% are part of online
scientific discussions in social media, in the news, and on
the web. Most of these experts are not posting content
themselves, but rather are mentioned or quoted by others, or
contribute to the online content of institutions. In the study, 18%
of these KOLs had a Twitter account, though for some specialties, as many as 40% of KOLs had Twitter accounts. What’s
more, these KOLs mention a product or disease an average of
60 times each month.
MASTER
The recency, volume, and speed
at which these digital insights are
available make them a valuable
resource for medical affairs. KOL
social monitoring data can be looked
at in two ways to discover insights.

see these analytics and click on them to filter the thousands of
contributions you have available down to specific topics that are
of interest to you.
2. TRIGGERS TO ACT
Not all insights require longitudinal views of data reviewed by
a committee. Sometimes, data provides insight to the right
person to take immediate action. These triggers to act are
typically found when reviewing the online contributions of a
THE SCIENCE OF SUCCESS single expert.
While monitoring your territory
or global KOL list, you may see that
your expert is going to be speaking,
talking about a particular mechanism of action or sharing their view
on some recently released data.
These insights often provide opportunities to reach out to a KOL or
better informs engagements you
already have planned.
The more data you have on your
expert, the more opportunities that
exist. By utilizing a KOL social monitoring platform like Kwello, you can
see the content posted by your expert
as well as content posted by others
about or including your expert. This is typically 500 times more
online scientific content.
Your KOLs are bringing the scientific discussion online. By
ensuring a simple process supported by easy-to-use tools, you can
find new actionable insights. View https://bit.ly/3cFZKSz to
learn more about Kwello, the first KOL social monitoring platform built specifically for medical affairs.

By analyzing all the
contributions across
experts, you can identify
the diseases discussed,
treatments mentioned, and
key topics that are relevant
to medical affairs

1. PATTERNS AND TRENDS
The first way to find insights in social
data is to examine the conversation
across all your KOLs. By analyzing
all the contributions across experts,
you can identify the diseases discussed, treatments mentioned, and
key topics that are relevant to medical affairs.
Insights from group data allows you to see trending topics, how
topics have changed over time and see spikes in topics at specific
times. From here, you can also look to see how those patterns and
trends are different based on KOL segment or geography.
While you could read all the contributions from your experts,
tools like Kwello by Acceleration Point utilize natural language
processing to make this analysis fast. On a single page, you can
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Pandemic Alters
Policies and Practices
for Drug Development
COVID vaccine development highlights need for modernization

D

rug development and regulation will never be the
same following the momentous changes in health
care delivery and biomedical research over the past
year. The desperate need for new vaccines and therapies to tame the deadly COVID-19 virus required new policies
and procedures for how biopharma companies select, test, and
manufacture medical products—and revised regulatory practices for evaluating clinical data, manufacturing operations, and
procedures for submitting and analyzing information.
Most visible have been the many changes in the conduct of
preclinical and clinical studies for new vaccines, drugs, and medical products. The shutdown of many clinical sites and difficulMASTER
ties in visiting medical facilities required researchers to utilize
virtual and remote methods for identifying potential trial participants, obtaining informed consent, and tracking clinical data.
Sponsors looked to deliver experimental treatments directly to
patients and to record symptoms and treatment effects at home.
Interest rose in innovative clinical research methods, such as
master protocols, adaptive trial designs, and Bayesian analytical
methods to reduce study size and duration. Digital technology
was adopted to track novel endpoints, and the value of utilizing
real-world data and real-world evidence from health care systems
and disease registries gained acceptance for supporting pre- and
post-approval research requirements.
Sponsors gained important advice from FDA on conducting
clinical trials during the pandemic from a steady stream of new
guidances addressing the need for flexibility while maintaining
study integrity. Multiple advisories discussed new analytic
approaches, protocol management, and dealing with missing
data, among other critical issues. At the same time, important
guidances advised manufacturers on strategies for testing and
producing new vaccines and therapies to treat COVID patients.
An important innovation was FDA’s expanded use of the emergency use authorization (EUA) process to speed successful products to patients during the pandemic. At the same time, regulators
required vaccine trials to test thousands of patients to assure the
public of the safety and viability of these new preventives. Vaccine experts at the Center for Biologics Evaluation and Research

DECEMBER 2021

JILL WECHSLER
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(CBER) worked overtime to clarify the size and diversity of efficacy trials and key analytical assessments needed to gain EUA
status and later full approval, establishing standards and procedures that will shape research for health emergencies to come.
The need to quickly produce millions of doses of new vaccines
and therapies spurred industry adoption of innovative testing and
production methods. Biopharma companies invested resources
to update facilities and establish new modular, flexible line operations. Competitors formed partnerships and licensing arrangements to meet production goals at home and for other regions.
FDA continued to promote industry adoption of modern manufacturing methods and advanced quality assurance programs to
THE SCIENCE OF SUCCESS
expand biopharma operations in the US and overseas.
Broader investment in efficient manufacturing systems for generics as well as brand-name medicines was critical also to head off
drug shortages and ensure reliable production of widely used medicines needed to treat patients in emergency rooms as well as those
relying on established therapies for serious diseases. FDA utilized
its expanded authority to respond quickly to shortage situations
to prevent gaps in the supply chain for multiple vital medicines.
At the same time, curbs on FDA inspections to evaluate manufacturing sites during the pandemic prompted regulators to expand
their use of alternative oversight methods. FDA officials relied more
on past inspection reports, current documents from manufacturing
sites, and reports prepared by trusted foreign regulatory authorities. In some cases, FDA “visited” a site through remote systems.
Officials at FDA’s Office of Regulatory Affairs (ORA) indicate that
the agency will continue to use many of these strategies for streamlining oversight of manufacturing, even as on-site visits increase,
leading to a more “hybrid” inspection process going forward.
Despite these changes, FDA officials had to contend with public criticism that the review process was taking too long to save
dying patients, or that the agency was speeding experimental
products through the review process, threatening public health
and safety. Changes in agency leadership, in regulatory strategies,
and in decisions by researchers and manufacturers on where and
how to plan future investments are slated to alter drug development and oversight for years to come.
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Disrupting Healthcare
Marketing One
Story At a Time
The impact of disruptive storytelling in health communication

O

Have a co-author. Too often when we put keyboard and stylus
to work, we are pushing out information from a third-person perspective. Disruption occurs when the audience understands the
story from the inside out—a ghost-writing of sorts, where we are
showing, not telling.

MASTER THE ELEMENTS
Let’s face it: we work in a very complex field, with data, regulations, multiple stakeholders, and the many details of vital care.
People tend to believe that complicated narratives must be smarter.
Ironically, the art of storytelling begins with keeping things simple. People consume content in digestible bites that are easy to
process. And the more complex the ideas, the simpler the story
should be. It’s the equivalent of lowering your voice to compel
closer attention.
Make it human. Scientific rigor—while critically important to
our customers—can often make for a cold, detached presentation. We must challenge ourselves to find the humanity in the
numbers and graphs. We must reimagine the role of science so
that it echoes the back and forth of two people having a dialogue
over a cup of coffee.
Use recognizable characters that are true to life. Despite efforts
to go beyond the trite and expected, happy characters still populate
the health and wellness canon. We understand. Communications
should be aspirational and optimistic. However, such thinking
should not be at the expense of credibility and relevancy. Nowhere
in the fair balance information does one see the phrase, may cause
dancing. Show people to whom the audience can relate. Put a blemish on them. Invite customers to immerse themselves in the story,
and live in the minds of our very real protagonists.

GETTING TO THE HEART OF THE MATTER
Like any classic narrative, there are four points along the story
continuum: problem, tension, lesson, and resolution. A great example is seen in Pseudobulbar Affect (PBA), a condition that’s characterized by episodes of sudden uncontrollable and inappropriate
THE SCIENCE OF SUCCESS
laughing or crying due to certain neurologic diseases or injury.
Features and benefits of medical solutions don’t begin to scratch
the surface of the patient experience. Focusing on a collection of
symptoms, while essential to diagnosis, must accompany a more
robust story about this surreal condition. HCPs are not treating
patients; they’re treating people. So, who are these people? They
are struggling souls who cry at birthday parties, and unsympathetic
characters who may find themselves giddy in the face of tragedy.
A PBA awareness campaign features the actor, Danny Glover, alternately laughing and crying on camera. While he legitimately has
PBA, and his status as a celebrity would help spread the word about
this condition, the question arises: do patients see a reflection of
themselves in a movie star? And if not, how can we be expected to
understand their journey? The maker of the only approved prescription for PBA opted for a different approach, one that showed
patients trapped by their minds betraying their bodies. They dare
to dramatize the problem and disrupt our perception by narrating
from the inside out. The lesson learned by HCPs is to look beyond
typical depression and understand how to empathize. Then they
enter the story as bona fide characters themselves.
When you think about it, there never is just one story that captures the rich drama of human care. Think of it as a series one
might stream as we step into the lives of people we grow to know
and even cherish, episode by episode. And if we do our jobs correctly, with an eye toward disrupting antique notions about health
and wellness, maybe we can create something bingeworthy.

ur approach to promoting health and wellness communications has come a long way from articulating
features and benefits. Not that such information is
unimportant, but rather because there’s a better way
to connect and engage customers: disruptive storytelling. It’s storytelling because it harkens back to how we learned about the
world as children, with images and words that spun endearing
and enduring narratives in a humanized way. It’s disruptive
because it takes familiar content and transforms it into something
intriguing, so that you sit up and pay greater attention.
Let’s get into some of the tenets that make disruptive storytellMASTER
ing so impactful.

9

WWW.PHARMEXEC.COM

10

Global Report

PHARMACEUTICAL EXECUTIVE

IP and Pharmaceutical
Trade: Europe’s
Unresolved Debate
Lack of IP management plagues recent regulatory discussions

I

f the European Union was an unashamedly profit-driven
enterprise bloc, it could simply shrug off the awkward
debates about how to share pharmaceutical technology with
the wider world. But it isn’t, so it can’t—particularly as conspicuous gaps in COVID vaccination coverage keep the tensions
high on intellectual property protection. The arguments rage
on—and not only between the EU and countries without adequate
vaccine access. Cracks are discernible within the EU, too.
The European Commission’s 2020 “action plan on IP” insists
on “strong, balanced, and robust IPR [intellectual property rights]
protection at the national, European, and international level.”
The European Parliament has just adopted a resolution backing
MASTER
the Commission’s plan, noting approvingly that IP contributes
to
“the development of new medicines, and IP incentives are important for ensuring effective access to affordable medicines.”
At the same time, it recognized that inefficiencies in the system
“hamper innovators and producers to the detriment of equitable
patient access to treatments.” And in response to the pressures
exerted by COVID, it acknowledges the need for “a more equitable distribution of vaccines around the globe,” particularly
because “the lack of access to affordable vaccines is still a major
challenge in developing countries.” It even goes so far as to urge
greater EU efforts to “enhance global access to affordable
COVID-related medical products.” And it calls for exploration
of options for compulsory licensing of medicines, and for the European Commission to “follow through on its promise to engage in
active and constructive text-based negotiations” at the World
Trade Organization on easing access to vaccines in
poorer countries.
But text-based negotiations at WTO are a non-starter for the
Commission, which has steadfastly refused to engage in this way
with the recommendations of a coalition of—mainly—poorer
countries for international patent rules to be suspended so as to
boost vaccine supplies. The discussions have been underway since
2020, but the Commission has swerved the text on the table and
instead submitted its own less demanding text—provoking dismay
and accusations of obfuscation from countries suffering from the
lack of vaccines.

DECEMBER 2021

REFLECTOR
is Pharmaceutical Executive’s
correspondent in Brussels

The bold rhetorical promises that the EU has consistently trumpeted about tackling COVID at the global level have made its
position all the harder to defend. As far back as April 2020, the EU
promised to spare no effort to help the world come together against
COVID, in the words of Commission President Ursula von der
Leyen, who has since made a refrain of “No one is safe until everyone is safe.” And as recently as October 2021, she was still offering
reassurances that Europe “stands ready to contribute and invest
in pandemic preparedness—at home and worldwide.” But as is all
too evident, and as World Health Organization figures attest, this
goal is still far from being achieved. And as long as there are large
populations around the world seeking vaccination, the EU remains
SCIENCE
OF SUCCESS
THE
exposed
to accusations
of talking big and acting small, uncomfortably perched between rival claims of humanitarian principles and
industrial imperatives.
One of the most recent exhibits in this very public discussion is
a paper commissioned by the European drug industry from one
of the major consultancies in the pharmaceutical world, IQVIA.
Commenting on the EU’s growing practice of including novel IP
provisions in free trade agreements it signs with countries around
the world, the paper questions the assumption that longer periods
of IP protection drive up drug costs. “EU FTAs that included pharmaceutical IP protection have shown that drugs’ share of healthcare spending tends to stay flat or fall after an FTA, and that prices
for medicines rise more slowly than the level of inflation,” it states.
In addition, “a strong IP index is correlated with increased clinical
trial activity in a country, which can bring both clinical and economic benefits.” Strong IP protection makes possible “a meaningful contribution to R&D and clinical research, with associated
benefits for patients and the healthcare systems,” it concludes.
It is an approach that is reflected among the ambiguities of the
European Parliament’s resolution on IP, which explicitly “defends
the idea that promotion of better IP management in the research
and innovation community is needed in order to materialize
Europe’s excellent research into innovation that are beneficial to
its citizens and businesses.” The prospects for an early resolution
of the EU’s conflicts over patents seem no closer now than they
have ever been.
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Looking Back at Our
Leadership Lessons
From the Past Year
It’s time to see how you’re doing with putting words into action

ver the past year, this column has focused on a variety of leadership topics meant to inform and inspire
change. As 2022 approaches, I’d like to underscore
their effects on the success of an organization and
offer a chance to evaluate their importance in your company.

BRINGING PEOPLE TOGETHER
The need to work cross-functionally and incorporate diverse
perspectives was discussed in March as a better way to solve
problems. To quote Victor Bulto, president of Novartis Pharmaceuticals Corporation: “The answer to most of our complex challenges lies at the intersection of different areas of knowledge.”
Leaders should also try to bridge generation gaps. In May, I
compared Boomers, Gen Xers, Millennials, and Gen Zers. “Finding commonalities and determining how to bring people together
on them is one way that we can double down,” said Juli Blanche,
VP of talent strategy and talent acquisition at Bristol Myers Squibb.
Whenever you’re dealing with disparate groups, it’s important
to
use
clear, two-way
communication—providing and eliciting
OF SUCCESS
THE SCIENCE
feedback (April issue). According to LeadersEdge, feedback boosts
employee engagement, makes employees more motivated, makes
career development possible, and helps leaders lead better.

DEALING WITH DIGITAL
In January, I focused on educating employees in the new technology pharma was forced to adopt as a result of COVID-19.
The importance of investing in reskilling and upskilling one’s
workforce was stressed. A report from GlobalData identified a
lack of specific skills and talents as the main obstacle in pharma’s
digital transformation.
MASTER
I reinforced the topic of managing new digital initiatives in
October, as I looked at artificial intelligence’s impact on leadership and how leaders need to adapt. “Insights are now coming
in as campaigns are happening,” said Jeff French, vice president
TAPPING INTO TALENT
and chief digital officer at ViiV Healthcare. “That means as a
In September, I concentrated on pharma’s staffing issues and
decision maker, you have to respond much more quickly to make
how that could impact innovation and diversity. “Great people
the call to say stop this, start over, redo this capability, etc.”
are more in demand than ever before, and the costs of making
a mistake in hiring are bigger than ever before,” said Nick SteENHANCING SOFT SKILLS
phens, executive chairman of the search firm The RSA Group.
In February, Six Seconds CEO Josh Freedman said that feelings
Building relationships with potential candidates via a talent
are data which need to be part of a leader’s dashboard. He added
pipeline
(November issue) can help to onboard ideal employees.
that emotional intelligence requires culture-shaping and systemic
“Employers that wait to develop a robust pipeline for future needs
integration.
may struggle to fill critical talent gaps in a timely way,” said Carl
Similarly, burnout requires systemic change. “Companies must
Segerstrom, senior vice president and chief talent officer at Merck.
shift mindsets, policies, and practices to put employees first,” said
Another way to foster talent is stepping back so others can
Chris Cozic, senior vice president, global human resources at
step up (July issue). “If you get others to understand where you
Genmab, in August. “It starts with employee listening...Then you
want to go and why it is important, then you can use their energy
must show up with action to ensure you have a workforce that is
to multiply that vision,” said Paulo Fontoura, senior vice presiinspired, energized, and ready to innovate.”
dent and global head of neuroscience, ophthalmology, immuThese skills remain tantamount as employees transition back
nology, rare and infectious diseases clinical development at
to the office. When leading in a post-quarantine world (June issue),
Roche/Genentech.
Tiago Reis Marques, MD, PhD, CEO of Pasithea Therapeutics
Hopefully, you’ve learned something new about leadership in
commented, “Executives will need to be emotionally closer to
this
column over the past year. Now’s the time to implement the
their employees...It is time for leaders to prioritize the mental
change you want to see.
well-being of their employees.”
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Real-World Problems
for Real-World Data
Guidance?
Critics proclaim that recent RWD guidance issued by FDA still has a
good number of gaps to fill and may take some time to accomplish

I

n September, FDA published guidance on strategies for
accessing real-world data (RWD) from electronic health
records (EHRs) and medical claims in support of submissions for drug and biologic approval. As Pharm Exec’s Jill
Wechsler wrote (Oct. 1), “the diversity and limitations of this
information has stymied broader adoption for documenting drug
effectiveness.” In asking drug developers “to weigh in on strategies utilizing RWD to support regulatory decisions and to help
define treatment exposure, outcomes, data quality assurance, and
data quality control procedures,” FDA’s move looks toward satisfying the demand for faster development of medical products.
MASTER
However, for Miruna Sasu, PhD, chief strategy officer of RWD
company COTA, the FDA guidance must go further. Sasu welcomes the fact that FDA “is recognizing that RWD needs to be
pursued and is addressing how it would accept RWD as part of
submission packages.” She is also pleased that the guidance talks
about issues relating to regulatory packages that are sent back to
companies by FDA—data can be inconsistent, have a high rate
of “missingness,” or may not be representative of the holistic
population. The problem, Sasu explains, is that the guidance
doesn’t specify how companies can overcome these hurdles. And
while it acknowledges that data from different sites are not consistent—e.g., those from a community oncology site differ from
an academic site—neither does the guidance “clarify what FDA
will accept to prove that the data is holistically representative.”
The way that data is entered into EHRs can vary widely. “One
doctor may enter the data in millimeters, another may enter the
data in words, a third doctor may record something very nonquantitative about disease progression,” explains Sasu. What
COTA would like to see from FDA is a mandate around healthcare professionals (HCPs) collaborating to co-source the data. “At
the moment, we’re dancing around the data missingness because
we’re taking whatever the HCP is putting in. We need FDA to
say, ‘You all need to work together on this.’”
The guidance states that artificial intelligence (AI), including
natural language processing, machine learning, and deep learning, may result in more rapid processing of unstructured elec-
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tronic healthcare data, and goes on to identify the use cases for
AI, including extracting data elements from unstructured and
structured fields in EHRs. “However,” says Sasu, “we have yet to
prove that AI can consistently deliver reliable results independently, without the use of medical personnel quality checks, when
extracting data elements from EHRs, especially in unstructured
fields. Utilizing this type of technology may result in additional
inconsistencies until algorithms are trained on very large datasets.” She goes on, “By communicating its support for AI in data
abstraction in this guidance, will FDA be willing to accept the
likely inconsistencies in the data that AI introduces? Or will it
SCIENCE
OF SUCCESS
THE
provide
guidance
on how these processes may get better on pulling the data?”
In light of concerns around the September guidance, FDA
issued a follow-up document in October to further address the
incorporation of RWD/RWE into submissions to the agency.
The October guidance states that companies should collect and
convert or “map” such data collected outside of clinical trials to
fit agency e-standards for submitting information in investigational new drug applications and applications for generic drugs
and biotech therapies, Jill Wechsler reported (PharmExec.com,
Oct. 28). The guidance adds however that “all parties concede
that this will be a lengthy and difficult process.”
Sasu welcomes the further information but adds, “What the
agency is saying is that the data in EHRs have to be similar to
clinical trial data. But it has not mandated that HCPs collect that
information in the way a clinical trial is typically done. So FDA
acknowledges that there is a lot of missingness in RWD, but at
the same time it wants no missingness, as with clinical trial data.”
Sasu concludes, “We always appreciate better guidance. I’m
a drug developer at heart (having held positions in clinical trials
and biometrics at Bristol Myers Squibb and Johnson & Johnson);
the reason I got into this business is because I want patients to get
better access to medicines faster. An FDA mandate on collaboration between HCPs and the companies collecting and curating
health data would make things clearer and easier, and improve
things for patients down the line.”
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Playing the Long
Game on Tighter
Than Label Coverage
Potential for quality equivalent to economies of scale

H

ealth insurance coverage based on evidence is a standard principle in managed care pharmacy. As the
number of orphan disease treatments grows, tighter
than label coverage has become a standard practice.
Tighter than label coverage means that a health plan limits coverage to key detail in the pivotal trial rather than covering patients
whose condition meets a broader FDA-approved indication.
Impetus comes from the super high cost of orphan disease treatments. Justification comes from a product having a broader indication than evidence in the pivotal trial suggests. While tighter
than label policies limit patient volume in already small patient
populations, they can create conditions that favor future growth.
MASTER
FACTORS DRIVING TIGHTER THAN LABEL COVERAGE
Based on past market research I have conducted, any one of these
clinical factors appears capable of prompting restricted coverage:
• FDA label extends beyond the population studied.
• Trial inclusion/exclusion criteria limited the study population to specific patient characteristics.
• Evidence is unclear if the treatment will be effective in X
or Y sub-populations.
• One population subset responds significantly better
than others.
• Patients are excluded for clinical reasons (i.e., end stage with
irreversible damage).
EXAMPLES
Spinraza and age. Spinraza is indicated for treatment of spinal
muscular atrophy in “pediatric and adult” patients, but study subjects were infants less than or equal to 7 months of age at the time
of first dose. Given the age discrepancy between trial participants
and adults, health plans restricted coverage to the age range in the
clinical trial. Then, as one pharmacy director put it, “as more data
came out for different age groups, we broadened the coverage.”
Oxbryta and hemoglobin. This drug is indicated for treatment of sickle cell disease in adults and pediatric patients 12 years
and older, with no other prerequisites in the indication statement.
In the clinical trial, however, as another pharmacy director stated,

“they only had study subjects whose hemoglobin was less than 10.5.”
He went on to explain that “since the drug is based on improving
hemoglobin, the plan put that inclusion requirement in the PA.”
QUALITY EQUIVALENT OF ECONOMIES TO SCALE
When a business enterprise achieves economies of scale, it makes
more products at a progressively lower cost per unit produced. The
suggestion here is that there is an analogous dynamic for orphan
disease treatments with tighter than label coverage. Given the
extreme challenge posed by the patient’s condition, risk for poor
outcomes from orphan disease treatments is substantial. Risk for
poor
outcomes is the parallel to efficiency challenges in economies
THE SCIENCE OF SUCCESS
of scale. Pushing this theme further: The more patient volume is
concentrated on a limited number of patients mirroring the pivotal
trial, the more likely optimal outcomes will result.
Since orphan disease morbidity is typically acute and deteriorating, the greater the frequency of optimal outcomes, the greater the
likelihood payers will recognize that real world experience justifies
expanding coverage to additional patients with varying characteristics. “Efficiency” for economies of scale equates to “consistency
of benefit” for orphan disease treatment.
PLAYING THE LONG GAME
For brand teams, a different way to look at tighter than label restrictions is not to focus on the limited coverage but to build future
planning based on the optimal results likely to materialize. Rather
than contend with the reduced volume from coverage that narrows
the patient base, growth is better served by developing sciencebased strategy to leverage demonstrated outcomes, justifying coverage for more patients than the pivotal trial originally promised.
The irony of tighter than label coverage is that while it limits patient
volume in the short run, it creates potential for accelerating growth
in the long run. Also, since most payers based on my research
appear to have a lack of interest in multi-year risk arrangements,
for orphan disease treatments, marketing keyed to science-based
strategy tied to demonstrated outcomes is likely to be more profitable than pushing the boulder up the hill with long-term value-based
contracting.
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What Does the
Future Hold for
Biopharma in 2022?
Industry growth in innovation could spark financial rebound

A

s 2021 ends, I find it hard to believe that we are still
living on a daily basis with the ravages of COVID,
despite the availability of life-saving vaccines and
therapeutics—thanks to the tireless efforts of the
biopharma ecosystem!
Just this week, leaders in the biopharma and finance industries implored JPMorgan to cancel its live Healthcare Conference, our venerable annual Woodstock. I host a Fabulous Pharma
Females dinner there every year; my last was in January 2020,
which seems like a lifetime ago. The hybrid virtual/in-person
world we now live in no longer seems temporary, but rather the
new “normal.”
MASTER
Two years in, and the system is still in chaos. In my own little
world, I move from one place with no masks to the next where
wearing one is required. Proof of vaccination and frequent testing requirements are the new passports to navigating the world.
Following the reopening trade that propelled stocks and the
markets to new highs, we were hit with the Delta variant, and
walked it all back. Now, we are in the early stages of Omicron,
which the WHO has designated a “variant of concern.”
While supplies of vaccines may be available in large quantities, many around the world still can’t get them—case in point,
in South Africa, where travel bans are now in place, as they are
in some countries in Europe as well as Japan.
WHAT DOES THIS ALL MEAN FOR CAPITAL MARKETS,
AND BIOPHARMA IN PARTICULAR?
As I write this, the S&P 500 is up more than 25% YTD, and the
NASDAQ , which ran up 43.6% last year, is ahead another
24.6%. The S&P Biotech index (XBI), on the other hand, is
down 13.4% this year following an epic gain of 48% in 2020.
Despite this underperformance for biotech, the IPO market has
continued to be strong, both in terms of number of deals—
already beating last year’s record and dollars raised. Why?
• Lots of capital that needs to be invested; interest rates are
historically low.
• The innovation renaissance is not confined to COVID
but is in evidence across the industry with clear advances

DECEMBER 2021

BARBARA RYAN
Founder, Barbara Ryan
Advisors, and a member
of Pharm Exec’s Editorial
Advisory Board

in gene therapy, gene editing, mRNA broadly, rare diseases, cell therapies, etc.
• Record numbers of new product submissions and annual
FDA approvals.
• M&A is core to growth strategies with ample fire power
to fuel deals. Leerink estimates that US and European
large pharmas could have over $500 billion in cash to
deploy by year-end 2022, and that does not include substantial borrowing capacity and stock available to issue.
There have been standout performers this year, one notable
is Pfizer. Since the start of 2020, its shares have skyrocketed 80%
to $54, adding $754 billion in market cap.
THE SCIENCE OF SUCCESS
Geoff Porges at Leerink forecasts that cumulative sales of
Pfizer’s Comirnaty vaccine will total $107 billion by the end of
2022. He further estimates that Pfizer’s cash balance could swell
to over $76 billion from the current $29.7 billion (assume liquidation of its 32% ownership of GSK’s consumer business, or $60
billion without it).
BIOTECH HAS UNDERPERFORMED, BUT COULD WE
SEE A REBOUND IN 2022?
• One could certainly argue that valuations entering this
year were rich following the meteoric rise of many in
2020, but that’s changed, and they could represent more
compelling value heading into next year.
• Investors have worried about the implications of the
Biden administration and its stated goals to attack drug
pricing head on, but the initiatives recently making their
way through Washington appear fairly benign.
• The uncertainties around the future leadership of FDA
also now appears to be on its way to a near-term resolution with the appointment of Bob Califf (seemingly industry friendly) sailing through confirmation.
• Finally, there appears to be lots of cash swirling around
to fuel collaborations, partnerships, and M&A. Many
biotechs also have lots of cash due to the generous capital
markets environment of the last several years and are
funded through multiple value inflection points.

Data Volumes, Complexity and Quality Expectations Have Increased
Has Your Information Management Strategy Kept Up?
On-demand webinar
Aired: Wednesday, November 17, 2021

Register now for free!
www.pharmexec.com/pe_p/
info_management
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Luke Dunlap
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Information Management Strategy,
IQVIA
MODERATOR:
Lisa Henderson
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Customer, patient, and clinical engagements have been
altered in the post-pandemic world having major impacts on
life science companies’ Enterprise Information Management
(EIM) systems. All rely on your ability to harmonize silos,
disparate data formats while managing data at scale.
Responding to these accelerated trends requires a renewed
focus on Enterprise Information Management far beyond the
“we’ll migrate to the cloud” strategy that organizations have
relied on over the past five years. Register for this webinar to
learn about:
SCIENCE
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that is driving the need
for advanced Enterprise Information Management
capabilities

• Keyways to simplify and accelerate your Information
Management strategy
• Real world examples of how IQVIA helped clients
transform their EIM strategies with agility during the
pandemic
3 Key Takeaways
• Market trends driving the need for advanced
Enterprise Information Management capabilities
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• Real world examples of how IQVIA helped clients
transform their EIM strategies with agility during
the pandemic
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Oncology
Optimist
After two decades at the forefront
of hematology and oncology
drug development, AbbVie’s vice
president and global head of
oncology clinical development,
Mohamed Zaki, MD, PhD, is more
hopeful than ever about recent
advances in the space
By Julian Upton
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stem cells, resulting in excessive scar tissue formation
fter finishing medical school in Egypt,
in the bone marrow.
Mohamed Zaki came to the United
“We are investigating if navitoclax may be an
States where he gained a PhD at the
option that offers myelofibrosis patients a new level
University of Pennsylvania, before
of disease management, including improved symptom
becoming an assistant professor. Moving into the
control and potentially better treatment outcomes,”
pharmaceutical industry in 2001, he spent the next
Zaki said in an AbbVie media release recently. These
17 years in increasingly senior roles in hematology
“anti-fibrosis efforts build on the company’s history
and oncology, first at a small company, Centocor (a
of transforming standards of care in blood cancers
Johnson & Johnson subsidiary), then at Sanofi-Avenwith significant unmet needs,” he added.
tis, and later Celgene. In September 2018, after nine
Zaki tells Pharm Exec, “With Venclexta, Imbruvica,
years at Celgene, he joined AbbVie as global head
and now navitoclax, we are touching almost every
of hematology clinical development. In July of last
hematologic malignancy that you can face.” He adds,
year, he became AbbVie’s vice president and global
with a smile, “We’re starting to run out of hematologic
head of oncology clinical development.
indications. What is left, other than very chronic,
Zaki was attracted to AbbVie because of the
almost cured diseases?”
“amazing science being done here in hematology and
He has good reason to feel confident, though, espeoncology,” which he has helped to advance since joincially when contrasting these advances with the caning. He points to venetoclax and ibrutinib as “perhaps
cer landscape he knew at the start of his career. “It’s
the best evidence” of this science. Venetoclax (branded
a whole different world now. What we had back then
as Venclexta) was initially developed as a targeted
in terms of treatment was chemo, chemo, chemo.
agent for the B-cell lymphoma-2 (BCL-2) protein. In
People dying from chemo, people dying from disease.
2016, it was approved by FDA for the treatment of
Now we see people living for a very long time,” he
chronic lymphocytic leukemia (CLL) in previously
says. “What we’re aiming for in cancer now is a functreated patients with the 17p deletion genetic mutaMASTER THE SCIENCE OF SUCCESS
tional cure, where we transform acute malignancies
tion. It has since been approved for people with CLL
to chronic ones. People will die from natural causes,
or small lymphocytic lymphoma (SLL), with or withnot from their cancer. Cancer will be like diabetes,
out 17p deletion. In combination with azacitidine or
something you can live with.”
decitabine, it also was approved in 2020 for the treatZaki is excited about the growth of immuno-oncolment of newly diagnosed acute myeloid leukemia
ogy, which was the subject of his PhD back in the
(AML) in adults who are age 75 years or older.
1990s. “To be able to go back to your own immune
“I used to treat patients with AML and it was
system to avoid chemotherapy, that is just magic,” he
almost a death sentence,” explains Zaki. “It was a
horrible disease and nothing had been advanced for
says. “Do you know how many years we’ve been talkmany years to treat those patients. The chemotherapy
ing about that in cancer therapy? Now we are finally
ended up killing them. Getting approval for a therapy
able to do it.” The rise of immuno-oncology means
that targets the disease, that can actually transform
more precise medicine, “which means you can treat
the patient’s life, was an extremely proud
the people who actually benefit from the drug.” Zaki
moment for me.”
explains, “When you think about a 30% response rate
Ibrutinib (branded Imbruvica) was originally
approval, what happened to the 70%? They’re taking
a drug that doesn’t work for them. With more precise
approved by FDA in 2013 for the treatment of mantreatments, that response rate would increase to 90%
tle cell lymphoma; the approval was expanded soon
or 100%. It’s very hard to do, of course; you have
after to include CLL and SLL. In August 2018, ibruto find the right marker. A biomarker-driven
tinib in combination with rituximab was approved for
the treatment of adults with Waldenström’s macroapproach is the key to this precision medicine that
globulinemia, a rare and incurable type of non-Hodgwe’re pursuing.”
kin’s lymphoma.
Among Zaki’s priorities at AbbVie now is to maxZaki also has great faith in navitoclax, AbbVie’s
imize the pipeline to get new treatments quickly to
investigational oral BCL-XL/BCL-2 inhibitor, for the
patients in need. “It’s about providing patients with
treatment of myelofibrosis, a rare blood cancer that
options. Options are the name of the game with
develops when a genetic mutation occurs in blood
cancer; people live from drug to drug.”
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There is a special urgency since COVID-19, which has
been particularly hard on cancer patients. Zaki talks about
patients, already immuno-compromised, that were simply
too afraid to go to the hospital for their therapy. But he is
proud that, during the pandemic, AbbVie’s oncology team
was able to provide guidance to healthcare professionals
(HCPs) to help them continue
looking after cancer patients. The
team “worked around the clock
to continue educating HCPs and
patient organizations on the latest
data and best practices,” he says.
AbbVie’s patient access and
patient support system also
helped patients to obtain their
drugs and offered them financial
support. And the increasing availability of oral medication for
these diseases now meant that
patients didn’t need to make a
trip to the hospital.
The experience of leading his
team during the disruption of the
last 21 months has been a good one for Zaki. “It was about
listening,” he says. “Employees were stuck at home andMASTER
they
wanted to talk. You have to be able to listen to them and
remind them of the vital importance of what they do and
what they bring to patients.” He adds, “I’m the sort of person
who wants to see people, to be physically there with them, but
we adapted well to Zoom meetings and maintained a good
level of interaction.”
An unexpected benefit of going virtual, says Zaki, was the
boost to recruitment. “People became extremely available, and
not just because of virtual communication,” he observes.
“They started to want change. That’s one of the impacts of
COVID. People are realizing that life is too short to put up
with an unrewarding job. They want to do something more

meaningful.” Where Zaki says he used to hope to get one or
two CVs when trying to recruit high-caliber people, all of a
sudden he was getting 15.
Zaki also credits the attraction—and, just as importantly,
retention—of good candidates to AbbVie to the company’s
culture of inclusiveness. “From the moment I had my interview,
I felt welcomed and respected at
AbbVie,” he says. “If you work
here, you feel this. The company
really cares about its employees.
We’re reminded every day about
the importance of professional
development, behavior development, succession planning, etc. It
is a scientific culture of inclusiveness, a culture of respect for people, their family life, and worklife balance.”
While Zaki can look back on his
and AbbVie’s efforts during the
pandemic with a measure of pride,
he was frustrated about how
COVID derailed one of his favorite pastimes—travel. Fortunately, he had his other great hobbies,
reading
and watching
sports, to occupy him during his extra
SCIENCE
OF SUCCESS
THE
free time. Zaki is a fan of basketball—he used to play back in
Egypt—and he closely follows soccer, particularly the UK’s Premier League, where his countryman Mo Salah plays for Liverpool FC. But with travel being Zaki’s great passion, he felt
trapped and helpless during COVID, like many of us. He says
this, however, with his recognizable cheerfulness, so it’s difficult
to believe his energy and enthusiasm were dampened too much
by the restrictions of this period. He is quick to add that now
that the borders are being opened, he’s very happy to be traveling again. In life, as in his work, the challenges and obstacles
that Zaki faces are met—and overcome—with this enduring
spirit of optimism.

They started to want change.
That’s one of the impacts of
COVID. People are realizing
that life is too short to put up
with an unrewarding job.
They want to do something
more meaningful

FAST FOCUS
» Prior to his time at AbbVie, Mohamed Zaki spent eight
years with Celgene where he held three different positions
including corporate vice president, therapeutic area head
multiple myeloma, global clinical R&D
» Zaki holds a PhD in immuno-oncology from the University
of Pennsylvania in Philadelphia, Pa.
» Under Zaki’s leadership, AbbVie received FDA approval
in 2020 for the use of veneotclax in combination with
azacitidine, decitabine, or low-dose cytarabine for AML in
adults 75 years or older
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Capitalizing on Opportunity
Our annual report takes a look at pharma’s current investment in drug development, which
this year demonstrates a focus on five important therapeutic areas of interest—Alzheimer’s
disease, ophthalmology, NASH, anti-infectives, and opioids
By Mike Straus

D

iseases shape history. They shape lives. The emerging drugs in the development pipeline show promising results in treating some of the most virulent
ailments in modern society. Moreover, these new
drugs are the end result of accelerating innovations in nextgeneration pharmaceutical technologies that aim to change the
face of medicine. Emerging products like phage therapies, biologics, gene therapies, monoclonal antibodies, and next-generation anti-infection/anti-microbial agents are opening up new
opportunities in verticals like pain management, ophthalmology, infection control, fatty liver disease, and Alzheimer’s
disease.
The drug development pipeline is filled with promising new
products, and several of them are close to commercialization.
These drugs are aiming to reshape the course of history; the

ones that succeed will serve as best-in-class products for pharmaceutical companies that embrace innovation.
Several of these new products, like long-acting GLP-1 analogues and anti-beta amyloid monoclonal antibodies, are in
Phase III trials and could be ready for commercialization shortly.
Other experimental therapies, like phage-based antimicrobials
and intravitreal injectable drugs for ophthalmological conditions, are winding their way through preclinical and Phase I
studies.
Pharm Exec’s 17th Annual Pipeline Report showcases the most
promising and innovative new therapies under development,
with data provided by Clarivate Analytics.
THE SEARCH FOR AN ALZHEIMER’S BREAKTHROUGH
Alzheimer’s drugs have pivoted in recent years as the working
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theory of the disease evolves. Clarivate’s data shows that from
2000 to 2010, the most common biomarker pursued in drug
studies was amyloid beta A4 protein. Over the past 11 years,
though, this has shifted. There is significant new interest in
microtubule-associated protein tau, with 286 clinical trials tracking that biomarker since 2010—a 13-fold increase over the previous time period.
This shift is taking place at the same time that aducanumab,

a monoclonal antibody that targets amyloid beta plaque in the
brain, faces ongoing controversies and challenges. FDA approved
aducanumab, under the brand name Aduhelm, in June 2021
over the fierce objections of its own advisory committee members. Harvard Medical School professor and former FDA advisory committee member Aaron Kesselheim, MD, JD, called the
Aduhelm approval “probably the worst drug approval decision
in recent US history.”1
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Patient Segments in Alzheimer’s Trials, 2010–Present
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Since its approval, Aduhelm has underperformed relative to
expectations. Despite being the first Alzheimer’s drug to gain
FDA approval since 2003, the drug amassed only $300,000 in
sales in its first three months on the market. Analysts had
expected the drug to earn $14 million in Q3-2021. Some experts
have questioned whether the drug offers clinical benefits that
justify its risk of side effects like cerebral hemorrhaging.2
Michael Kleinrock, lead research director at IQVIA, says the
problem with aducanumab and other drugs like it is that there
is only a very limited correlation between amyloid plaque reduction and an observable endpoint. That’s why, he says, the bulk
of the Alzheimer’s pipeline is examining other pathways. While
some plaque-targeting drugs, like lecanemab,3 gantenumerab,
and solanezumab, continue to undergo Phase II and Phase III
trials, there is also growing interest in drugs that treat other
aspects of Alzheimer’s.
Mike Ward, head of global thought leadership for Clarivate
in London, says the growth of research activity in Alzheimer’s
drugs is cause for optimism. He notes that a successful pharmaceutical treatment that could meaningfully prevent cognitive
decline would be not only a commercial success but a social one:
“The economic cost of Alzheimer’s disease is a drain on family
resources. Caregivers are often close family members. There

would be a tremendous benefit, both at the individual level and
the society-wide level, if there were a meaningful breakthrough
that could stop cognitive decline.”
The goal of stopping cognitive decline is driving diversification in the types of drugs under development, several of which
are disease-modifying small-molecule drugs and biologics. Disease-modifying biologics like the PKC agonist bryostatin-1 and
the peptide GV1001 are in Phase II trials; disease-modifying
small-molecule drugs like GV-971 and NE3107 have progressed
to Phase III studies.4 In the case of GV-971, an oligosaccharide
compound derived from brown algae, a Phase III trial published
in 2021 showed that treatment with GV-971 caused a statistically significant improvement in patients’ ADAS-Cog-12 scores
compared to placebo, and the drug was found to be safe and
well tolerated.5
Meanwhile, drugs like troriluzole and tricaprilin are under
investigation for their potential to work on the nervous system
level to modulate disease symptoms. Troriluzole, a glutamate
modulator from Biohaven Pharmaceuticals, is undergoing
Phase II and Phase III studies for a variety of psychiatric and
neurodegenerative disorders. While troriluzole has experienced
struggles in trials,6 Biohaven is expected to continue studying
the drug for use in patients with mild Alzheimer’s.
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Tricaprilin, in contrast, received a boost in October 2021
at the 5mg dose.12 Azeliragon had previously shown efficacy
when manufacturer Cerecin, formerly Accera, announced a
in animal trials.13 Manufacturer vTv Therapeutics of High
7
new $40 million round of financing for pipeline development.
Point, N.C., has since entered into a licensing agreement with
Tricaprilin is a medium-chain triglyceride that promotes mitoCantex Pharmaceuticals to continue developing azeliragon as
chondrial metabolism and induces ketosis. In 2013, Accera ran
a cancer drug.14
afoul of FDA with its branded tricaprilin product, Axona, which
the company had been marketing as a medical food. FDA deterOPHTHALMOLOGY DEVELOPMENT ACCELERATES;
mined that Axona did not fit the legal definition of a medical
GENE THERAPY DOMINANT
food under the Federal Food, Drug, and Cosmetic Act. HowDrug development for ocular diseases has grown significantly
ever, Cerecin has continued to develop Axona in the form of a
in recent years. Data provided by Clarivate shows that the
pharmaceutical drug under the developmental name AC-1204.
number of clinical trials for ophthalmology drugs and drugs
One Phase III trial, completed in August 2021, showed that
targeting ocular disease has grown by a factor of four over
tricaprilin caused a 0.6-point improvement in ADAS-Cog11
the past 20 years. From Jan. 1, 2000, to Jan. 1, 2010, there
scores after 26 weeks, while the placebo did not change scores
were 2,608 clinical trials performed on ophthalmology drugs.
from baseline. The study authors determined this difference
From Jan. 1, 2010, to present, Clarivate’s data show 10,984
was not statistically significant, but hypothesize that the failure
trials, an increase of 421%.
to prove efficacy may have resulted from a lower-than-expected
The major areas of development in ophthalmology drugs
level of ketone production and the placebo group’s better-thansince 2010 have been glaucoma, ocular hypertension, and
wet age-related macular degeneration (AMD), with an
expected performance.8 A new formulation of the drug, code
named AC-SD-03, will be undergoing further Phase III trials
emphasis on modifying physiological biomarkers of disease.
in 2022.
From 2010 to present, 4,234 trials involved small-molecule
Several of the other Alzheimer’s candidates under developdrugs, making small-molecule pharmaceuticals the domiment are symptom-reducing drugs that target specific cogninant type of drug under development. During that same
tive, emotional, or behavioral symptoms of Alzheimer’s, with
time period, there were 3,570 trials involving medical
MASTER THE SCIENCE OF SUCCESS
the aim of managing symptoms like agitation, loss of awaredevices, 2,490 trials involving biologics, and 2,229 trials
ness, and sleep disturbances.
involving medical procedures. Of these more than 10,000
Nabilone, a synthetic cannabinoid and THC biosimilar curtrials, 4,401 did not have an FDA-defined phase, while 1,833
rently approved for chemotherapy-induced nausea, is underare Phase II trials and 1,200 are Phase IV post-marketing
going clinical trials to determine if it can treat agitation in
surveillance trials. There are over 1,200 ophthalmology
Alzheimer’s patients. It has been found to be moderately
drugs that have entered Phase III trials since 2010, comeffective at reducing Cohen-Mansfield Agitation Inventory
pared to 418 in the decade prior.
(CMAI) scores. The drug also decreased overall neuropsychiIn September 2021, AbbVie signed a deal with Regenxatric symptoms and caregiver distress, improved cognition,
bio to jointly develop and bring to market a single-treatment
and was more effective at reducing agitation than atypical
gene therapy for wet AMD and diabetic retinopathy called
antipsychotics.9 This is an important breakthrough given the
RGX-314. This gene therapy encodes an antibody fragment
recent failures of other symptom-reducing medications in
via the NAV AAV8 vector to inhibit the activity of vascular
trials.
endothelial growth factor (VEGF). RGX-314 is designed to
The tetracyclic antidepressant mirtazapine, an alpha-1
prevent fluid buildup in the retina by inhibiting blood vesantagonist, had previously been recommended as a treatment
sel growth and leakage.
for Alzheimer’s-associated agitation and mood disturbances.10
In October 2021, Regenxbio announced initial positive
However, recent research is questioning mirtazapine’s value in
results from the Phase II ALTITUDE trial, which is investigating RGX-314 as a potential treatment for diabetic retAlzheimer’s treatment. A 2021 trial on 204 patients with probable Alzheimer’s that did not respond to non-pharmaceutical
inopathy. After three months, five of the 15 patients in the
intervention found that a 45mg-daily dose of mirtazapine did
treatment group experienced at least a two-step improvenot significantly change scores on the CMAI relative to placebo
ment on the Early Treatment Diabetic Retinopathy Studyafter 12 weeks. There were also seven deaths in the treatment
Diabetic Retinopathy Severity Scale (ETDRS-DRSS).
group, compared to one in the control group.11
Drug companies are also looking at monoclonal antibodies for potential use in the ophthalmology market. ImmuMeanwhile, a Phase III trial of azeliragon, a small-molecule
novant has been investigating its fully human FcRn monoRAGE inhibitor under development by vTv Therapeutics, was
clonal antibody IMVT-1401, formerly RVT-1401, as a
terminated in May 2021 after a failure to demonstrate efficacy
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Biomarker Type for Ophthalmology Drugs, 2010–Present

Physiological
Structural (imaging)

Biomarker Type

24

Genomic
Proteomic
Biochemical
Cellular
Anthropomorphic

0

1000

2000

3000

4000

5000

SCIENCE OF
SUCCESS
MASTER
Number
ofTHE
Clinical
Trials

6000

7000

Source: Clarivate Analytics, Cortellis. November 2021.

potential treatment for myasthenia gravis (MG), a neuromuscular disease that can affect the muscles around the eyes,
and thyroid eye disease. The company experienced a setback
in February 2021 after subjects in the ASCEND GO-2 Phase
IIb trial for thyroid eye disease exhibited an increase in total
cholesterol and LDL levels. Later, in June 2021, Immunovant announced that it would continue developing IMVT1401 at a lower dosage level. In July 2021, IMVT-1401
received Orphan Drug Designation for MG.
In October 2020, Novartis acquired Vedere Bio, a startup
developing therapies that optimize surviving photoreceptors
after vision loss. Vedere founder Cyrus D. Mozayeni, MD,
launched Vedere Bio II, a sequel company developing a viral
vector treatment for retinitis pigmentosa, an inherited form
of vision loss. In May 2021, Vedere Bio II received $77 million in Series A funding in a financing round led by Octagon
Capital.
Meanwhile, Visus Therapeutics has several candidates
for multiple conditions in its pipeline. Brimochol, a combination of carbachol and brimonide tartrate administered in
eye drops, is undergoing Phase II trials for treatment of
presbyopia. Carbachol is a cholinergic miotic agent that con-

stricts the pupils, while brominidine tartrate is a sympatholytic alpha-2 agonist that prevents the pupils from dilating.
Five previous clinical studies have shown that Brimochol
improves near-visual acuity. Visus Therapeutics’ four other
candidates for the treatment of various ophthalmological
conditions are currently in preclinical research. In August
2021, the company secured $20 million in financing from
LSP and Sage partners. In November, it announced the
appointment of David Guyer, MD, as chairman. Guyer formerly served as chair of the department of ophthalmology
at the New York University School of Medicine and was the
first person to develop and commercialize an anti-VEGF
drug for macular degeneration.
NASH DRUGS NAVIGATE SCIENTIFIC AND COMMERCIAL CHALLENGES
Drugs for non-alcoholic steatohepatitis (NASH), the most
severe form of fatty liver disease, have a history of struggles.
In the Phase III REGENERATE study, obeticholic acid
showed mixed results. FDA’s approval of obeticholic acid for
treatment of primary biliary cholangitis in 2016 was regarded
as a sign of hope that the drug might also be effective against
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NASH; the REGENERATE trial dashed those hopes when
it found that the drug failed to resolve NASH after 18 months.
While obeticholic acid did cause an improvement in fibrosis
symptoms, this effect was only observed at the highest dose
of 25mg/day.15
Other clinical trials of first-generation NASH drugs have
also rendered disappointing results. In the RESOLVE-IT
Phase III trial, GENFIT’s drug elafibranor did not resolve
NASH without exacerbating fibrosis even after 72 weeks. In
the STELLAR-3 and STELLAR-4 trials, selonsertib, a NASH
candidate and ASK1 inhibitor developed by Gilead, did not
result in statistically significant fibrosis improvements without
exacerbating NASH symptoms after 48 weeks.16
“The trials have underperformed,” says Kleinrock. “It’s a
challenging dynamic to create a drug that has a response
without side effects. If you think about the ecosystem surrounding NASH, these patients have diabetes and high cholesterol, maybe even metabolic syndrome. There’s some
comorbidity with hypothyroidism and fatty liver disease. So
it’s an interesting conundrum to come up with a drug that
targets NASH.”
Now, though, a new generation of NASH drugs is winding
its way through the research pipeline. Several new candidates

are currently in Phase II and Phase III trials. Data provided
by Clarivate shows that 363 NASH drug trials have taken place
since Jan. 1, 2017; from 2000 to 2010, there were only 82 trials. The majority of NASH trials have historically involved
small-molecule drugs. From 2010 to present, the most common biomarker assessed in trials was alanine transaminase,
followed by aspartate aminotransferase and glucose.
Kleinrock says that some of the emerging new drugs are
beginning to show efficacy. Resmetirom (MGL-3196), for
instance, has shown strong results in Phase II and Phase III
trials. Resmetirom is a first-in-class, orally administered,
small-molecule, liver-directed thyroid hormone receptor
selective agonist produced by Madrigal Pharmaceuticals. The
drug is undergoing two Phase III trials, the MAESTRONAFLD-1 trial for non-alcoholic fatty liver disease and the
MAESTRO-NASH trial for NASH. The MAESTRO-NASH
trial, involving 2,000 participants, is expected to end in
March 2024.17 The MAESTRO-NAFLD-1 trial, involving
700 participants, will compare the effects of 80mg/day and
100mg/day of resmetirom vs. placebo among the blind participants and evaluate resmetirom’s efficacy at reducing biomarkers of NAFLD. Study completion is scheduled for
December 2021.18
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In September 2021, Galecto announced that it had commenced a Phase Ib/IIa trial investigating its galectin-3 inhibitor,
GB1211, as a potential treatment for liver cirrhosis, a complication of advanced NASH. Initial data is expected in mid- to
late 2022. AngioLab, a South Korean company, is developing
an angiogenesis inhibitor made from lemon balm extract called
ALS-L1023. The company published the results of an animal
trial on ALS-L1023 in 2017; in September 2021, AngioLab
completed a Phase IIa trial on ALS-L1023 for NASH. Also in
September, Oramed Pharmaceuticals announced its Phase II
trial of its NASH candidate, an oral insulin capsule developmentally coded ORMD-0801, had surpassed 50% enrollment.19
Some manufacturers are working on combination therapies—Allergan’s cenicriviroc and Novartis’ tropifexor—as possible NASH treatments, which have both separately received
FDA fast-track status for NASH with liver fibrosis.
Cenicriviroc, which is also an experimental candidate
undergoing study as a possible HIV and COVID-19 treatment,
is a CCR2/CCR5 inhibitor. However, the Phase III AURORA
trial on cenicriviroc was terminated early in April 2021 when
the study’s initial results failed to show efficacy.20
Tropifexor, a farnesoid X receptor agonist, was found to be

effective at improving biomarkers of NASH like alanine aminotransferase, body weight, and hepatic fat fraction after 12
weeks, in Novartis’ Phase IIb FLIGHT-FXR study. 21
Now, Novartis and Allergan are co-sponsoring a new Phase
II randomized, double-blind, parallel-assignment trial to determine whether a combination of tropifexor and cenicriviroc is
safe and effective in improving fibrosis or resolving NASH after
48 weeks. This trial, involving 193 participants, submitted
results to the National Library of Medicine in October 2021
and is undergoing quality control review.22
Ionis Pharmaceuticals has two NASH candidates in its
research pipeline, both of which are built on its antisense oligonucleotide technology. Ionis’ antisense therapies bind with
mRNA to prevent the formation of disease-associated proteins.
ION224 and ION839 are second-plus generation LICA medications designed to prevent the accumulation of liver fat by
inhibiting diacylglycerol acyltransferase 2 and patatin-like
phospholipase domain-containing 3 protein, respectively. Ionis
is currently recruiting subjects for a Phase II trial of ION224.
ION839, formerly AZD2693, was licensed to AstraZeneca in
April 2018 and is currently undergoing a Phase I trial.
Another emerging NASH candidate is a repurposed drug
first developed in 2012. Semaglutide is a GLP-1 analog that
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was originally approved as a treatment for diabetes in 2019.
Earlier this year, the FDA approved Novo-Nordisk’s Wegovy
(semaglutide) for chronic weight management. A 2021 Phase
II trial on 320 patients with NASH and hepatic fibrosis examined whether a once-daily subcutaneous injection of 0.1mg,
0.2mg, or 0.4mg of semaglutide could resolve NASH without
worsening fibrosis. Conducted by Novo Nordisk, the study
found that at 72 weeks, 59% of subjects in the highest-dose
semaglutide group achieved NASH resolution without worsening fibrosis, compared to 17% in the placebo group. The
0.2mg and 0.1mg doses achieved 36% and 40% NASH resolution, respectively.23
Other NASH drugs in development include Vonafexor, lanifibranor, and oltipraz. In July 2021, ENYO Pharma’s Phase
IIA LIFIVY trial found that Vonafexor resulted in a 6.3% absolute liver fat reduction in the 100mg group and a 5.4% reduction in the 200mg group. The differences between placebo and
Vonafexor were found to be statistically significant.24 A Phase
IIb trial showed that high-dose lanifibranor caused resolution
of NASH without worsening fibrosis in 49% of subjects. Lowdose lanifibranor achieved the same outcome in 39% of subjects, while 22% of subjects receiving a placebo achieved NASH
resolution without worsening fibrosis.25 A Phase III trial on

oltipraz by South Korean company Pharmaking was estimated
to be completed in October 2021.26
ANTI-INFECTION SOLUTIONS GET CREATIVE
The anti-infection/anti-microbial category is seeing significant
innovation, with non-traditional products in all stages of development. While large pharmaceutical giants have mostly exited
this market, a new crop of emerging biotech startups has recognized a need for more anti-infection drugs and is actively
developing innovative solutions. A March 2021 research report
by Pew Charitable Trusts found that over 95% of anti-infection
drugs in the pipeline are being developed by startups, and over
70% of these companies are pre-revenue.27
Kleinrock says that in anti-infection drugs, there has been a
fundamental market failure in encouraging the amount of innovation required to solve the problems facing the niche. He notes
that companies are still attempting to solve the problem of
antimicrobial resistance, and in the meantime, the stopgap solution is to encourage less usage.
Despite the challenges that anti-infection drug development
has historically faced, the pharma industry is beginning to take
notice of antibiotic resistance. In July 2020, the World Health
Organization and 20 of the world’s largest drug companies
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launched the AMR Action Fund, a biotechnology investment
fund that intends to invest over $1 billion in biotech startups
that are pursuing new antibiotics. The fund’s stated goal is to
bring two to four new antibiotic drugs to market by 2030.
One of the areas of anti-infection drug development seeing
significant research and investment is phage therapies. Several
emerging biotech startups are developing phages that can solve
the antimicrobial resistance challenge. Felix Biotechnology
received a Phase I grant from the National Science Foundation
in September 2021 to continue development of a machine learning platform that can match phages to the pathogens they are
most effective against.28
Armata Pharmaceuticals is developing multiple synthetic
phage candidates. AP-PA02, a synthetic phage cocktail engineered
to target P. aeruginosa, is under development for the treatment
of respiratory infections in cystic fibrosis patients. AP-PA02 is the
second generation of Armata’s initial phage product, AP-PA01.
AP-PA01 showed favorable results in two case reports chronicled
in Infection and the American Journal of Respiratory and Critical Care
Medicine.29,30 Armata also is developing phage therapies for cystic
fibrosis, pneumonia, bacteremia, and prosthetic joint infection.
Other phage candidates are in clinical development by Adaptive Phage Therapeutics. The company’s PhageBank library of

phages has already received emergency IND authorization from
FDA for use in treating diabetic foot osteomyelitis, prosthetic
joint infection, chronic recurrent urinary tract infection, and
cystic fibrosis-related lung infection. PhageBank also has emergency use Expanded Access IND status for treatment of secondary bacteremia in COVID-19 patients.
In September 2021, Adaptive Phage Therapeutics announced
the results of a case study involving a 7-year-old with chronic,
antibiotic-resistant P. aeruginosa infection following a car accident injury. The infection, located in the patient’s lower leg, continued to grow after surgical debridement and hardware removal.
Seven weeks after treatment completion, the patient was able to
bear weight without pain for the first time since the accident. At
a five-month follow-up, the patient had no additional symptoms
of bacterial infection.31
While phages are a compelling novel treatment, further
research is required in order to make them viable. Kleinrock
notes, “Phages are interesting because, conceptually, it’s a cool
way to think about how we’re going to crack that nut, but I want
to see more than one of them get past a certain level. Phase Ib
and Phase II trials means we’re starting to figure out dosing and
get a clinical effect.”
Some of the emerging anti-infection drugs that are currently
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undergoing Phase II and Phase III trials include omadacycline,
AXC-362E, and fidaxomicin. Omadacycline is a tetracycline
broad spectrum antibiotic in the aminomethylcycline subclass.
Paratek Pharmaceuticals is developing omadacycline under the
brand name NUZYRA as a treatment for non-tuberculous
mycobacteria and pulmonary anthrax. NUZYRA is already
approved for treatment of acute bacterial skin and skin struc-

ture infections, as well as community-acquired bacterial pneumonia. Paratek developed this form of tetracycline to overcome
biological mechanisms that result in antibiotic resistance, and
it has already shown efficacy against MRSA and drug-resistant
Streptococcus pneumonia in trials.
Another unique drug is quickly making its way through the
pipeline. Acurx Pharmaceuticals is developing ibezapolstat, a
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small-molecule bacterial DNA synthesis inhibitor. The drug is the
first in a new class of Pol IIIC inhibitors for treatment of C. difficile. It has received a fast-track designation from FDA and has
completed Phase IIa trials. Ibezapolstat is now in a Phase IIb
trial slated for completion in March 2022. The company’s Phase
IIa data showed that ibezapolstat had a 100% cure rate and
eradicated colonic C. difficile within three days.32

PAIN MANAGEMENT DRUGS TO END THE
OPIOID CRISIS
According to the National Institute on Drug Abuse, almost
50,000 Americans died of opioid overdoses in 2019. Despite the
dangers of opioid addiction, the CDC reported in 2018 that an
estimated 50 million Americans suffer from some type of chronic
pain. The need for safe and effective pain management drugs
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still exists. That’s why much of the innovation in pain management involves engineering a pain medication that can provide
opioid-level relief without the risk of addiction.
Kleinrock says the majority of development activity in pain
drugs is in non-opioids. IQVIA’s research indicates that in
December 2020, there were five opioid-based pain management
drugs in development, compared to roughly 100 to 120 non-

opioid analgesics. Kleinrock says that as of December 2020,
there were also roughly 300 drugs in development designed to
treat underlying diseases that produce pain as a symptom. Kleinrock says that while only a small subset of those drugs will complete Phase III trials, the diversity of approaches in drug types
and the number of candidates in development are both reasons
for optimism.

31

WWW.PHARMEXEC.COM

Pipeline Report

PHARMACEUTICAL EXECUTIVE

DECEMBER 2021

Pain Trials: Drug Target-Based Actions 2010–2015
and 2015–Present
Sodium channel inhibitor
Opioid receptor mu agonist
Cyclooxygenase inhibitor

Drug Pipeline Target-Based Actions

Alpha 2 adrenoceptor agonist
Cyclooxygenase 2 inhibitor
Adrenergic receptor agonist
Benzodiazepine receptor agonist
Opioid receptor agonist
Oxidoreductase inhibitor
GABA receptor agonist
GABA A receptor alpha-2 subunit stimulator
GABA A receptor delta subunit stimulator
CACNA2D calcium channel subunit modulator
5-HT 3 receptor antagonist
Opioid receptor mu partial agonist
ORL1 receptor agonist
Cyclooxygenase 1 inhibitor
Acetylcholine receptor antagonist
SCN9A sodium channel subunit inhibitor
p130Cas associated protein inhibitor

0

100

200

300

400

500

600

700

Number of
Clinical
Trials
2010-2015
SCIENCE
OF SUCCESS
MASTER
THE

800

900

Sodium channel inhibitor
Alpha 2 adrenoceptor agonist
Opioid receptor mu agonist
Cyclooxygenase inhibitor
Oxidoreductase inhibitor
Adrenergic receptor agonist
Benzodiazepine receptor agonist
Cyclooxygenase 2 inhibitor
GABA receptor agonist

Phase

32

5-HT 3 receptor antagonist
GABA A receptor alpha-2 subunit stimulator
GABA A receptor delta subunit stimulator
CACNA2D calcium channel subunit modulator
Opioid receptor agonist
Acetylcholine receptor antagonist
GABA A receptor antagonist
Nicotinic acetylcholine receptor antagonist
H+ K+ ATPase inhibitor
p130Cas associated protein inhibitor
PGE1 agonist

0

500

1000

1500

2000

2500

3000

Number of Clinical Trials 2015-present

3500

Source: Clarivate Analytics, Cortellis. November 2021.

“I am very conscious of the significant amount of failures
over the pipeline,” Kleinrock says. “But I tend to reason that if
there’s a lot of activity in multiple mechanisms, with multiple
companies looking at the same models, it’s more likely to make
it through. There are some promising antibody and RNA
approaches.”
The next-generation pain management drug that is closest
to commercialization is mirogabalin, a gabapentinoid and alpha-

2-delta ligand developed by Daiichi Sankyo. Daiichi Sankyo
sells the drug under the brand name Tarlige in Japan, where it
was approved in January 2019. The drug’s Japanese approval
is for the treatment of peripheral neuropathic pain, diabetic
peripheral neuropathic pain, and postherpetic neuralgia. In May
2021, Daiichi Sankyo submitted a supplementary new drug
application to the Japanese regulator to begin selling Tarlige for
treatment of central neuropathic pain.
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them along that for at least some of them, clinical and comThe US National Library of Medicine database shows 11
mercial success is inevitable.
completed studies on mirogabalin. While the drug was previously
under clinical development in the United States for the treatment
About the Author
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European Union after mirogabalin failed to meet its primary
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Commercial forecasting in the pharmaceutical industry has
always focused around understanding patient behavior. With
an increasing amount of competition, patients are switching
therapies more often and treatment paradigms are becoming
more complex. But until now, getting accurate data around
patients and how they start therapy, persist through therapy,
and transition to different lines of therapy has been difficult.
In this webinar, we’ll talk through ways to improve forecast
accuracy through more precise, data-driven modeling of
patient
dynamics.
We’ll review
methodologies, processes and
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tools that can help forecasters to better reflect the realities
of their market and avoid oversimplification – some of which
can have significant impacts on forecast accuracy, especially
in the launch window.
Join us to learn more about patient-based forecasting and
how to improve your commercial forecast accuracy.
3 Key Takeaways
• Common simplifying assumptions around patients and
how they impact forecast accuracy
• Understanding of patient-flow calculation methodologies
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Sponsored by:

CONTACT US
forecasthorizon@iqvia.com
For technical questions about this webinar,
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• Use of real-world data to better estimate patient flow
and persistence
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The Future of Sales and Marketing
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How to Deliver Information in the Era of COVID-19
Chief commercial officers gather for an insightful roundtable discussion anchored in the future of
sales and marketing in light of new communication media brought on by the pandemic
By Fran Pollaro

O

n Sept. 23, 2021, six chief commercial officers
communication, the changing face and approach of sales and
(CCOs) joined Pharmaceutical Executive to discuss the
marketing teams, and the importance of flexibility and agility.
future of sales and marketing in bioThe event was moderated by Michael J. Hennessy Jr.,
pharma, a topic that is especially relepresident and CEO of MJH Life Sciences, Pharmaceutivant due to the rate of acceleration brought on by the
cal Executive’s parent company.
COVID-19 pandemic. While a healthy dose of weary
Following are highlights of the conversation (answers
change was already in progress within the industry
have been edited for length and clarity):
over the past few years, March 2020 quickly ushered
in a new way of fundamentally approaching the world
Hennessy: As more data is available and patients become
more empowered, the days of a one-size-fits-all advertisand its stakeholders on all fronts. Panelists shared their
Michael J.
ing and marketing approach seem to no longer be sustaininsights and visions for delivering innovation and
Hennessy Jr.
able. How does this new patient affect what the ideal biohealth care solutions in the future, while considering
pharma company will look like in 2030, and how will it respond?
products, informed/empowered patients, healthcare professionals (HCPs), and payers. Topics discussed were aplenty with parLAUREN D’ANGELO, CHIEF COMMERCIAL OFFICER, ALPHA COGNITION:
ticular themes interweaving themselves throughout the discusWe need to embrace the power of digital innovation and adopt
sion: playing catch-up to other industries, digital innovation, the
a customer-first business model. Traditionally, we’ve been so
focused on selling the features and benefits of our product. Now
rising value of patients’ perception, the nature and medium of
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that patients are more aware of their
health and focused on holistic health goals,
it’s going to be more about expanding our
current offerings of drugs and moving
beyond just focusing on the product, and
instead becoming an active partner in the
patients’ management of their overall
Lauren D’Angelo
health. It’s more about what we can bring
to the table and the role that we can play in the patient’s journey
by focusing on continuous patient outcomes, versus only
our product.
KRISTIN YAREMA, PhD, CHIEF COMMERCIAL OFFICER, ATAR A
BIOTHERAPEUTICS: We’ve always thought about patients as one of

Executive Roundtable

Roundtable Participants
(From image on facing page; top row, left to right)
Lauren D’Angelo, Chief Commercial Officer,
Alpha Cognition
Todd Nichols, Senior Vice President, Chief Commercial
Officer, Alkermes, Inc.
Mark Plinio, Chief Commercial Officer, Evelo
Biosciences, Inc.
(Middle row)
Paul Friel, Chief Commercial Officer, BeyondSpring, Inc.
Michael J. Hennessy Jr., President and CEO, MJH
Life Sciences
Kristin Yarema, PhD, Chief Commercial Officer, Atara
Biotherapeutics

the key customers in the healthcare system, along with physicians and payers. But we have to think about them as a more
important customer, and our focus has to
(Bottom row)
start much earlier.
Sean McAuliffe, Chief Commercial Officer, Taysha
Gene Therapies
We’re seeing openness from regulators;
for example, with patient-focused drug discovery and development. There’s a real
modalities, and we’ve got to be extremely
interest in understanding what patients
flexible right now.
want from their medications versus just
Kristin Yarema
In Alkermes’ space of serious mental
what physicians want, or think patients
illness and addiction, we spend a lot of
want from their medications. And there’s an openness to build
OF SUCCESS
MASTER time
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with caregivers.
We believe in comthose kinds of patient-reported outcome measures, endpoints,
munity activation. Our industry has had a
and claims into development programs. I think we’re making a
black eye in the past, but some of the solulot of progress there already, but it’s a somewhat new frontier
Todd Nichols
tions that we’ve brought to the marketplace
and a tremendously exciting opportunity.
in the last 18 months have been phenomenal, and there’s a
MARK PLINIO, CHIEF COMMERCIAL OFFICER, EVELO BIOSCIENCES, INC.:
chance for us to build trust within these communities and
I don’t think we’ve treated our patient populations as true cuswith patients.
tomers. There are a lot of other industry examples of building
PAUL FRIEL, CHIEF COMMERCIAL OFFICER,
customer loyalty, but pharma continues to lag. We should surBEYONDSPRING, INC.: Other industries are so
round the patient with a customer-service approach that builds
ahead of where we are today. Maybe it’s
their loyalty over time. Patients are digestbecause of the present complexity or the
ing information from so many different
regulatory environment, but I think the
sources about various treatments, and they
Amazons, Facebooks, and Apples of the
have a decision that goes beyond price.
world have shown us what can be done. I
There are times when we make a product
Paul Friel
think our customers, patients, their families,
or service choice where we’re not just looktheir caregivers, and our physicians see that we are behind.
ing at the price—instead, we go to that
Mark Plinio
YAREMA: My very first role at a company was in consumer
brand because we trust it and trust the
packaged goods at Procter & Gamble. Every discussion at those
experience we’ve had in the past. Overall, I don’t think we do a
companies starts with “What customer did you talk to most
good enough job in pharma of building an environment that
recently? What were your insights from that conversation?” And
builds trust and brand loyalty.
every conversation started with grounding in the here and now
TODD NICHOLS, SENIOR VICE PRESIDENT, CHIEF COMMERCIAL OFFICER,
with customers, their needs, and how they’re being met. If we
ALKERMES, INC.: I don’t think we can predict five to 10 years out.
can bring that mentality and those learnings from other indusIf there is anything that the last 18 months have taught us, it’s
tries, and leverage new technologies that allow us to interact
that agility and flexibility right now are key. And one of the
with our patients in ways that just haven’t been possible before,
things that we have really learned at Alkermes especially is that
that will be incredibly powerful.
patients are consuming information in various formats and
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Our industry is the keeper of vast amounts of data.
We invest in enormous amounts of research trying to understand
the behaviors of our customers and patients, and we have to
make sure that all of our future and new product planning feeds
that data in. Our customers want options, and their patients
want options. That’s the reason why our industry thrives. We’re
going to have to be very deliberate to make sure that we’re allocating those resources appropriately to meet their needs.
NICHOLS:

Hennessy: What new steps will the industry be taking in both preven-

tative medicine and population health, and how will that affect pharma
branding in the future?
PLINIO: As we look toward the next several years, we’re going
to have to figure out how we make medicine more affordable for
the broader population. I think every one of us on this call is
probably involved in therapeutic areas where we have fairly highpriced drugs that have focused on a much smaller population of
sufferers, typically the more severe or the rare. Over time, we’re
going to need to be in a position where we are able to approach
this differently and shift to a model that
might be more volume-based.
This shift will also require different
stances on the part of the payer. We’ve
all been at the receiving end of the
MASTER
payer over time—many times price
and availability drive a treatment
choice that’s not necessarily right for
the patient. I think the model is going
to change, and we have to actively be
part of that change, otherwise it will
happen to us.
NICHOLS: I’ll pick up on the theme
of affordability. How do our customers think about preventative medicine?
Regardless of the therapeutic area,
we’re seeing examples on a consistent
basis of customers forming large partnerships. We all know the
integrated delivery models, the models that have a payer involved.
These are topics that are of big interest to our customers.
An encouraging trend we see now is that they’re building scale
with various partnerships—there’s a void there that life sciences
companies like ours can fill by showing we are sincere and able
to talk about patients holistically, and not just about a single
therapeutic option. We all know that patients need various
options, they need access. One way to do it is through pricing
models. The other way is to do it through value creation, such
as disease-state education and so forth.
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digital interaction with sales reps once this pandemic comes to an
end. How do you see the role of the sales rep evolving over time, and
what steps will your organization take to begin to make some of these
changes?
D’ANGELO: The traditional pharma sales model is still relevant;
it just needs some revamping for the modern age. That means
investing more time and resources into all things digital. Instead
of relying just on sales reps or just on digital-promoting channels, what pharma needs is a healthy mix of both.
The salesforce will need to move away from a one-size-fits-all
communication approach and be able to adapt to varying customer needs. I think the industry is going to need more tech-savvy
people who know how to build brands, and who can accommodate individual customer needs based on a particular physician or stakeholder. And then they will have to deliver messaging
using hybrid methods and virtual tools. But at the end of the
day, you can’t copy and paste a real in-person relationship into
a digital environment. We all know the value of relationships
and that having that one-on-one, in-person contact is the best
way to sustain them.
PLINIO: You are spot on, Lauren. I
still believe the single biggest catalyst
to affect behavior change is the sales
representative who is there in the
THE SCIENCE OF SUCCESS
office, who is building relationships
and trust by bringing valuable product information and disease education. This is not only accomplished
through the one-on-one interaction
with the physician but also with the
entire office.
That being said, because there is a
large and growing subset of physicians
who are digital savvy, it can change
our targeting a little bit because we’re
able to accumulate digital affinity
scoring for these particular physicians over a period of time.
You can actually track how active they are online from their
shopping, surfing, and overall engagement. As a result, you can
support a hybrid approach by building a target base of physicians who would be more accessible to receiving information
digitally.
FRIEL: There’s one example I would like to point out about
technology—the speaker programs. We all talk about how much
more engaging this used to be pre-COVID—the old steak dinner where everybody shows up and you fly an expert in from far
away. Now you can take that top expert and have them virtually
join for lunch, breakfast, or dinner. To me, that is a perfect example of something that changed that will permanently change
going forward.

The traditional pharma
sales model is still
relevant; it just needs some
revamping for the modern
age. That means investing
more time and resources
into all things digital

Hennessy: A recent survey by Accenture found that 87% of healthcare

professionals said they prefer all digital, or a mix of in-person and
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We need to ask: What are the educational needs, what are the
therapeutic needs, and what were their interests from a business
perspective? What are they trying to accomplish overall from a health
perspective for their constituencies?

SEAN McAULIFFE, CHIEF COMMERCIAL OFFICER, TAYSHA GENE THERAPIES:

It is really disease-state specific. My last experience was in rare
disease. We had different roles—reimbursement, field reimbursement, sales—all based on a good
rationale from a compliance standpoint;
but, when there was a case, we had a lot
of people react. There were times it
reminded me of little kids playing soccer
where everyone is hovering around the
ball. It was less efficient and ultimately, in
Sean McAuliffe
some cases, we may have been able to save
some time. So managing these interactions is going to beMASTER
like
steering the Titanic, but I think it starts with how companies
leverage the data we now have access to. It will be a hybrid of
some kind, and it is going to be disease-state and patientgroup specific.
NICHOLS: The beauty of being so connected as an industry
right now is that we can see best practices. I think the model will
continue to evolve and adapt. Do I see wholesale changes? Not
really. Even with data, the key insight is that HCP customers are
saying they value the interaction. They still value new engagement and education that life sciences companies bring to them.
They’re just asking for different mediums to receive the
information.
D’ANGELO: Todd, you mentioned earlier the need to be flexible.
The last product that I launched was during COVID. One of
the things we made a quick decision on right away was not to
force a particular technology on a physician. There was a lot
of conversation internally, especially from a legal and compliance perspective, but at the end of the day, it comes down to
what the customer is comfortable using: Do they use Zoom?
Do they use Teams? Are they comfortable using Veeva? If you
push one platform onto a customer, it will be an uphill battle
that I don’t think any of us wants to fight. It’s getting the organization aligned to say, “You know what, we’ve got to deliver
our messaging using a technology that our customers are comfortable using in a compliant way, or else we’re not going to be
effective.”

Hennessy: One trend that I have seen kind of come, go, and come
again is the regional marketing manager. Are there any field or marketing roles that you believe need to evolve or simply disappear?
PLINIO: In some of the therapeutic areas I’ve been in, like gastrointestinal (GI) and dermatology, we’ve started to see a consolidation of practices, whether it’s the IDNs of the world or
large practices. There are some GI practices out there with close
to 1,000 physicians, and they’re managing a significant patient
population within a geographic area.
As therapeutic areas start to evolve, you’re seeing private
equity coming in. I think there will be an increasing move toward
that with consolidation. From a pharma perspective, whether
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you are in biotech, medium size, or large pharma, we need to
recognize how the business is evolving, how therapeutic areas
are going to be highly focused and concentrated in such a way
that you’re going to need people looking after these large practices as key decision makers. This is because, as they grow over
time, these practices may become decision-makers on treatment
availability for certain geographies.
In my last role, we started to build out the capabilities of
managing the business from a field perspective with individuals
focused on understanding the insights of those large practices.
We need to ask: What are the educational needs, what are the
therapeutic needs, and what were their interests from a business
perspective? What are they trying to accomplish overall from a
health perspective for their constituencies? You’ve got to take an
approach that looks at the needs of a group that is really going
to drive behavior, inform drug selection and how patients are
treated from a patient treatment pathway, and influence overall
pharmaceutical approach. As a result, you may need representatives focused on various group practices, because they are all
operating a little bit differently.
YAREMA: In transplant centers, you already have that dynamic
happening. Every single transplant center is unique and they all
have different protocols and HCP specialties involved in the decision-making. Decision-making regarding what’s going on formulary, and what protocols and algorithms will be embedded, is at
a highly organized level. It requires a completely different sort
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of interaction and more of a team approach. It’s not just the
commercial people, but our partners in medical, for example,
also have an important role to play, whether it’s an institution or
what we would more normally think of as an organized customer
group. That’s an area where we’re going to continue to see the
consolidation, and where we need to evolve our capabilities and
these roles.
NICHOLS: This is a really important topic. There was a rush
years ago where the theme was that the commercial models
were broken and needed to
change. So there was a rush in
commercial organizations to create highly specialized roles, and
then it morphed into various therapeutic areas. We’re at the place
now where we have to question
that and say, “Do you really need
highly specialized roles in every
therapeutic area based upon your
customer base? Do customers
require that?” A key question that
I try to ask myself and that we
work on at Alkermes is: Is it really
the role, or the capability, or the
MASTER
behavior that we’re trying to adapt
to? It’s a different question, which
comes up with a different answer.
So yes, in certain therapeutic
areas, you’re going to have to have really specific roles to address
certain customers, but I don’t think you need that in every single
therapeutic area.
The days of having separate people just doing market access
and reimbursement probably is a little bit dated as well. You
always need good professionals that engage with payers and so
forth, but that’s a competency and skill that your commercial
teams have to have now or you’re not going to be relevant in the
marketplace to your customer. So I think about it in that domain
right now as the capability, and then Kristin, you said it as well,
this notion of collaboration about behavior. We all work in a
great industry, good organizations as well; collaboration across
our companies is really important—the right type of collaboration with the medical teams, the internal teams, and the fieldfacing team. That’s actually critical now, and that’s a capability
we have to continue to build.
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keting, reimbursement, and field-facing team point of view. It
is going to require, at least in some of the smaller indications,
a closer collaboration and a better way of working with medical. A great deal of that starts with making sure data is managed
and leveraged appropriately. Data acquisition, and management
and movement of that data through an organization, will
be critical.
FRIEL: People are going to be key, too. What we’ve talked about
is we don’t know what it’s going to look like in five or 10 years,
and you’re going to have to have
people that are able to adapt, overcome challenges, learn, and grow.
We don’t know what the solution is,
but we know we need people that
are going to have a unique skillset
to be able to do that as we continue forward.
YAREMA: And to be flexible about
how we’re looking at talent. There
are lots of conversations across all
of our companies right now about
what it means to be in-house anymore, because in-house might be
remote in a different state. We’ve
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learned so much about how to collaborate and work effectively during COVID, so what will the norms
and expectations be going forward?
How much of our workforce will we plan to be permanently
remote? How are we going to develop those people and provide
them with career opportunities that are on a level playing field
with people who might be back in the office and closer to the
managers, for example?
It’s always been important, but now more than ever, it is identifying people with the right learning agility, engaging them, and
then offering them opportunities to grow new skills, whether it’s
in digital or the flexibility in how to think, or learning more
market access if they come from a traditional commercial field
background, for example. But the investment in people is what
I think every CCO really needs to have at the top of their
radar screen.
D’ANGELO: When we get talent into the organization, we’ve got
to focus on building a culture of innovation. Because you can
get the best people, but if we don’t enable them to learn, to
make mistakes, allow them to experiment, then we are wasting
all of their talents and potential. To me, innovation is a biproduct of culture. I know that culture is this big word that we all
talk about as leaders, but it’s really very simple: Attract the right
talent, and then provide them with an environment where they
can thrive.

It’s always been important,
but now more than ever,
it is identifying people
with the right learning
agility, engaging them,
and then offering them
opportunities to grow
new skills

Hennessy: What steps do tomorrow’s chief commercial officers need

to take to ensure that their companies will be ready for the future
we’ve discussed here today?
McAULIFFE: One of the first required steps is probably going
back to Lauren’s point. It’s around structure both from a mar-
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New Bespoke Gene
Therapy Consortium Is
Welcome Development
For biopharma innovation to succeed and accelerate, companies
must stop duplicating their efforts and share valuable information

T

he creation of the Bespoke Gene Therapy Consortium (BGTC) in the US is welcome news, especially
if it achieves its ambition to accelerate the delivery
of more gene therapies for rare diseases. The new
body is headed and funded by FDA and the National Institutes
of Health (NIH), with other stakeholders including small biotechs, major pharma brands, and
non-profit organizations.
One clear benefit is the chance to
finally tackle the problem of affordMASTER
ability and return on investment.
Today this presents a significant barrier for more niche therapies that are
expensive and complex to develop
and study, and whose target populations are small. If a standardized
platform can be agreed upon, via
which each drug developer can share
findings and build on what’s gone
before, the potential to reduce costs
and accelerate approvals could be considerable.
The real beneficiaries, though, will be patients. If the BGTC
achieves its aims, patients could see readier access to the breakthrough treatments they long for.

CHRISTIAN K. SCHNEIDER, MD
Head of Biopharma Excellence and
Chief Medical Officer (Biopharma),
PharmaLex

Anything that would allow for greater convergence around
clinical trial design, particular studies, tests/assays would be
welcome, too—even the pooling of safety data—making
advances in the treatment of rare diseases more viable.
Although it might take a while to establish an enabling platform, the hope for the future is that the BGTC and any equivalent consortia that emerge over
time, will come up with a roadmap
quite quickly to support at least
some level of useful community
THE SCIENCE OF SUCCESS cooperation.
We’re already seeing a growing
push from pharma companies for a
regulatory framework that better
meets their needs. Up to now, for
instance, each new product has
needed to be vetted in its own right.
This has presented a barrier for
developers of new therapies with a
limited safety database to work
from—even if these have shared the same vector backbone.
Tests showing the biodistribution and effectiveness of the transduction of cells, for example, would have to be repeated again
and again.
There are some encouraging signs that regulators want to
drive positive change. For one thing, they’re beginning to proactively hire people with expertise in advanced therapies so that
they more confidently assess and approve new treatments.
They’re also looking more holistically at data now, especially
around the patient impact.
Ultimately, we all need to work toward a situation in which
“advanced” therapies are viewed as standard treatments that
we know how to regulate, so that patients suffering from rare
diseases that affect their quality of life every day can dare to
imagine a better future. The BGTC is a big step in the right
direction.

We’re already seeing a
growing push from pharma
companies for a regulatory
framework that better
meets their needs

REGULATORS AS ENABLERS
The new US consortium offers a glimpse of the role regulators
can play to drive markets forward, as facilitators rather than
merely gatekeepers. It paves the way for a shared platform that
could help propel each company forward with new products.
The hope is that Europe will pick up the baton now. Take the
known concept of “master files,” adopted by the EU (for vaccine
antigens and plasma). If master files for gene therapy vectors
were logged on a common platform, there could come a time
when it’s possible to add a gene of interest for each new development, rather than details of all vector-related safety aspects.
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