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Novartis Pharma President Marie-France Tschudin On 
Inclisiran, Launches And More

Executive Summary
Tschudin talked to Scrip about taking over as 
Novartis Pharmaceuticals president, why inclisiran 
is different from marketed PCSK9 inhibitors and 
prioritizing investment behind multiple new 
launches. 

 

Novartis AG Pharmaceuticals president Marie-
France Tschudin took over the leadership role 
in June 2019 in a sudden transition after Paul 
Hudson left to become the CEO of Sanofi. 
Now she is tasked with overseeing Novartis’s 
commercial portfolio outside of oncology, 
which includes executing on several current 
and future launches, among them inclisiran for 
high cholesterol, for which the company paid a 
handsome $9.7bn.

Tschudin talked to Scrip at the J.P. Morgan 
Healthcare Conference on 14 January about 
the transition, her top priorities for the 
pharmaceuticals business and being in an 
enviable, yet challenging, position of ramping up 
multiple new launches at the same time.

In addition to the potential US Food and Drug 
Administration approvals of inclisiran and the 
multiple sclerosis drug ofatumumab in 2020, 
Tschudin will oversee Novartis’s current launches 
of Beovu (brolucizumab) for wet age-related 
macular degeneration and Mayzent (siponimod) 
for multiple sclerosis. Other new drugs, like 
the gene therapy Zolgensma (onasemnogene 
abeparvovec) and sickle cell disease treatment 
Adekveo (crizanlizumab), fall under other 
leadership umbrellas.

A Quick Assent To The Top
Tschudin said she was surprised by the 
opportunity to lead the pharmaceuticals business 
after having so recently been appointed to 
oversee Advanced Accelerator Applications – 
Novartis’s nuclear medicines business – in 2018 
after president Susanne Schaffert was tapped 
to become oncology CEO in another sudden 
leadership transition. (Also see “AAA President 
Takes Novartis Oncology Top Job, As Barrett 
Leaves For Biotech” - Scrip, 20 Dec, 2018.) But she 
said she was ready for the opportunity, even after 
having only joined Novartis in 2017 after a 10-year 
career at Celgene Corp.

“I had been in the AAA world for a very short 
period of time, but it was a little bit of familiar 
ground for me too,” she said. “I was very familiar 
with the portfolio, with our priorities, with the 
strategic objectives, with the people on the team, 
with the type of culture we wanted to create, so it 
was almost like coming home in a way.”

She said it is an exciting time to be working 
at Novartis under the leadership of CEO Vas 
Narasimhan because of the clear, focused strategy 
powered by the pipeline. Her four top priorities 
are continuing to strengthen the foundation of the 
business, Cosentyx (secukinumab) and Entresto 
(sacubitril/valsartan), amid mounting competition; 
executing on the launches of Beovu, ofatumumab 
and inclisiran, all of which she said represent 
huge commercial opportunities; expanding 
geographically; and building an innovation-
focused culture.

“Absolutely something that is key for me is 
culture and really focusing on ‘inspired, curious, 
unbossed,’ making sure that we are really 
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unleashing the power of our people,” she said. 
“You can feel that resonating. You can feel that 
bringing a different level of energy to the way that 
people are working in the company.” The mantra, 
“inspired, curious, unbossed,” was introduced 
by Narasimhan when he became CEO of the 
company in 2018.

Inclisiran: A Big Launch And Big Investment
When it comes to investing behind multiple new 
launches, Tschudin said the company has really 
had to pick priorities.

“Through our budget process, we’ve done a lot to 
reallocate resources and really focus on what we 
believe will be the next blockbusters,” she said. 
Executing successfully on launches also requires 
focusing earlier, she added.

“That has been quite a shift in the way that we 
work,” she said. “We have been very focused on 
the present. We’ve got to get much more focused 
on what is coming, market-shaping and making 
sure that we are making those investments.”

The anticipated launch of inclisiran will be 
occupying a lot of her attention – and receive 
a big investment from Novartis. The company 
acquired the first-in-class small-interfering RNA 
drug through the $9.7bn acquisition of The 
Medicines Co. last year, and the regulatory filing 
was submitted to the FDA in December.

Novartis has a stated ambition to turn inclisiran 
into one of the company’s best-selling drugs. 
The drug blocks PCSK9 to lower cholesterol but 
it works differently than the currently marketed 
biologics, Amgen’s Repatha (evolocumab) and 
Sanofi/Regeneron’s Praluent (alirocumab).

The current PCSK9 blockers have been a massive 
commercial disappointment, partly because of 
the high cost and frequent injections, and skeptics 
aren’t convinced payers will be more receptive to 

inclisiran. (Also see “Novartis Sees Reimbursement 
Advantage For PCSK9 Launch” - Scrip, 25 Nov, 
2019.) 

Novartis believes the less frequent dosing – just 
twice a year – and the potential for administering 
the drug in physicians’ offices, opening the door 
to a different reimbursement strategy in the US 
under the Medicare Part B medical benefit in 
addition to the Part D pharmacy benefit, will be 
a big difference. Physician administered drugs 
can be reimbursed in both settings depending on 
whether or not a clinic buys drugs directly and 
bills for reimbursement or buys the drugs through 
a specialty pharmacy.

“The default position is to compare [inclisiran] 
to the PCSK9s, but I don’t think you can. That 
is absolutely not how we are thinking about it,” 
Tschudin said.

Inclisiran, she said, is poised to solve the big 
problem in cholesterol-lowering treatment – 
patient compliance.

“The real advantage of having inclisiran twice a 
year, sub-Q, administered by a physician is that we 
will be able to manage the adherence in a much 
better way,” she said. “We are thinking about this 
more in terms of long term versus launching the 
product and having these huge curves, how do we 
change this paradigm of treatment of cholesterol.”

“This is what we see the true potential of the 
product is, to bring it to market in almost a 
vaccine-like approach,” she said.

While she said the launch will receive an 
enormous commercial investment from Novartis, 
the commercial infrastructure is in place, which 
was one of the critical elements that made the 
deal attractive. Novartis has a cardiovascular 
organization selling Entresto in heart failure and 
behind inclisiran, the company has TQJ230 in late-
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stage development for elevated lipoprotein(a), 
an inherited cardiovascular disease risk factor. 
Novartis exercised an option to license TQJ230 
from Akcea Therapeutics Inc. a year ago.

“We have teams all around the world, from the US 
to Europe to China to Japan,” Tschudin said. “We 
have the infrastructure, we have the knowledge, 
and we have the pipeline.”

Beovu, Xiidra And Commitment To 
Ophthalmology
As for Beovu for wet-age related macular 
degeneration (AMD), the launch is just getting 
off the ground. The VEGF inhibitor was approved 
by the FDA in October, but it is going up against 
an entrenched rival, Regeneron Pharmaceuticals 
Inc.’s blockbuster Eylea (aflibercept). (Also see 
“Label Battles: Beovu And Eylea Contest Begins In 
AMD “ - Scrip, 8 Oct, 2019.)

The competitive edge for Beovu is meant to be a 
potentially more attractive dosing profile, which 
could be valuable for a drug that is injected into 
the eye. In two head-to-head Phase III trials, Beovu 
showed non-inferiority to Eylea when dosed every 
12 weeks versus bi-monthly dosing for Eylea. But 
Eylea has a long track record of success in eye 
disease and Regeneron has taken steps to protect 
the franchise. A dosing regimen was recently 
approved for Eylea that allows treatment every 
12 weeks after a year of dosing at the original 
regimen of three initial monthly doses followed by 
dosing every four or eight weeks.

Novartis will update investors on fourth quarter 
and 2019 financial results on 29 January, when 
some initial sales figures may be presented.

In the meantime, Tschudin said the early launch 
has been encouraging with some positive reaction 
based on the response of some hard-to-treat 
refractory patents.

“I truly believe that we have a world-class team in 
place and they’ve done a great job really thinking 
about every single parameter, dealing with patient 
services, engagement of key opinion leaders,” she 
said.

While Novartis sells Lucentis (ranibizumab) 
outside of the US,  Roche markets it in the US, 
so Novartis has not had a US ophthalmology 
presence. Beovu represents an opportunity 
for Novartis to boost its US business, Tschudin 
pointed out. Novartis’s commitment to building 
out in ophthalmology was behind the company’s 
acquisition of the dry eye drug Xiidra (lifitegrast) 
from Takeda Pharmaceutical Co. Ltd. for $3.4bn 
plus milestone fees in May. (Also see “Novartis 
Delighted With Xiidra Deal Despite Eye-Watering 
Price” - Scrip, 9 May, 2019.)

“We are very committed to ophthalmology. We 
are looking at front of the eye, back of the eye, we 
are looking at building out our portfolio and being 
in ophthalmology for the near term and the long 
terms,” Tschudin said.

Beovu and Xiidra are being sold through two 
different sales forces, however. The company is 
also reinvigorating marketing support behind 
Xiidra, including engagement with key opinion 
leaders and direct-to-consumer advertising. 
The brand was neglected at Shire PLC, which 
developed and commercialized Xiidra before 
the company was purchased by Takeda at the 
start of 2019, and it represents a big commercial 
opportunity, she said.

The Xiidra acquisition is just one example of how 
Novartis has been active on the deal-making front 
to make some significant commercial-stage and 
late-stage bets – resulting also in the acquisitions 
of inclisiran and Zolgensma, brought in through 
the purchase of AveXis Inc. Tschudin said she is 
moving her attention to earlier-stage drugs even 
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as Novartis is scanning the full horizon. She said 
she is evaluating drugs that might come to market 
in five to 10 years rather than three to five.

For now, Tschudin has plenty of commercial and 
near-commercial drugs to keep an eye on.

ARTICLE



7 / February 2020 © Informa UK Ltd 2020 (Unauthorized photocopying prohibited.)

Amgen’s R&D Group Focuses On Efficiency As Drug Cost 
Concerns Continue

Executive Summary
Scrip spoke with R&D head David Reese about 
improving R&D timelines and success rates, 
including through the use of genomics and 
proteomics, as data readouts near for key drugs in 
big indications.

 

Amgen Inc. has been working for years to improve 
the efficiency of its research and development 
group, but executive vice president of R&D David 
Reese said that when he moved into his role 
18 months ago he looked at additional ways to 
streamline the organization so that it works within 
an industry business model that’s changing based 
on increasing concerns about the costs of new 
drugs.

“What I really did was take a basic approach and 
say, ‘OK, what are our assumptions about the 
world over the next 10-15 years?’” Reese said in an 
interview during the recent J.P. Morgan Healthcare 
Conference in San Francisco. “The business 
model is changing, led by the US drug pricing 
discussion, and clearly the industry is in a state 
of evolution, so any R&D organization has to be 
prepared to produce what we want to do, which is 
transformative medicines for that world to come.”

Amgen has decided to focus its efforts on three 
therapeutic areas – cardiovascular disease, 
oncology and inflammation – and will have 
important clinical trial readouts across all three 
categories this year. Those three therapeutic 
areas represent a very large public health burden 
with annual mortality across the globe equal to 
the population of the state of California, Reese 
noted, which is 39.6 million.

“At the highest level, the mission statement of 
R&D [at Amgen] is transformative medicines for 
diseases with significant public health burden 
where we can actually help both patients and 
societies around the world as we confront an 
aging planet,” he said.

The executive outlined three strategic imperatives 
for achieving that goal:

•  An “existential challenge” for the industry is 
the R&D success rate, since only about 8% of 
drug candidates make it to patients, Reese said. 
“We have to do better than that,” he added. 
“Our genetics and other -omics platforms are 
intended to really help us improve our odds 
there.”

•  The second existential challenge is the time 
it takes to develop drugs from an idea in 
a research laboratory to a launch in the 
commercial market, which is about 12-14 
years, on average. “We all understand that if 
that continues, we simply won’t be viable as an 
industry,” Reese said. “We have instituted a host 
of programs internally to improve cycle times. 
We’ve reduced, we think, probably three years 
on average right now. I think we can do better 
and we will do better going forward.”

•  Lastly, Amgen’s R&D organization is becoming 
more focused on “enabling considerations for 
use and access across the drug development 
spectrum. It used to be that an R&D 
organization had a terminus of regulatory 
approval; that was the goal line. I would posit 
that now that’s perhaps less than half the battle. 
In fact, we need to ensure that the drugs we’re 
developing, and the evidence packages we’re 
putting together, will enable those drugs to get 
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to the patients that need them,” he said.

Working ‘Hand-In-Glove’ With Commercial 
Teams
Reese said that doesn’t mean Amgen’s commercial 
organization is determining what kind of 
fundamental discovery research is being done 
by the R&D group. However, he noted that the 
R&D organization could build a “hand-in-glove 
relationship” with their commercial colleagues 
shortly after a new drug candidate is identified to 
make sure clinical studies reflect the demands of 
patients, prescribers and payers in the indications 
where the medicine is being developed.

That may mean that members of Amgen’s 
commercial teams and its value and access 
organization sit in on some of the R&D group’s 
discovery research governance meetings.

“Now, they’re not going to tell a chemist where 
to put a florine atom on a molecule, but they are 
going to say, ‘Hey, here’s the kind of world this 
molecule is likely to land in, here’s what we need 
to think about, what we need for this being a 
drug that can really move the needle for patients 
and for payers around the world,’” Reese said. 
“I think creating that kind of dialog and bringing 
in medical affairs earlier in the research and 
discovery process are very practical things that 
can occur.”

Genetic Starting Points To Improve The End 
Game
Having genetics as a starting point is part of 
Amgen’s strategy for cutting the company’s R&D 
timelines and improving the success rate for its 
drug candidates, which ultimately should reduce 
the cost of producing new medicines.

For instance, developing drug candidates against 
proven genetic biomarkers helps the company cut 
the time and cost of early development, because 
fewer preclinical experiments are needed to 

validate the target. Genomic insights also can 
make sure appropriate patients are enrolled in 
clinical trials to increase the likelihood that the 
drug will perform as anticipated in those studies.

Amgen has invested heavily in genomics 
research, including through the acquisition of 
deCode genetics EHF in 2012, and it is investing 
in proteomics research under a partnership 
with SomaLogic Inc. Via deCODE, Amgen and 
SomaLogic are measuring and analyzing 5,000 
proteins across all kinds of diseases in 40,000 
people. (Also see “’Beautiful baton pass’ as Amgen 
picks up deCODE to validate drug targets “ - Scrip, 
11 Dec, 2012.)

“That’s 200 million data points and then you’re 
uniting that with genetic data,” Reese said. “That 
will then also allow you not only to do additional 
target discovery and pathway discovery, but this 
sort of patient segmentation or stratification.”

Amgen also is beginning to look at transcriptomics 
– the study of the transcriptome, or the set of 
RNA molecules within a given cell. But while the 
company is narrowing its interests to unmet 
medical needs in large population diseases 
based on genomic, proteomic and transcriptomic 
insights, it no longer is focused on drug discovery 
for neurological diseases – a category that 
includes major unmet needs in big indications, 
such as Alzheimer’s disease.

“When I looked at our portfolio and where 
we think we can bring the most amount of 
leverage to bear and really move the needle in 
terms of developing transformative medicines, 
neuroscience to me was a challenge from a couple 
of perspectives,” Reese said.

First, the basic understanding of the biology of 
these diseases lags other therapeutic areas, he 
noted. Then this lack of biologic understanding 
is coupled with a lack of genetic or surrogate 
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biomarkers. These deficits lead to lengthy clinical 
trial programs with no early predictors of the 
studies’ potential outcomes.

“That said, we remain interested and I think 
genetics is actually going to drive that field – it has 
to,” Reese said, noting that Amgen still is exploring 
neuroinflammation in its inflammation R&D 
group and that it may look for ways to outsource 
neuroscience assets that have been deprioritized.

Bringing Drugs To Market Faster
At the same time that it has invested in genetic 
research, Amgen also has closely examined its 
drug development processes from the research 
laboratory to the commercial market to see 
where it can shorten the timeline for bringing 
new medicines. Reese led that project under prior 
EVP of R&D Sean Harper, who left the company in 
2018 to work in venture capital. (Also see “Finance 
Watch: Three New Funds, Including Former 
Amgen R&D Head Harper’s Next Venture” - Scrip, 7 
Sep, 2018.)

Reese said the R&D organization looked at “where 
can you actually shrink timelines – eliminate white 
spaces in transitions of molecules as they go from 
preclinical to Phase I, Phase II and Phase III? What 
are things you can do in parallel to cut down time 
that you normally would have done sequentially, if 
you choose to?” 

Reese said the company is applying the lessons 
learned through that process, with its KRAS 
inhibitor AMG 510 being a notable beneficiary of 
that exercise. AMG 510 moved from preclinical to 
clinical development in a matter of months “and 
now 17 or 18 months since the first patient was 
dosed, we’re moving along in Phase II, we’ll have 
Phase II data [in lung cancer] over the course of 
this year,” he said. As a result, the closely watched 
drug is the most advanced program in the KRAS 
class. 

However, rapidly advancing a cancer drug in 
a subset of patients with a specific tumor type 
is different from quickly developing a drug for 
a large group of patients with cardiovascular 
disease. But Amgen is optimistic that it can move 
forward faster in that therapeutic area, which it is 
trying to do with the Phase I candidate AMG 890 
– a small interfering RNA (siRNA) drug that targets 
lipoprotein(a), or Lp(a).

“I think the way forward there comes back to 
genetics and allied technologies,” Reese said. “In 
the Lp(a) program [we’re] using genetics and other 
technologies to say here are the patients we really 
think are the highest risk that are going to benefit 
the most, so you can design a very efficient 
development program.”

While cardiovascular outcomes studies may still 
be required to confirm safety in a big patient 
population, he said identifying trial participants 
based on genetic markers may mean that 
outcomes studies do not have to be as large at the 
FOURIER outcomes trial that enrolled over 27,000 
patients to confirm the cardiovascular benefits of 
Amgen’s PCSK9 inhibitor Repatha (evolocumab). 
(Also see “Is Amgen’s FOURIER Enough For 
Physicians, Payers To Expand Repatha Use?” - 
Scrip, 17 Mar, 2017.)

Heart Failure, Cancer Studies Among 2020 
Readouts
A Phase III readout for another cardiovascular 
disease drug is among several major milestones 
for Amgen’s R&D pipeline in 2020. The company 
may finally have Phase III results later this year 
from a long-running study of omecamtiv mecarbil 
in the treatment of heart failure. (Also see “Heart 
Failure Pipeline Review: Amgen’s Omecamtiv And 
Merck’s Vericiguat Step Up To Plate” - Scrip, 16 
Feb, 2018.)

The novel small molecule developed in 
partnership with Cytokinetics Inc. directly targets 
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and selectively activates cardiac myosin, a heart 
muscle protein involved in cardiac contraction; 
Servier SA has rights to the candidate in certain 
markets. (Also see “Amgen, Servier strike deal to 
sell, develop heart drugs” - Scrip, 9 Jul, 2013.)

Amgen also expects Phase III results this year for 
tezepelumab, a monoclonal antibody targeting 
thymic stromal lymphopoietin (TSLP) and 
developed in partnership with AstraZeneca PLC, in 
severe asthma. (Also see “AstraZeneca Respiratory 
Head: Tezepelumab Could Be ‘Game Changer’” - 
Scrip, 8 Sep, 2017.)

Phase III results are anticipated in 2020 as well for 
Otezla (apremilast) in mild-to-moderate psoriasis. 
Amgen acquired the phosphodiesterase 4 (PDE4) 
inhibitor late last year, a divestiture required 
in Bristol-Myers Squibb Co.’s $74bn acquisition 
of Celgene Corp. The oral drug is approved for 
moderate-to-severe psoriasis where Celgene 
positioned it as a treatment option after topical 
therapies, but before biologics. (Also see “Amgen’s 
$13.4bn Otezla Buy Helps Bristol/Celgene Merger 
Close By Year-End” - Scrip, 26 Aug, 2019.)

Early- and mid-stage clinical trial readouts for 
Amgen in 2020 include early data from the 
ongoing Phase II trial for AMG 510 in non-small 
cell lung cancer (NSCLC) patients with a KRAS 
G12C mutation as well as Phase I data for AMG 
510 monotherapy in solid tumors, and for the 
combination of AMG 510 with Merck & Co. Inc.’s 
PD-1 inhibitor Keytruda (pembrolizumab) in 
NSCLC.

First-in-human data also are expected this year 
for AMG 701, a half-life-extended bispecific T-cell 
engager (BiTE) targeting B-cell maturation antigen 

(BCMA) for the treatment of multiple myeloma. 
(Also see “Interview: Amgen’s BiTE Platform 
Becomes A Feast As More Molecules Enter The 
Clinic” - Scrip, 6 Mar, 2018.) The company’s first-
generation anti-BCMA BiTE, AMG 420 already has 
generated Phase I results in multiple myeloma. 
(Also see “ASH Preview: BCMA-Targeting CAR-Ts 
And Bispecifics Hog The Spotlight” - Scrip, 28 Nov, 
2018.)

Beyond tezepelumab for severe asthma, Amgen 
has multiple other drug candidates in the clinic 
within its inflammation R&D pipeline, including 
AMG 570, a bispecific antibody targeting ICOS 
and BAFF that’s in Phase II for the treatment 
of systemic lupus erythematosus (SLE). AMG 
592, an interleukin-2 (IL-2) mutein – a mutated 
version of IL-2 designed to enhance the number 
and function of T-regulatory cells – is in Phase I 
and may be developed to treat SLE, rheumatoid 
arthritis and graft-versus-host disease.

Amgen also continues to augment its own R&D 
with assets from outside of its laboratories and in 
ex-US markets, as it did through its recently closed 
partnership with BeiGene Ltd. in China. Reese said 
the company has financial capacity for additional 
deals even after the multibillion-dollar Otezla and 
BeiGene transactions.  (Also see “Amgen Joins 
China Oncology Market Race With $2.7bn BeiGene 
Stake” - Scrip, 1 Nov, 2019.) 

“Our approach to business development and M&A 
will not really change,” Reese said. “Going forward, 
our greatest interest, of course, are things within 
our core therapeutic areas and we look for deals 
where we feel that both parties will benefit – 
technology platforms through late-stage assets, 
like Otezla. All of that remains in our scope.”
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Rising Costs, Price Pressure Usher In Uncertain Year Of The 
Rat In China
JPM Session Predicts Mixed Outlook

Executive Summary
Once the world’s factory, China has seen costs 
inch up while drug prices are being cut deeply 
by centralized procurement schemes. As 
uncertainties mount, companies need to focus 
on improving process and scale-up technology, 
suggested industry observers at a JPM panel 
discussion on innovation and market access 
challenges.

 

As China ushers in the arrival of the Year of the 
Rat in the week-long lunar new year celebration, 
many see a potentially volatile period ahead.

After a strong showing in 2019, many healthcare 
firms could encounter a choppy ride in the 
country in 2020, when uncertainties surrounding 
product pricing and costs continue to mount.

In the past year, multinational pharma firms were 
able to achieve generally strong growth, some of 
over 50%, mostly by leveraging novel new drug 
launches and expanding reimbursement coverage 
for such products. But the dividends may be 
dwindling, particularly in the clinical development 
area.

60-70% of the cost of drug development comes 
at the clinical development stage and China has 
been attractive for global and local innovators 
due largely to the speed of patient enrollment, 
noted panelists at the China ShowCase held on 12 
January on the sidelines of the Biotech Showcase 
at the J.P. Morgan Global Healthcare Conference 
in San Francisco.

“There is a cost advantage in late-stage clinical 

trials [in China] but not so much in Phase I, for 
example,” noted one panelist, Rhona McIntyre, 
who is head of Commercial Development at 
Lonza Biologics in Guangzhou. However, “The 
more significant consideration is the speed of 
enrollment,” she added.

A large patient population and established 
infrastructure offer easier access to patient 
registries in China, the executive pointed out. 
However, it also depends on therapeutic area. 
Alzheimer’s disease, cancer and liver disorders 
have seen relatively quicker enrollment in China, 
where a focus on specialized care centers and a 
large treatment-naïve patient population also help 
in this process.

The enrollment advantage was one factor that 
gave China its first recent approval for a novel 
Alzheimer’s disease drug in 17 years. (Also see 
“China Alzheimer’s Approval Raises Hope But Also 
Questions” - Pink Sheet, 5 Nov, 2019.)

Oncology Trial Concentration
Similarly, many clinical trials are underway 
in China for cancer drugs, especially for the 
emerging immuno-oncology anti PD-1 and PD-L1 
agents. In effect, over half the novel therapies 
currently under development in the country are 
cancer therapies.

For PD-1 and PD-L1 trials, the cost per subject 
direct cost for a Phase III study is estimated to be 
roughly $25,000 in China, compared to $69,000 
in the US, and recruitment in China can often be 
two or three times faster than in the US, noted a 
Drug Information Association report, “How China 
is Changing the Clinical Development Landscape: 
Rethinking Your Global Development Strategy.”
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But despite the enrollment and cost advantages, 
nearly 60% of 180 oncology studies analyzed in 
an April 2019 study by The Lancet were found 
to be taking place at just five established sites, 
indicating a much higher concentration of effort 
for cancer trials in China.

While this may make project management 
and quality assurance simpler, while enabling 
the development of deeper relationships with 
internationally recognized principal investigators, 
it can also mean that sponsors have less control 
over costs and time frames.

Pricing Pressure To Grow
Throughout 2019, drug pricing pressures in 
China also reached a new high, as rounds of 
negotiations took place to cut the prices of 
innovative new drugs in exchange for inclusion 
in the National Reimbursement Drug List (NRDL). 
The list was updated for the first time since 2017 
but may now potentially be revised once a year.

“There is pressure of achieving a low cost of 
goods in China, due to NRDL expectations for 

reimbursement and many companies targeting 
the same indications, “ noted Lonza’s McIntyre at 
the JPM event.

Immuno-oncology and CAR-T therapies are the 
two most crowded areas, with over a dozen 
developers now rushing to have their products 
launched. Already, there are six anti-PD-l 
antibodies on the Chinese market and prices have 
been falling fast, despite only one being covered 
by the NDRL so far.

This pressure is only going to grow in 2020, as 
the government vows to increase market access 
to expand the use of innovative therapies to 
more patients and views some of the resulting 
“global low” drug prices as political assets.  (Also 
see “Who’s In And Who’s Out In China’s Largest 
Reimbursed Drug List Revamp?” - Scrip, 28 Nov, 
2019.)

Facing such pricing uncertainty, companies must 
now consider lowering their costs by improving 
process technology and achieving cost efficiency 
via scale-up, advised the Lonza executive.
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New CEO Brett Monia Takes The Lead As Ionis Prioritizes Non-
Partnered Programs

Executive Summary
Monia told Scrip at the J.P. Morgan Healthcare 
Conference that the company will be more 
selective about partnerships going forward and 
build commercial capabilities to market Ionis-
owned drugs.

 

Ionis Pharmaceuticals Inc. has monetized its 
expertise in antisense drug discovery by linking up 
with bigger biopharmaceutical companies to lead 
late-stage development and commercialization. 
But going forward, new CEO Brett Monia said, the 
company will be more selective about entering 
into new collaborations and prioritize Ionis-owned 
drug candidates.

Scrip spoke with Monia about Ionis’s future 
in an interview at the J.P. Morgan Healthcare 
Conference earlier this month in San Francisco. 
Monia, a founding scientist of Ionis who most 
recently served as chief operating officer, took 
the helm from longtime CEO Stanley Crooke in a 
planned leadership transition at the start of 2020. 
The change comes as the company’s pipeline is 
set to deliver regulatory filings for 10 or more 
partnered and wholly-owned drugs over the next 
three to five years.

Some things at Ionis will stay the same as the 
company enters a new leadership era, including 
its commitments to advance the science of RNA-
targeting medicines and to its existing partners. 
However, Monia said, “the company is in a 
different place today than before. We’re in a very 
strong financial position. That gives us leverage to 
invest … in technologies to expand the scope of 
antisense.”

“In addition, we will begin to prioritize the Ionis-
owned pipeline,” he continued. “We’ve done a lot 
of partnerships over the years very successfully, 
and although we’re much more careful and much 
more selective in the partnerships we do today 
… we’ll continue those, but we’ll also build out 
the Ionis-owned pipeline and build commercial 
capabilities internally to maximize the commercial 
value of drugs that we develop and bring to 
approval ourselves. That’s a significant change.”

The company’s three marketed drugs include 
Tegsedi (inotersen), approved in the US and 
Europe for polyneuropathy associated with 
hereditary transthyretin-mediated (TTR) 
amyloidosis, and Waylivra (volanesorsen), 
approved in the EU for familial chylomicronemia 
syndrome (FCS); both are commercialized by 
Akcea Therapeutics Inc., an Ionis affiliate majority 
owned by the parent company. (Also see “Akcea 
C-Suite Upheaval’s Reasons Unclear, Firm Set 
To Take In More Ionis Programs” - Scrip, 23 Sep, 
2019.)

Its third commercial product is the first-to-market 
spinal muscular atrophy (SMA) drug Spinraza 
(nusinersen), which is approved in the US and EU, 
and marketed by Biogen – Ionis’s most frequent 
collaborator. Biogen paid $1bn up front in 2018 to 
enter into its sixth agreement with the company; 
the 10-year partnership is focused on drugs for 
neurological and ophthalmic indications. (Also 
see “Biogen Re-Ups With Ionis In Search Of A 
Neuroscience ‘Innovation Engine’” - Scrip, 20 Apr, 
2018.)

Ionis had $2.2bn in cash at the end of the third 
quarter of 2019, but expected a significant 
increase by the end of the year from product 
sales, royalty revenue and partnership fees 
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announced early in the fourth quarter. Pfizer Inc. 
agreed in October to pay Akcea $250m up front 
– half of which will go to Ionis – to collaborate 
on the development of AKCEA-ANGPTL2-LRx, 
which is designed to reduce the production of 
angiopoietin-like3 (ANGPTL3) protein for the 
treatment cardiovascular diseases. (Also see 
“Pfizer Reaffirms CV Disease Commitment With 
Deal For Akcea’s ANGPTL3 Drug” - Scrip, 7 Oct, 
2019.)

Also, Bayer AG was required to pay Ionis a $10m 
milestone fee based on the German big pharma’s 
decision in October to take IONIS-FXI-LRx into 
Phase II; the antithrombotic antisense drug 
candidate that reduces production of factor XI. 
(Also see “Bayer/Ionis Advance Next-Generation 
Antithrombotic After Positive Clinical Results” - 
Scrip, 10 Oct, 2019.)

Ionis’s commitment to bringing in outside 
technology will be another big change for the 
company, which traditionally has been a seller, 
not a buyer, of novel science.

“Now, with our financial position and where 
the technology is – it’s validated, it’s delivering 
medicines, we expect 10 or more new potential 
filing applications for approval over the next three 
to five years – we’re really running with a lot of 
momentum these days,” Monia said. “It gives us 
the opportunity to invest in new technologies that 
do things that antisense maybe doesn’t do so well 
today, like reaching new organ systems and new 
cell types, and genomics investments that allow 
us to select new targets so that we continue to 
populate our pipeline for years to come.”

Neurology Pipeline Continues To Expand
“Our two largest and most productive franchises 
are cardio-metabolic and neurodegenerative 
diseases,” Monia noted.

In the ongoing commercialization of Spinraza, 

the drug gained a new competitor last year with 
US Food and Drug Administration approval 
of the Novartis AG gene therapy Zolgensma 
(onasemnogene abeparvovec) and could have 
a second competitor with US FDA approval of 
Roche’s risdiplam, which is expected in May. (Also 
see “Genentech’s SMA Type 1 Data Strengthen 
Case Backing Risdiplam Approval” - Scrip, 23 Jan, 
2020.)

Zolgensma generated $160m in sales during the 
third quarter – its first full quarter on the market 
– while Biogen reported $547m in third quarter 
Spinraza sales, which was up 12% from the second 
quarter and generated $82m in royalty revenue 
for Ionis in the July-to-September period. (Also see 
“Novartis’s Zolgensma Finds Commercial Legs In A 
First For Gene Therapy” - Scrip, 22 Oct, 2019.)

Other progress in the company’s neurology 
pipeline in 2019 and early 2020 includes 
enrollment of the first patient by Roche in 
a pivotal trial for IONIS-HTT-Rx (RG6042) in 
Huntington’s disease, Biogen’s initiation of a 
Phase III trial for tofersen in the reduction of 
superoxide dismutase 1 (SOD1) in patients with 
amyotrophic lateral sclerosis (ALS), and initiation 
of Phase III trials in TTR amyloidosis patients who 
experience polyneuropathy and in patients who 
have cardiomyopathy with AKCEA-TTR-LRx. 

AKCEA-TTR-LRx was developed using Ionis’s 
Ligand Conjugated Antisense (LICA) technology 
platform, which is designed for selective delivery 
to the targeted cell type, allowing for greater 
potency, less frequent dosing, new routes of 
delivery for antisense drugs and delivery to new 
organ systems.

The company has six drugs in clinical development 
for neurological indications with more coming, 
since it plans to move six Ionis-owned programs 
into the clinic in 2020, including a treatment for 
Angelman syndrome. Also, Biogen selected four 
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additional neurological disease targets in 2019 to 
move into drug discovery.

“So many other companies have exited neuro or 
tried to slow down or tried to acquire from other 
companies, largely because they have failed, 
whereas we believe we’ve cracked the code in 
neurodegenerative diseases,” Monia said. “That 
was based on 10 years of investing in research to 
deliver our drugs to the central nervous system 
… I think we’ve only scratched the surface in CNS 
and there’s a lot more coming.”

More Also Coming In Cardio-Metabolic, Rare 
Diseases
The CEO said Ionis’s cardio-metabolic pipeline also 
has a lot more programs coming, including drug 
candidates that may take the company’s antisense 
technology into large population diseases.

“This now gets us into very large populations 
of patients – tens of millions of patients – with 
cardiovascular disease due to risk factors that 
haven’t been treatable or addressable with 
other platforms,” Monia said. “A drug like our 
[lipoprotein(a), or Lp(a)] program where Lp(a) is a 
risk factor that can be thought of like cholesterol 
is a risk factor. If you have really high Lp(a) levels – 
it’s genetically determined – you’re at high risk of 
cardiovascular disease.”

This program, AKCEA-APO(a)-LRx, is being tested 
in patients with cardiovascular disease in a Phase 
III trial initiated by Novartis. Akcea and Ionis split 
a $150m license fee for the asset in early 2019 
when Novartis opted in to the development 
program. (Also see “Deal Watch: Novartis Opts In 
On Lipoprotein A Candidate From Akcea” - Scrip, 
25 Feb, 2019.)

More recently, Ionis and Akcea announced 
positive top-line Phase II results on 22 January 
for AKCEA-APOCIII-LRx, which is designed with 
the LICA technology to inhibit production of 

apolipoprotein-CIII in patients who are at risk of 
cardiovascular disease due to high triglyceride 
levels. The drug lowered triglyceride levels in a 
dose-dependent manner with the highest monthly 
dose of 50mg cutting fasting triglycerides to 
150mg/dL or less in more than 90% of patients 
versus less than 5% of patients in the placebo 
group.

“We believe monthly dosing is a critical advantage 
that may ultimately allow these drugs to treat 
larger populations, particularly ones with 
asymptomatic conditions,” Needham analyst Chad 
Messer said in a same-day note suggesting that 
the AKCEA-APOCIII-LRx data validate Ionis’s LICA 
technology.

The companies plan to move AKCEA-APOCIII-
LRx into a Phase III trial in patients with FCS – a 
disease in which patients are unable to break 
down fats, leading to pancreatitis – and they 
intend to explore further development of the drug 
for other rare and common diseases associated 
with high triglycerides.

William Blair analyst Myles Minter pointed out 
in a 22 January note on the AKCEA-APOCIII-LRx 
top-line data that the candidate is a follow-on to 
Waylivra for which the FDA issued a complete 
response letter in 2018. (Also see “Keeping Track: 
Busy August Ends With Approval For Doravirine, 
CRLs For Dasotraline And Waylivra “ - Pink Sheet, 
3 Sep, 2018.) Ionis and Akcea still intend to pursue 
approval of Waylivra in the US while advancing 
AKCEA-APOCIII-LRx for FCS.

Infectious Diseases, Oncology And Beyond
“Where are we going beyond this in the future? 
We, of course, have other areas that we’re working 
in – in infectious diseases and an HBV program; 
oncology is a growing area for us and other 
disease areas as well,” Monia said. 

GlaxoSmithKline PLC opted in to develop a pair of 
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drug candidates for the hepatitis B virus (HBV) in 
August. 

“One area that we’re moving into, where I think 
we’ve optimized the technology enough to 
deliver, is in pulmonary diseases, where we’re 
actually delivering our drugs by aerosol delivery 
to the lung and we’re moving into cystic fibrosis, 
idiopathic pulmonary fibrosis, COPD, chronic 
bronchitis, severe asthma,” Monia said. “We 
haven’t proven it yet, but I’m hopeful toward the 
end of this year we’ll have enough clinical data to 
conclude that we’ve validated the approach.”

He noted that most of Ionis’s drugs are 

administered subcutaneously with a self-
administered pen or locally, but the company 
believes it has figured out how to deliver its drugs 
orally as well and will have data in 2020 on its first 
oral therapy.

“It may sound a bit audacious, but I really believe 
Ionis has the potential to be the best company in 
the biotech industry, because of the size of our 
pipeline, the performance of our technology and 
where I see it going,” Monia said. “There’s a reason 
why so many companies want to partner with us – 
they want access to this technology, because they 
see what it’s delivering.”
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Finance Watch: Expect A Busy First Half For 2020 IPOs

Executive Summary
Public Company Edition: At the J.P. Morgan 
Healthcare Conference and Biotech Showcase 
it was noted that the US IPO market is likely to 
be less active in the second half of the year as 
election risk chills investment. Also, Apellis leads 
recent follow-on offerings.

 

Launching an initial public offering can be risky 
in an election year, but considering the generally 
strong performance of biopharmaceutical 
companies that went public in 2019, the 
consensus at the recent J.P. Morgan Healthcare 
Conference and concurrent Biotech Showcase in 
San Francisco was that the first half of 2020 will 
be busy for drug developer IPOs before slowing 
in the second half due to uncertainty over the US 
presidential election results.

SVB Leerink’s Gabriel Cavazos, managing director 
in the firm’s investment banking group, said 
during a 15 January Biotech Showcase panel 
discussion about large venture capital rounds and 
IPOs that “2019 was an outstanding year by every 
measure.”

Cavazos compared the biopharma IPO market last 
year to 2015, when a record number of companies 
went public. The difference, he said, is that the 
bar was higher for drug developers that went 
public in 2019, whereas the quality of companies 
that launched IPOs in 2015 was not as high and 
their performance was not as strong post-IPO. 
As a result, 2016 saw half as many biopharma 
companies go public, but they provided greater 
returns to IPO investors. (Also see “US IPOs In 
Review: Relatively Muted Market In 2016 To 
Continue In 2017” - Scrip, 30 Dec, 2016.)

The IPO class of 2019 provided an average return 
of -7.5% through the third quarter of last year, but 
as biotechnology stocks in general experienced a 
major upswing in the fourth quarter, the 50 drug 
developers that went public in 2019 provided a 
45.1% return as of 2 January. Last year’s newly 
public companies also raised more money than 
their peers did in prior years. 

“The average IPO deal size historically was 
$75m-$85m and now it’s closer to $100m; some 
companies have been raising several hundred 
million dollars,” Cavazos noted.
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Cavazos said many investors raised a lot of money 
specifically to back health care and biopharma 
companies “and as a result investors need to 
write big checks.” That means the trend of large 
IPOs and big venture capital rounds is likely to 
persist in 2020, the investment banker added, 
as companies with in-demand drug discovery 
platforms and sizeable research and development 
pipelines continue to raise money.

“For a company like a BioNTech, they’ll have 10 
programs in the clinic this year, so they need to 
raise a lot of capital. The last thing they want to do 
is hold back on innovation or hold back on putting 
programs in the clinic, because they don’t have 
the right amount of capital in reserve,” Cavazos 
said.

Even in October when biotech stocks were 
declining, Germany’s BioNTech SE was able to 

raise more than $150m in its US market debut 
and its share price at the start of 2020 was 156.7% 
higher than the immuno-oncology specialist’s IPO 
price. (Also see “BioNTech Falls Short In Jittery IPO 
Market” - Scrip, 11 Oct, 2019.)

“We’re feeling pretty positive” about biopharma 
financing in 2020, Cavazos said. “There were a 
couple of big follow-on [offerings] that priced 
well last week. There were a couple of big 
transactions – not as many as people expected 
– that happened last year. ... I think sentiment is 
positive and I think the pipeline of companies that 
are about to [launch IPOs] are very high-quality 
companies.”

“The advice for the past nine months has been 
that if you want to go public in 2020 you should 
think about a first half of 2020 IPO,” he continued. 
“The first half of the year will be very busy – it 
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already is.”

IPO Market, M&A Gave Sofinnova A Successful 
2019
Sofinnova Investments principal Jason Pitts, who 
is based in the venture capital firm’s San Francisco 
office, said in an interview on the sidelines of the 
J.P. Morgan and Biotech Showcase meetings that 
2019 was a good year for Sofinnova’s portfolio 
companies with many launching IPOs, including 
the psychiatry-focused firm Karuna Therapeutics 
Inc. 

Karuna went public in June at $16 per share and 
started 2020 at $72.64 – more than four times the 
IPO price – after the company reported positive 
Phase II results for lead drug candidate KarXT in 
schizophrenia in November. (Also see “Karuna 
Upbeat On New Antipsychotic Mechanism Data” - 
Scrip, 19 Nov, 2019.) 

Psychiatry has been a difficult area for drug 
development and hasn’t been a major area for 
venture capital investment, but “given the success 
there with Karuna, which highlighted the hunger 
for new mechanisms and assets, it’s something 
we’re going to keep an eye on,” Pitts said. 

Merger and acquisition activity also has been a 
boon for Sofinnova, which benefitted from the 
acquisitions of Spark Therapeutics Inc. by Roche 
for $4.8bn and Audentes Therapeutics Inc. by 
Astellas Pharma Inc. for $3bn – both companies 
completed IPOs before they were purchased. 
(Also see “Roche/Spark Deal Clears FTC In A Sigh 
Of Relief For Pharma Dealmakers” - Scrip, 16 Dec, 
2019.) and (Also see “Astellas To Pay $3bn For 
Gene Therapy Company Audentes” - Scrip, 3 Dec, 
2019.) Both deals were “incredible successes for 
us,” Pitts said. 

However, he agreed with the assessment by 
Cavazos that IPOs are likely to slow in the second 
half of 2020 due to election uncertainty and noted 

some headwinds for the biopharma industry this 
year, including pricing and reimbursement – a 
common theme at the J.P. Morgan meeting.

“Something we’re more closely monitoring than 
we have previously is the payer landscape,” Pitts 
said.

But even with commercial and reimbursement 
challenges, big pharma companies are still looking 
to buy smaller biopharma firms with genetically 
and clinically validated drug candidates. So while 
it’s unlikely that the public markets will continue to 
back new IPOs indefinitely, Pitts said Sofinnova’s 
portfolio should perform well going forward given 
the strength of the companies’ drug candidates.

I-Mab Leads IPO Class Of 2020
The Chinese biologics developer I-Mab Biopharma 
Co. Ltd. launched the first biopharma IPO in the 
US for 2020 on 16 January, raising $103.7m from 
the sale of 7.4m American depository shares at 
$14 each before the sale of up to 1.1m additional 
shares to meet overallotments. I-Mab is focused 
on immuno-oncology and autoimmune diseases, 
and it has more than 10 clinical and preclinical 
programs in development. The company said in its 
initial IPO filing in October that it intended to raise 
up to $100m in its US offering; it raised a $220m 
series C venture capital round in 2018. (Also see 
“Finance Watch: As US IPO Market Gets More 
Challenging, Two Companies Opt Out” - Scrip, 12 
Nov, 2019.)

Five more biopharma companies have joined the 
US IPO queue since the start of 2020, including:

•  Cambridge, MA-based cancer drug developer 
Black Diamond Therapeutics Inc., which raised 
an $85m series C round in December, said 
in an S-1 registration statement filed with 
the US Securities and Exchange Commission 
(SEC) on 3 January that it intended to raise 
up to $100m. More recently, it indicated in a 
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21 January amended S-1 that it may gross as 
much as $184.2m from the sale of 8.9m share 
plus overallotments priced at $16 to $18 each. 
(Also see “Finance Watch: Omega, Perceptive/
Xontogeny Raise $648m For Life Science 
Investments” - Scrip, 11 Dec, 2019.)

•  Dermatology-focused Arcutis Biotherapeutics 
Inc. in Westlake Village, CA indicated in a 6 
January filing that it would raise $100m in an 
IPO following its $94.5m series C round last 
year. The company amended its S-1 on 21 
January to propose the sale of 7.8m shares plus 
overallotments at $15 to $17 each, which would 
gross up to $152.7m. (Also see “Venture Funding 
Deals: Sumitomo Alliance With Roivant Takes 
Shape” - Scrip, 9 Dec, 2019.)

•  The New York-based computational drug 
discovery platform company Schrodinger Inc., 
which raised a $195m in two private financings 
in 2019, said in a 10 January SEC filing that it 
plans to raise up to $100m in a future IPO. (Also 
see “Finance Watch: Q1 Numbers Suggest A 
Brisk VC Deal Pace For Cell And Gene Therapies 
In 2019” - Scrip, 23 May, 2019.) 

•  Redwood City, CA-based Revolution Medicines 
Inc., which closed a $100m series C round 
to fund its RAS pathway programs for the 
treatment of cancer and acquired Warp Drive 
Bio Inc. in 2019, said in a 17 January filing that it 
will raise up to $100m in a future IPO. (Also see 
“Finance Watch: Among Multiple Mega-Rounds, 
Revolution Raises $100m For RAS Programs” - 
Scrip, 12 Jul, 2019.) 

•  Calliditas Therapeutics AB, which went public in 
Sweden in 2018, started a Phase III program for 
its Berger disease candidate Nefecon (targeted-
release budesonide) in 2019. The Stockholm-
based company said on 9 January that it has 
initiated the process for launching an IPO in 
the US to raise an undisclosed amount of new 

capital. (Also see “Interview: The Pace Quickens 
For Calliditas’s Berger’s Disease Candidate” - 
Scrip, 24 Sep, 2019.)

Already Public Companies Launch Follow-On 
Financings
Among the successful follow-on offerings (FOPOs) 
in early 2020 cited by SVB Leerink’s Cavazos, 
Apellis Pharmaceuticals Inc. grossed $404.2m 
from the sale of 10.9m shares at $37 each, 
including overallotments, in a FOPO that closed on 
13 January.

The offering followed the Waltham, MA-
based company’s positive Phase III results 
for pegcetacoplan in paroxysmal nocturnal 
hemoglobinuria (PNH) – a drug that could 
challenge Alexion Pharmaceuticals Inc.’s rare 
disease blockbuster Soliris (eculizumab). (Also 
see “Apellis Comes Closer To Taking On Alexion In 
PNH” - Scrip, 8 Jan, 2020.)

In additional recent FOPOs and other public 
company financings:

•  San Diego-based Mirati Therapeutics Inc., 
whose KRAS G12C inhibitor MRTX849 appears 
to offer similar efficacy as Amgen Inc.’s closely 
watched KRAS G12C program AMG 510, grossed 
$345m when it closed an offering of 3.54m 
shares at $97.50 each on 14 January, including 
overallotments. The proceeds will fund ongoing 
clinical development of MRTX849 and its kinase 
inhibitor sitravatinib, manufacturing scale-
up, preclinical development of a KRAS G12D 
inhibitor and other expenses. (Also see “Mirati’s 
First KRAS Data Look At Least As Good As 
Amgen’s “ - Scrip, 29 Oct, 2019.)

•  Intra-Cellular Therapies Inc. in New York priced 
a FOPO of 10m shares at $29.50 each on 7 
January to gross $295m before overallotments. 
As the company’s name implies, Intra-
Cellular is developing drugs based on how 
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therapies affect the inner workings of cells, 
with a focus on neurological and psychiatric 
diseases, and it ended 2019 with a US Food 
and Drug Administration approval for Caplyta 
(lumateperone) for schizophrenia. (Also see 
“Pipeline Watch: 14 Year-End Approvals” - Scrip, 
6 Jan, 2020.)

•  The Dutch firm Pharming Group NV said on 14 
January that it sold €125m ($138.6m) worth of 
senior unsecured convertible bonds due in 2025 
with a 3% interest rate in a private placement 
with institutional investors outside of the US, 
Australia, South Africa and Japan. The proceeds 
will be used to repay a $56m loan from OrbiMed 
Advisors, fund the expansion of commercial and 
manufacturing infrastructure, and license or 
purchase additional drug candidates, including 
the recently acquired leniolisib from Novartis 
AG. (Also see “Pharming Adds CDZ173 To Its 

Rare Disease Pipeline, Foresees Launch by 2022 
“ - Scrip, 13 Aug, 2019.)

•  Mountain View, CA-based ChemoCentryx Inc. 
revealed on 9 January that it secured a credit 
facility for up to $100m from Hercules Capital 
Inc. to fund regulatory and commercial activities 
for avacopan in anti-neutrophil cytoplasmic 
antibody (ANCA)-associated vasculitis. The 
company reported positive Phase III results for 
its selective complement 5a receptor inhibitor in 
ANCA vasculitis in November. The credit facility 
from Hercules is available to ChemoCentryx 
in three tranches, including a $40m tranche 
that can be accessed through December 2020, 
starting with $20m that may be received upon 
submission of a new drug application to the US 
FDA for avacopan in ANCA vasculitis.  (Also see 
“ChemoCentryx Soars On Phase III Avacopan 
Data In ANCA Vasculitis” - Scrip, 25 Nov, 2019.)
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AstraZeneca’s Dobber On Ramping In Renal, Expanding In CV 
And Business Development

Executive Summary
Biopharmaceuticals President Ruud Dobber 
talked to Scrip about the launches of Lokelma and 
roxadustat in kidney disease, building with a high 
bar in cardiovascular disease and expanding in 
cell and gene therapy. 

 

This year AstraZeneca PLC Biopharmaceuticals 
President Ruud Dobber is focused on executing 
on the company’s expansion into kidney disease 
with the launch of Lokelma (sodium zirconium 
cyclosilicate) underway for hyperkalemia and a 
second potential approval, roxadustat, anticipated 
later in 2020.

Dobber, who oversees AstraZeneca’s global drug 
portfolio outside of oncology, talked with Scrip 
at the J.P. Morgan Healthcare conference in San 
Francisco on 14 January. He has been leading the 
biopharmaceuticals business for a year, having 
previously run AstraZeneca’s North American 
commercial operations. He discussed the ongoing 
expansion in renal disease, the company’s 
commitment to cardiovascular disease, including 
the move into heart failure, and business 
development.

The commercial oncology business is overseen 
by David Fredrickson, who separately talked to 
Scrip about the launch of Enhertu (trastuzumab 
deruxtecan) in HER2-positive breast cancer. (Also 
see “J.P. Morgan Notebook Day 2: Bourla Feels 
Pfizer’s Underappreciated, GSK Prepares For 
Myeloma First And More” - Scrip, 15 Jan, 2020.)

Among the launches on the biopharmaceutical 
side of the business are two in renal disease: 
Lokelma, which was approved by the US Food 

and Drug Administration (FDA) for hyperkalemia 
in 2018 but didn’t launch until mid-2019, and 
roxadustat for the treatment of patients with 
anemia from chronic kidney disease.

Dobber confirmed that AstraZeneca filed an 
application for roxadustat with the FDA before 
the end of the year. The drug, developed with 
partner FibroGen Inc., is a first-in-class HIF-PH 
inhibitor that has shown improved safety and 
efficacy in clinical trials over the standard of care, 
erythropoiesis-stimulating agents, and which 
AstraZeneca hopes will be approved for both CKD 
patients on dialysis and those not on dialysis. 
(Also see “Clear Path For AstraZeneca’s Roxadustat 
After Reassuring Safety Data” - Scrip, 11 Nov, 
2019.) (Editor’s note: this story has been updated 
to reflect that AstraZeneca expects FDA approval 
, but not necessarily the launch, of roxadustat in 
2020). 

Building Market Access In “A Tough Area”
Both launches are core elements of AstraZeneca’s 
strategy to expand in kidney disease beyond 
diabetes, where it has long had a presence. 
In 2018, AstraZeneca renamed its CVMD 
(cardiovascular/metabolic disease) therapy area 
to CVRM (cardiovascular/renal medicine) to reflect 
the growing emphasis on renal disease outside 
of diabetes. (Also see “Next Up For AstraZeneca: 
Building Out In Renal Disease “ - Scrip, 24 Oct, 
2018.)

Both launches will be challenging as AstraZeneca 
ramps up in a new space that presents specific 
market access challenges, both around 
commercial payer dynamics and Medicare 
restrictions for drugs administered in dialysis 
centers under the end-stage renal disease 
bundled payment system.
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“From a market access perspective this is a tough 
area,” Dobber acknowledged.

The company has established a renal commercial 
sales force for the launch of Lokelma, which 
will likely be expanded to support the launch of 
roxadustat, Dobber said.

With the launch of Lokelma, AstraZeneca is 
competing against Vifor Pharma Group’s Veltassa 
(patiromer), which was approved by the FDA in 
2015, but carries warnings about constipation 
and can interact with other oral drugs. (Also see 
“Relypsa’s Potassium-Lowering Drug Clears FDA, 
But Dosing Warning Could Impact Use” - Pink 
Sheet, 22 Oct, 2015.)

“We are extremely pleased because within the 
six months after the commercial launch we are 
equivalent or even higher in what is called new-
to-brand prescriptions, which is an incredible 
achievement of the medical and commercial team 
so quickly,” Dobber said.

There is significant underdiagnosis in the space 
because of lack of awareness on the part of 
general practitioners and cardiologists and to a 
smaller extent nephrologists, the exec explained.

Hyperkalemia is high serum potassium 
concentration in the blood that can be 
asymptomatic but can cause long-term damage. 
It is often caused by CKD or other metabolic 
deficiencies. The standard of care has been a 
restrictive diet or an old generic medicine, sodium 
polystyrene sulfonate, that carries a lot of side 
effects. There are roughly 3 million patients in the 
US with hyperkalemia, according to AstraZeneca.

“Hyperkalemia is not always seen by payers as an 
area of high unmet medical need, so we need to 
do a lot of education,” Dobber said. “Our access 
is getting better every day and the expectation 
clearly is that we will exceed Veltassa for 2020 

from a prescription standpoint.”

Senior VP for market access Rick Suarez also 
talked to Scrip about the launch. “We are very 
pleased with payers’ willingness to add it to 
formulary and preferred positions at that,” Suarez 
said. “Some of the largest Medicare payers in the 
country have done so, and we are also seeing very 
good uptake in hospitals.”

As for the anticipated launch of roxadustat, 
Dobber said it is a complex product with two 
separate segments of the market to target, 
dialysis and non-dialysis.

“We will have specific people detailing in the 
dialysis centers versus [to] nephrologists working 
in hospitals and clinics,” he said. “We have a 
very strong field force already but probably it is 
reasonable to say that we will expand it a little bit 
more.”

As for the challenging reimbursement 
environment for bundled payments in dialysis 
centers under Medicare, Suarez said the company 
is prepared.

“The bundles create their own challenges because 
the legislative environment can change at any 
time, but we feel we have a good grasp of how it is 
currently reimbursed and how our product will be 
treated in the bundle,” Suarez said. “Time will tell.”

Moving Beyond Diabetes With Farxiga
In addition to the two new launches, AstraZeneca 
also has a potential large commercial opportunity 
coming in the first half of the year from the 
approval of the diabetes pill Farxiga (dapagliflozin) 
for the treatment of heart failure. The FDA granted 
a priority review for Farixga for the reduction of 
cardiovascular death or worsening of heart failure 
in adults with reduced ejection fraction (HFrEF) 
both with and without type 2 diabetes, with action 
expected in the second quarter. (Also see “AZ’s 
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Farxiga Gets FDA Priority Review For Heart Failure” 
- Scrip, 6 Jan, 2020.) 

The filing represents a significant opportunity 
for AstraZeneca to expand the SGLT2 inhibitor 
outside of diabetics. Farxiga was already approved 
to reduce the risk of hospitalizations for heart 
failure in type 2 diabetics with cardiovascular 
risk factors in October, the first SGLT2 to win the 
indication.

“It will open up a completely new patient 
population,” Dobber said. “We have high 
expectations of course for this opportunity.” 
The expanded filing was based on the Phase III 
DAPA-HF trial that showed the drug reduced the 
composite endpoint of cardiovascular death or 
worsening heart failure by 26% when given on 
top of standard of care, with benefits seen in both 
diabetics and non-diabetics. (Also see “Farxiga 
Data Change Heart Failure Treatment Outlook” - 
Scrip, 2 Sep, 2019.)

He said AstraZeneca will remain committed to the 
diabetes space, but that within diabetes, the focus 
will move more toward cardiovascular disease 
and comorbidities of diabetic patients. That comes 
after another major diabetes player, Sanofi, 
announced in December that it will end diabetes 
research altogether. (Also see “Sanofi, Long-Time 
Leader In Diabetes, Is Exiting Diabetes Research “ - 
Scrip, 10 Dec, 2019.)

A High Bar For Cardiovascular Disease
At a time when there is some renewed interest 
in the cardiovascular disease therapy among 
some big pharma players, Dobber reiterated 
AstraZeneca’s commitment to the space.

“There is a lot of attention of oncology and 
the breakthroughs in oncology, but we need 
to understand the number one killer in the 
world is still cardiovascular disease by far,” 
he said. AstraZeneca is looking increasingly at 

inflammation as a trigger for atherosclerotic 
plaques and heart attacks, with work ongoing in 
R&D.

But it is a challenging space. He pointed to 
AstraZeneca’s experience with Epanova (omega-3-
carboxylic acids) as an example of just how tough 
the cardiovascular space can be. The company 
announced on 13 January the discontinuation of 
the cardiovascular outcomes trial testing Epanova 
in patients with high triglycerides who are at 
increased risk of cardiovascular disease due to 
a low likelihood of success. (Also see “AZ Halts 
Epanova Study As High Placebo Effect Kills Acasti’s 
Omega-3 TRILOGY-1 Trial “ - Scrip, 14 Jan, 2020.) 

The drug was first approved by the FDA in 2014 
for the treatment of high triglycerides, but a 
positive cardiovascular outcomes trial would 
have opened the drug up to a potentially broader 
cardiovascular risk reduction claim. A rival drug, 
Amarin Corp. PLC’s Vascepa (icosapent ethyl), 
has succeeded where Epanova failed, resulting in 
mega-blockbuster sales expectations from some 
analysts. (Also see “Sales Already Growing As 
Vascepa Secures Cardio Approval” - Scrip, 16 Dec, 
2019.)

“This is a very hard place because the bar is 
very high,” Dobber said of the cardiovascular 
therapeutic area. “But that makes it also very 
attractive if you find a molecule that can further 
reduce [the risks].”

As for building in cardiovascular disease 
through business development, Dobber said it 
is challenging to find a breakthrough asset. “As 
a large company, we are scanning every day 
potential opportunities,” he stated. He said CEO 
Pascal Soriot and chief financial officer Marc 
Donoyer would take a critical view of any assets 
he might bring to their attention because of the 
high valuations. But, he added, “if it makes sense, 
there is a clear willingness to in-license or buy 
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those new assets, but there are not too many,” he 
said.

Two areas AstraZeneca has identified as new 
areas for expansion are gene therapy and cell 

therapy, he added. “It is fair to say we are not 
one of the frontrunners at the moment, but 
clearly there is a huge commitment from our R&D 
colleagues in order to have a close look,” Dobber 
noted.
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Executive Summary
Stock market reaction to the first day’s news from 
the 38th J.P. Morgan Healthcare conference in 
San Francisco was negative, probably because 
expectations for a continuation of December’s 
bumper M&A bonanza were too high.

 

While stock markets toyed with all-time highs 
despite the impeachment of the president, over 
on the West Coast things were less rosy. There 
was a plethora of announcements to coincide 
with the first few days of the 2020 J.P. Morgan 
Healthcare Conference, but in retrospect it was 
naive to expect the acquisition pace of December 
2019 to continue into January 2020. The rare big 
acquisitions that have headlined or preceded 
previous conferences, like those of Celgene Corp. 
and Actelion Pharmaceuticals Ltd. were absent 
and failing to fill this void was the news on clinical, 
commercial and regulatory events. 

The announcement of the launch of a new $200m 
private company – EQRx – designed to develop 
me-too drugs to undercut and disrupt the pricing 
model on innovator pharmaceutical molecules did 
not raise the tempo of the conference. (Also see 
“EQRx Aims To Upend Industry’s Pricing Model, 
With Me-Too Drugs” - Scrip, 12 Jan, 2020.) There 
was some logic to this as EQRx is headed by 
Alexis Borisy, the founder of CombinatoRx. While 
CombinatoRx had a few positive announcements 
in its short existence, its clinical failures, cost-
cutting and role as a cash shell for the reverse 
merger of a Canadian biotech company were not 
amongst them. Based on CombinatoRx’s previous 
attempt at the disruption and undercutting of 
the drug development process, the aspiration 
to undercut and disrupt the US drug pricing and 
reimbursement model by a $200m private biotech 

is almost certainly unrealistic, and probably best 
left to presidential candidates.

If the formation of a new private company was 
not going to propel the biotech indices in the 
absence of a big public acquisition, then perhaps 
the announcement of clinical trial successes 
would. However, clinical trial failures from Wave 
Life Sciences Ltd., Incyte Corp. and Novan Inc., 
that had threatened to depress sentiment earlier 
in January, were compounded by another from 
AstraZeneca PLC on day one of the conference. 
(Also see “Wave Crashes Down On Duchenne Fail” 
- Scrip, 17 Dec, 2019.) (Also see “Unhappy New 
Year For Incyte With Itacitinib Flop” - Scrip, 3 Jan, 
2020.) (Also see “Novan Still Hopeful But May Be 
Stranded After Phase III Molluscum Failure” - Scrip, 
3 Jan, 2020.)

AstraZeneca ended the STRENGTH cardiovascular 
outcomes trial (CVOT) for its omega-3 lipid-
lowering candidate Epanova early, as the 
independent data monitoring committee 
determined that it was unlikely to succeed.  (Also 
see “AZ Halts Epanova Study As High Placebo 
Effect Kills Acasti’s Omega-3 TRILOGY-1 Trial 
“ - Scrip, 14 Jan, 2020.) The failure of a Phase 
III study for a similar omega-3 lipid-lowering 
product (CaPre) from Acasti Pharma Inc. was also 
reported on the first day of the conference. While 
AstraZeneca and Acasti’s products have different 
lipid proportions and derivations, another related 
product from Amarin Corp. PLC has demonstrated 
both a statistically significant different lipid 
lowering over placebo, and a positive CVOT. (Also 
see “Amarin granted nod to market fish oil pill” - 
Scrip, 27 Jul, 2012.)

Had the STRENGTH study failed at virtually any 
other company than AstraZeneca, it might be 
suggested, as Amarin frequently does, that its 
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clinical study results are due to small product 
differences. However, as AstraZeneca has also 
failed to demonstrate a survival benefit in the 
clinical studies of its EGFR inhibitor Iressa and 
its anti-PD-L1 monoclonal antibody Imfinzi 
when other very similar products from different 
companies have, the problem is more likely to be 
in clinical trial design, patient selection and the 
clinical operations groups responsible.

Sales Previews
If clinical success was not going to make up for 
a big conference acquisition announcement, 
then the mood may have been salvaged by the 
commercial pre-announcements – which, being 
close to fourth-quarter and full-year earnings 
season, are a feature of the conference. Acorda 
Therapeutics Inc. pre-announced full-year 
2019 revenues of $188m ($178m net of royalty 
payments) which, although higher than analysts’ 
consensus estimates of $179m, had fallen by 
72% from the previous year and were expected 
to decline further in 2020. Acorda has been 
beset by generic competition to its main product 
Ampyra, a lackluster launch to its newest product 
Inbrija and the restructuring of both its debt and 
its workforce in 2019. Any warm response to 
the not-quite-as-bad-as-expected revenue pre-
announcement was drowned in the icy water of 
a proposed 9.6m secondary stock sale not by the 
company, but by a group of departing institutional 
holders. It was not surprising, then, that Acorda’s 
share price finished the week down nearly 12%.

Shifting from bad to mediocre, Exact Sciences 
Corp. pre-announced fourth-quarter 2019 
revenues of $294-296m, modestly ahead of 
expectations of $289m, largely thanks to the 
revenues from a recent acquisition. Sales of 
Exact’s Cologuard screening test for bowel 
cancer were in line with estimates. Despite being 
approved in 2014 and the number of Cologuard 
tests increasing by 80% in 2019, Exact Sciences 
remains loss-making and provides a cautionary 

tale on the problems of scalability in the 
commercialization of diagnostic tests. The stock 
price of Exact Sciences finished the week down 
7.6%. There were also some modestly positive 
earnings pre-announcements but the weak 2020 
guidance from companies such as Illumina Inc. 
outweighed the positives.

In the absence of big M&A news, the three organic 
pillars of success at pharmaceutical, biotechnology 
and medical device companies are clinical, 
regulatory and commercial. Positive news on all 
of these four components tends to attract the 
generalist investor. Clearly the 38th J.P. Morgan 
Healthcare Conference did not provide the firm 
legs on which to rest a continued sector advance 
although the NASDAQ Biotechnology Index (NBI) 
did manage to eke out a modest 2.4% rise on the 
week. This was despite the unusual unanimous 
rejection by an FDA advisory committee of Nektar 
Therapeutics’ new opioid analgesic and its 16% 
stock price drop. (Also see “Nektar’s Novel Opioid 
Unanimously Rejected by US FDA Advisory Cmte.” 
- Pink Sheet, 14 Jan, 2020.)

The sector is currently a victim of its own 
M&A success. Acquisitions have propelled the 
valuations of those not acquired and thus may 
be deterring new acquirers, for a while at least 
(although Japanese companies remain price- and 
sentiment-insensitive). Big acquisitions take a 
while to agree and may not fit into conference 
timings. In the absence of big M&A transactions, 
the sector will have to get better at clinical, 
regulatory and commercial events in order to 
appeal to a more generalist investor base.

Andy Smith gives an analyst and former investor’s 
view on life science companies. He joined the 
research house Equity Development in October 
2019 having previously been an analyst at 
Edison group and a Senior Principal in ICON 
PLC’s Commercialization, Pricing and Market 
Access consulting practice. Andy has been the 
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lead fund manager for four life science–specific 
funds, including 3i Bioscience, International 
Biotechnology and the AXA Framlington Biotech 
Fund, was awarded the techMark Technology 

Fund Manager of the year for 2007 and was a 
global product manager at SmithKline Beecham 
Pharmaceuticals.
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Executive Summary
Johnson & Johnson has achieved exceptional 
growth in recent years, and a raft of new products 
is set to sustain it further.

 

Johnson & Johnson has sustained remarkable 
growth in recent years, and a raft of new products 
are set to help them maintain this form.

Johnson & Johnson’s pharma division looks set 
to outperform its peers thanks to a portfolio of 
fast-growing products and up to 10 more new 
launches between now and 2023.

The company’s EVP and worldwide chairman of 
pharmaceuticals Jennifer Taubert presented an 
upbeat picture for the 2020-2023 period at the J.P. 
Morgan conference on 13 January: its medicines 
division is set to provide the strongest growth for 
the healthcare conglomerate.

J&J has sustained a well above average growth 
rate for the last eight years – achieving a 
compound annual growth rate (CAGR) of 8% 
between 2010 and 2018, compared with the 
market average of 4.6% in that period.

This has been achieved by stellar growth from 
newer products such as hemato-oncology 
medicines Imbruvica (ibrutinib) and Darzalex 
(daratumumab) plus immunology treatments 
such as Stelara (ustekinumab) and Tremfya 
(guselkumab).

Analysts at J.P. Morgan forecast that the company 
will continue this run over the next five years, 
although at a lower 5% CAGR.

This will be sustained by the arrival of new 
products, to include potentially best-in-class 
BCMA-targeting multiple myeloma CAR-T 
therapy, JNJ 4528, expected to be filed with the 
US Food and Drug Administration in the second 
half of 2020. (Also see “J&J Quickly Advances 
BCMA-Targeting CAR-T As JNJ-4528 Shows 100% 
Response” - Scrip, 8 Dec, 2019.)

Following this will be entries into new markets for 
Janssen, the company’s pharma division, including 
cusatuzumab for acute myeloid leukemia (AML), 
lazertinib for lung cancer and seltorexant for 
major depressive disorder.
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While none of these new agents will reach the 
market this year, the company does have an 
important line extension set for approval, in the 
shape of a subcutaneous injection of myeloma 
blockbuster, Darzalex. This will turn its current 
hours-long infusion time into a five minute 
injection, an advance which should help the drug 
carve out an even greater share of its market.

The biggest headwinds facing the company 
are ongoing lawsuits against it regarding 
allegations that its talcum powder caused cancer 
in consumers, and its involvement in opioids 
marketing, the latter J&J wants to end with a $4bn 
settlement.

Backing Out-Of-Pocket Cost Controls
The other major area of uncertainty for 2020 and 
beyond is US pricing and proposed reforms now 

being debated ahead of November’s US elections.

Taubert stuck closely to the industry line that 
capping and lowering out-of-pocket costs for 
patients was the best way to reform the system.

The industry is giving its backing to a bipartisan 
bill from the Senate Finance Committee, which 
sets out proposals to set an out-of-pocket limit in 
Medicare Part D.

Industry groups forecast that this would cost the 
industry $2-3bn a year, but would remove a great 
deal of the pressure from patients – and also 
remove political pressure for more aggressive 
reforms of pharma’s current business model.

These include the international reference pricing 
proposals put forward by President Trump, and 
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the “Medicare for all” plans espoused by Democrat 
candidates Elizabeth Warren and Bernie Sanders.

“There are elements which I don’t think address 
the fundamental problem which is patient out-
of-pocket costs…things such as trying to import 
foreign price controls,” said Taubert. “What that 
really means is delays and restrictions to access 
of therapy, [which] I don’t think is going to be 

helpful.”

The company is less exposed to the US market 
than some of its peers, with around 50% of its 
revenues coming from the US, and 50% non-US 
markets, and its US revenues split evenly between 
commercial insurance schemes and government-
funded cover including Medicare Part B, Part D or 
Medicaid.
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Executive Summary
China was a focus of discussions at the 2020 J.P. 
Morgan Healthcare Conference, as a Phase One 
trade agreement was signed to end a 17-month 
dispute with the US. Patent linkage and IP 
protection enforcement are also being closely 
watched, while Chinese firms including BeiGene 
continue to make strides in oncology deal-making.

 

While biopharma executives, investors and deal-
makers are busy presenting at the J.P. Morgan 
Healthcare Conference in San Francisco, global 
political attention is fixating on a deal signed 
thousands of miles away.

On 15 January, representatives from China 
including Vice Premier Liu He and US President 
Donald Trump officially signed a “Phase One” 
trade agreement to end a year-long dispute.

The deal, described by Larry Kudlow, director 
of the US National Economy Advisory Council, 
as “historic” and something that “has never 
happened before” achieved half of what the 
US had requested, said the White House’s top 
economic adviser in a television interview.

As the world’s two largest economies loosen up 
and ease their trade tension, observers of the 
biopharma sector are watching for related signs 
of strengthened patent linkage and intellectual 
property (IP) rights protection in China, now the 
globe’s second-biggest single country pharma 
market. The country has agreed to do this as a 
key part of the new deal and to boost overall US 
imports by $200bn above 2017 levels.

The wording of the deal has a special section 
devoted to patents and data protection for 

pharma-related goods. The intention is to 
“Establish a mechanism for the early resolution 
of potential pharmaceutical patent disputes, 
including a cause of action to allow a patent 
holder to seek expeditious remedies before the 
marketing of an allegedly infringing product, so 
that innovative pharmaceutical companies can 
effectively enforce their rights in China,” it states.

The agreement also requires China to “provide 
patent term extensions to compensate for 
unreasonable patent office and marketing 
approval delays that cut into the effective patent 
term. And permit the use of supplemental 
data to meet relevant patentability criteria for 
pharmaceutical patent applications.”

The US meanwhile has pledged to halve some of 
the new tariffs it had imposed on Chinese imports 
of all types.

One legal expect predicted the new trade 
agreement will strengthen IP rights enforcement 
in China. Tony Chen, a partner at law firm Jones 
Day’s Shanghai office, noted at a 12 January 
seminar on the sidelines of the JPM conference 
that a lack of such IP protection and patent 
linkage had led to a steady increase in compulsory 
approvals of generics in China, despite the non-
expiry of the patent for the original drug. 

In recent years, China’s National Medical Products 
Administration (NMPA) has issued multiple 
approvals in such cases, including for several best-
selling products such as gout drug febuxostat, 
originally developed by Japan’s Teijin Pharma Ltd. 
and commercialized in China by Astellas Pharma 
Inc. China has already approved three febuxostat 
products from domestic firms including domestic 
heavyweight Jiangsu Hengrui Medicine Co. Ltd.
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Given that US trade and pharma industry 
representatives have emphasized that IP 
enforcement (in general) is a key request in any 
trade deal with China, Chen said the Phase One 
pact is expected to enhance patent linkage and 
prevent such compulsory generic approvals.

Others are less optimistic about the new deal. 
“The two sides have reached a deal simply by 
avoiding the difficult issues like intellectual 
property protection in China,” said Mark Williams, 
chief Asia economist at Capital Economics, in an 
interview with NBC News. “China has no desire to 
change the way its economy operates.” 

Market exclusivity is another key aspect. It has 
been reported that China may give US biologic 
drugs a seven-year exclusivity period, although 
this change remains to be confirmed. 

BeiGene, Oncologie Sign Deals
Trade deal aside, biopharma companies from 
China eyeing the global market are on a roll, 
signing deals with both US and European 
companies in parallel with the JPM meeting. 

BeiGene Ltd., riding a wave of two recent new 
drug approvals  in the US and China, signed two 
licensing deals in one week to kick start 2020. 
The Beijing-based firm first collaborated with 
Leap Therapeutics Inc. for an option to develop 
and commercialize Leap’s lead anticancer asset 
DKN-01 in the Asia Pacific Region, excluding Japan. 
(Also see “Asia Deal Watch: BeiGene Leaps Into 
New Year By Licensing DKK1 Antibody Candidate” 
- Scrip, 10 Jan, 2020.)

The two also plan to combine DKN-01 with 
BeiGene’s anti-PD-1 antibody tislelizumab, 
recently approved in China as the country’s 

sixth such drug. Leap in exchange will invest in 
a $27m equity financing by BeiGene along with 
other institutional investors. (Also see “After US 
Approval, BeiGene Set To Gain Sixth PD-1 Green 
Light In China “ - Scrip, 19 Nov, 2019.) 

Days later, BeiGene signed a deal with EUSA 
Pharma, obtaining exclusive rights to the 
European specialty firm’s orphan biological drugs 
Sylvant (stoximab) and Qarziba (dinutuximab beta) 
in Greater China. BeiGene will fund and conduct 
clinical development and filing of these drugs in 
return for upfront and commercial milestones 
of up to $160m plus tiered royalties. (Also see 
“Asia Deal Watch: BeiGene Gets Chinese Rights To 
Two EUSA Rare Disease Therapies” - Scrip, 16 Jan, 
2020.)

Boston and Shanghai-based Oncologie Inc. on 
13 January announced a collaboration with 
Mereo BioPharma Group PLC to develop and 
commercialize navicixizumab, an anti-DLL4/VEGF 
bispecific antibody currently in a Phase Ib study 
in combination with paclitaxel in patients with 
advanced heavily pretreated ovarian cancer.  

Mereo will receive $4m upfront with an additional 
$2m conditional on a chemistry, manufacturing 
and control milestone and will be eligible for up 
to $300m in clinical, regulatory and commercial 
milestones, plus tiered royalties ranging from 
mid-single-digit to sub-teen percentages on global 
annual net sales.

While it is hoped the signing of the Phase One 
US-China trade deal will bolster the economies 
of both countries with more certainty, many 
executives at JPM believed that a true global focus 
and active collaboration will still be needed to 
succeed.
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Executive Summary
Daily round-up from the J.P. Morgan Healthcare 
Conference in San Francisco: There was no big 
M&A, but biopharma CEOs discussed deals 
they’re pursuing. Also, Novartis’s Zolgensma 
reimbursement insights, Sarepta’s third DMD 
filing, Bristol’s post-merger progress and more 
highlights.

 

Should We Expect No Big Deals This Year?
The overarching theme so far at the J.P. Morgan 
Healthcare Conference this year is a big question: 
“Where are the deals?”

There were several partnerships announced as 
the meeting kicked off on 13 January, such as 
Biogen’s agreement to license a neuroscience 
drug candidate from Pfizer Inc., but there were 
no big acquisitions revealed on day one of the 
conference.

That’s in stark contrast to last year’s J.P. Morgan 
meeting when Eli Lilly & Co. announced the 
$8bn acquisition of Loxo Oncology Inc., which 
came within days of Bristol-Myers Squibb Co.’s 
announcement that it would pay $74bn for 
Celgene Corp. (Also see “Lift-Off For Lilly In Cancer 
Genetics With Loxo Buy” - Scrip, 7 Jan, 2019.)

Bristol-Myers CEO Giovanni Caforio said on 13 
January at this year’s J.P. Morgan conference that 
the company remains committed to business 
development to expand its pipeline, even after 
digesting its Celgene acquisition. Those deals are 
likely to be smaller transactions and partnerships, 
however.

“We really believe in the importance of business 
development,” Caforio said during the Q&A 

session following his presentation at the meeting, 
noting that the history of both Bristol and Celgene 
has been to complement internal innovation with 
external assets.

He said Bristol’s business development focus 
primarily will be “small science deals” going 
forward, including opportunities reviewed during 
J.P. Morgan that may strengthen the company’s 
early pipeline.

“When we believe there is great science that 
complements ours, we do have capacity to do 
those deals,” Caforio said.

Merck & Co. Inc. opted for a fireside chat with CEO 
Ken Frazier and executive vice president/president 
of Merck Research Laboratories Roger Perlmutter 
instead of a 25-minute presentation by the CEO. 
When asked about business development, Frazier 
reminded the audience that the company doesn’t 
see a lot of value in big M&A deals, but intended 
to continue with bolt-on acquisitions and smaller 
transactions.

“We think that business development will remain 
for us a very important element going forward,” 
the CEO said. “What’s the next great opportunity 
in science and how can we get a hold of it in a 
way that creates the most value for shareholders? 
As we think about bolt-on acquisitions, we are 
looking for those in a financially disciplined way.”

He noted that Merck did more than 80 deals 
in 2019 and spent about $8bn, including the 
pending $2.7bn acquisition of ArQule Inc. that 
was announced in December. (Also see “Merck & 
Co. Joins Competitive BTK Research Space With 
$2.7bn ArQule Buy” - Scrip, 9 Dec, 2019.)

Biogen CEO Michel Vounatsos left the door 
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open for the company to enter into transactions 
of all sizes, noting that as of the end of 2019 it 
had about $16bn in financial capacity for deals, 
including $6bn on hand that could be leveraged 
with $10bn in debt.

Through 2024, the company expects to have 
$51bn in financial capacity for deals based on 
its current portfolio, but not including any sales 
from the Alzheimer’s therapy aducanumab, 
which Biogen plans to submit for US Food and 
Drug Administration approval imminently, based 
largely on a Phase III program in which only one 
of two studies met the primary endpoint. (Also 
see “Biogen’s Big Day Arrives, But Aducanumab 
Results Don’t Answer Key Question” - Scrip, 5 Dec, 
2019.)

“The Biogen team is continuously screening 
opportunities from small to large size,” Vounatsos 
said during the Q&A session following the 
company’s presentation.

Gilead Sciences Inc. CEO Dan O’Day – in his first 
presentation at the company’s helm from the 
J.P. Morgan podium – emphasized many times 
Gilead’s investments in both internal and external 
innovation. O’Day said the company will pursue 
M&A “from a position of strength and with a sense 
of urgency,” considering everything from early-
stage collaborations to commercial-stage assets 
to expand Gilead’s research and development 
pipeline as well as boost revenue growth.

That said, both O’Day and chief financial officer 
Andrew Dickinson noted the unique nature of the 
company’s partnership with Galapagos NV, which 
the companies expanded last year to give Gilead 
access to more of Galapagos’s inflammation and 
fibrosis development programs. (Also see “$5bn 
Galapagos Deal Won’t Be Last For Gilead, Says 
O’Day” - Scrip, 15 Jul, 2019.) 

“It is a really thoughtful partnership,” Dickinson 

said. “We can’t do a lot of those, but we would like 
to do at least one more.” He noted that Gilead is 
most interested in small- to medium-sized bolt-on 
transactions, and it has a fiduciary obligation to 
look at larger transactions, but said the company 
doesn’t see big M&A deals adding enough value 
over time.

Zolgensma Reimbursement: VBR Is In, Annuity 
Payment Is Out
Only one patient with spinal muscular atrophy 
(SMA) treated with Zolgensma in the US has 
not been reimbursed since the expensive gene 
therapy launched in mid-2019. Novartis AG’s 
AveXis Inc. president David Lennon talked about 
the launch of Zolgensma and market access 
during an interview at the J.P. Morgan Healthcare 
conference on 13 January.

Even though Zolgensma has been widely 
reimbursed so far, some patients have had to 
go through several rounds of back-and-forth 
with payers to secure reimbursement. Those are 
generally not newly diagnosed patients, for which 
the turnaround time from initiation to treatment, 
particularly for newborns, has been typically less 
than two weeks, according to Lennon.

“There’s another population, which skews to the 
older population that has been treating with 
Spinraza currently and often there is push-back 
on different elements,” Lennon said. Some of 
the requirements payers have in place include 
formal assurance that patients are going to 
stop taking Biogen’s Spinraza (nusinersen) or 
more information from physicians around the 
justification for initiating treatment.

Zolgensma launched in June with a $2.1m price 
tag as the first potential one-time gene therapy 
for SMA. (Also see “It’s Official: Novartis SMA Gene 
Therapy Zolgensma Is World’s Most Expensive 
Drug” - Scrip, 24 May, 2019.) Novartis offered 
payers a value-based reimbursement option and 
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a five-year annuity payment model for those that 
might rather pay in installments as opposed to 
fronting the full cost.

Not a single payer has taken Novartis up on the 
extended payment plan, however. In Europe, 
where Zolgensma is not yet approved and where 
governments are looking at contracts for a group 
of patients at one time, the idea seems to have 
more traction, Lennon said.

“This isn’t the use case for it,” Lennon said of the 
annuity payments in the US. “I think you need 
something bigger or a more urgent bolus of 
patients.” If Zolgensma eventually secures FDA 
approval for Type 2 SMA as Novartis hopes, that 
could represent a more relevant test case, he said. 
“Right now, we are talking about a few hundred 
patients, five to 10 patients per a big plan. It’s just 
not a big enough number.”

US payers, however, have been receptive to 
the value-based reimbursement plan, in which 
Novartis agrees to pay a rebate if the drug doesn’t 
perform as expected. The outcome the rebate is 
tied to is death or permanent ventilation. Novartis 
has not yet had to pay a rebate linked to a 
disappointing outcome, Lennon pointed out.

Novartis did not disclose the latest revenue for 
Zolgensma, which will be provided later in January 
when fourth quarter financials are released. 
Zolgensma generated $160m in the third quarter, 
a strong launch. (Also see “2019 Drug Launches: 
New Specialty And Rare Disease Blockbusters 
Take Shape” - Scrip, 31 Dec, 2019.)

For Sarepta, Another Exon-Skipping Drug
Sarepta has initiated a rolling submission for a 
third exon-skipping drug, casimersen, with the US 
FDA, CEO Doug Ingram said during the company’s 
13 January presentation. The candidate, like 
Sarepta’s other two exon-skipping drugs, would 
be targeted to a small subset of patients with 

Duchenne muscular dystrophy, this time for 
children who are exon 45 amenable.

“It is our goal to obtain that approval in 2020,” 
Ingram said. If successful, he noted, “We will be 
among that very rare club of biotechs that have 
three or more internally developed and FDA 
approved therapies.” Sarepta’s exon-skipping 
drugs, including the first one Exondys (eteplirsen) 
and the second Vyondys (golodirsen), have not 
been without controversy, however, due to limited 
efficacy data. The three drugs together address 
about 30% of the DMD patient population. 

The FDA approval of Vyondys in December was a 
bit of a surprise, as it represented a big reversal 
on the part of the agency, which had issued a 
complete response letter due to renal safety and 
then reversed its decision. 

Presenting to the J.P. Morgan audience, Ingram 
thanked the FDA for working with the company 
to resolve their questions – and also restated that 
the company hadn’t overstepped the mark or 
pressured the regulator to change its mind.

Sarepta already is gaining some commercial 
momentum. The company announced that 
Exondys generated more than $100m in the 
fourth quarter and around $381m in 2018.

Investors, however, are more interested in 
Sarepta’s gene therapy SRP-9001. The therapy 
has produced positive nine-month functional data 
from the first four-patient cohort, significantly 
impacting biomarkers for the disease, including 
a 96% expression of micro-dystrophin measured 
by signal intensity, as well as encouraging 
improvements of the physical function of the first 
four boys in the trial.

Results from SRP-9001’s first placebo-controlled 
trial will be ready in early 2021, with what Ingram, 
Sarepta and the Duchenne community hope will 
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be a major step forward in halting the life-limiting 
disease.

“This is what the revolution looks like,” Ingram 
said. The gene therapy initiative was also recently 
boosted by a new ex-US commercial deal with 
Roche.

Sarepta also announced at the J.P. Morgan 
meeting another coup – Gilead’s ex-CEO John 
Martin joined its board. Ingram told Scrip that 
he had reached out to Martin to help advise the 
company, saying his experience in launching 
curative treatments in hepatitis C would be 
invaluable to Sarepta.

“He has been involved in so many transformative 
moments in medicine … but he has never joined 
any other company board before,” Ingram said. 
“But if you are going to bet on any company, why 
wouldn’t it be Sarepta?”

Bristol-Myers Happy With Post-Merger 
Progress
Bristol-Myers CEO Caforio’s 2019 presentation 
at the J.P. Morgan Healthcare Conference in San 
Francisco occurred just days after the company 
announced that it would pay $74bn for Celgene 
and his 2020 presentation on 13 January came 
about two months after the companies closed 
their transaction. (Also see “Bristol Values 
Celgene’s Hematology, Immunology Portfolio At 
$74bn, But Does It Price In Risk?” - Scrip, 3 Jan, 
2019.)

And now that Celgene has been integrated into 
Bristol-Myers, Caforio told the audience, “I feel 
better about our opportunity at Bristol-Myers 
Squibb today than I felt one year ago when we 
announced the deal. The company truly is well 
positioned today and in the future.”

Caforio outlined progress in Bristol’s pipeline 
during the past year – including for the Celgene 

assets – and noted the eight launches that 
the company anticipates over the next 24 
months. Among those are new indications for 
key products, including first-line lung cancer 
indications for the blockbuster combination of 
PD-1 inhibitor Opdivo (nivolumab) and CTLA4-
inhibitor Yervoy (ipilimumab) based on the 
CheckMate-227 and CheckMate-9LA studies. (Also 
see “An Early Surprise Win For BMS’s Opdivo/
Yervoy In Lung Cancer” - Scrip, 22 Oct, 2019.) 

Celgene made progress on several late-stage 
assets prior to its merger into Bristol, such as a 
new drug application (NDA) resubmission to the 
US FDA for S1P receptor modulator ozanimod in 
multiple sclerosis. 

Biologic license application (BLA)-supporting data 
for the CD19-targeting chimeric antigen receptor 
T-cell (CAR-T) therapy lisocabtagene maraleucel 
(JCAR017, liso-cel) in lymphoma were presented 
at the American Society for Hematology meeting 
in December – and Caforio emphasized Bristol’s 
commitment to the cell therapy space in oncology 
at the J.P. Morgan meeting, noting that more 
products and new indications are coming in this 
space. (Also see “Bristol’s CAR-T Strategy Comes 
Into Focus With Two Near-Term Filings” - Scrip, 10 
Dec, 2019.)

The company has filed its BLA for liso-cel and 
anticipates a BLA filing in the first half of 2020 for 
idecabtagene vicleucel (ide-cel, bb2121) against 
B-cell maturation antigen (BCMA) in multiple 
myeloma – a filing that must be expected sooner 
rather than later since executive vice president 
and president, hematology Nadim Ahmed said 
during the Q&A session following Caforio’s 
presentation that Bristol will have two CAR-T 
therapies on the market by the end of this year.

The CAR-T programs have been high-profile 
assets under both Celgene and Bristol, but one 
asset that’s flown somewhat under the radar is 
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Reblozyl (luspatercept), which is partnered with 
Acceleron Pharma Inc. and was approved last year 
for transfusion-dependent beta-thalassemia. (Also 
see “Keeping Track: Biosimilars, Novel Approvals, 
And Ebola” - Pink Sheet, 10 Nov, 2019.) 

An NDA is pending now at FDA for a much 
larger indication – the treatment of adults with 
very low to intermediate risk myelodysplastic 
syndromes (MDS)-associated anemia who have 
ring sideroblasts and require red blood cell 
transfusions.

Ahmed said anemia is one of the biggest 
problems associated with MDS, because patients 
become transfusion-dependent. He noted that 
Bristol will capitalize on its experience in MDS – 
through Celgene’s long-term participation in that 
market with its drug Vidaza (azacitadine) – and 
its relationships with treating physicians in this 
area to maximize Reblozyl’s potential beyond 
the “smaller niche indication” of transfusion-
dependent beta-thalassemia.

Teva’s Prospects For An Opioid Litigation 
Settlement
Teva Pharmaceutical Industries Ltd. CEO Kare 
Schultz said during the company’s breakout 
session that he is cautiously optimistic the 
company could finalize a broad opioid litigation 
settlement ahead of a big state case in New York 
that is headed to trial in mid-March. “There is 
kind of a deadline coming up because it would 
be advantageous for everybody to get the actual 
settlement done before the next state trial,” 
Schultz said.

The uncertain cost of the company’s potential 
liability in ongoing opioid litigation has been a 
big overhang for Teva, even as the company has 
made some progress on its efforts to make a 
turnaround. (Also see “Teva Turnaround Hung Up 
By The Uncertain Cost Of Settling Opioid Cases “ - 
Scrip, 7 Nov, 2019.)

Last year, Teva proposed a national settlement 
framework that would allow the company to 
settle much of the ongoing litigation with some 
states’ attorneys general. That proposal includes 
a $250m upfront payment and an offer to donate 
$23bn in supply of the opioid addiction treatment 
Suboxone (buprenorphine naloxone) tablets over 
10 years. (Also see “Teva Seeks Global Resolution 
Of Opioid Litigation As Bellwether Trial Is Halted” - 
Pink Sheet, 21 Oct, 2019.)

“I think there’s a lot of political momentum behind 
this because it’s actually doing something really to 
try and improve the situation,” Schultz added.

Teva did not update investors on the 2019 
financials or outlook for 2020. The financial 
update is planned for 12 February. The company 
has said it hopes 2019 will be a trough year before 
it returns to growth in 2020, but there are a lot of 
elements of its business strategy that need to be 
in place to get there. One snag has been the slow 
launch of the CGRP drug Ajovy (fremanezumab) 
for migraine, which has struggled against Eli Lilly 
& Co.’s Emgality (galcanezumab) and Amgen Inc.’s 
Aimovig (erenumab), both of which are available 
in an auto-injector.

Teva is developing an auto-injector version of 
Ajovy that it thinks will help level the playing field, 
but it is pending at FDA. Pricing competition in the 
space has been stiffer than Teva had originally 
expected, Schultz said. The pricing set by Amgen 
when it launched Aimovig was lower than Teva 
had expected, and then rebates have been higher 
with three players in the market. “That means 
that the value per patient is probably maybe half 
of what we thought it would be net three/four 
years ago, but on the other hand, the volume is 
significantly higher.”

Vertex’s Leiden Passes The Baton To 
Kewalramani
In a fitting presentation for Vertex 
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Pharmaceuticals Inc.’s big transition year, outgoing 
CEO Jeffrey Leiden and incoming CEO and current 
chief medical officer Reshma Kewalramani 
addressed J.P. Morgan attendees together. It 
was a symbolic changing of the guard as Leiden 
wraps up his seven-year tenure as Vertex CEO 
and Kewalramani begins her leadership reign. The 
leadership change comes at a broader period of 
transition for Vertex, which aims to move beyond 
its core therapeutic area of cystic fibrosis.

“I cannot underestimate, and I don’t think anybody 
does, the challenge of going from one medicine to 
many, one disease area, to many,” Kewalramani. 
But she said Vertex is well positioned to take on 
the challenge, having now built out the pipeline 
partly through internal R&D and partly through 
business development into areas like sickle cell 
disease, beta thalassemia, Duchenne muscular 
dystrophy and type 1 diabetes.

“These are all diseases of high unmet need. We 
understand the causal human biology. We have 
biomarkers that translate from bench to bedside. 
These are all programs with efficient development 
pathways, and they’re all served by specialty 
markets,” she said. “That’s probably the most 
important thing to know about our pipeline.”

She highlighted two programs in particular on two 
early-stage development programs. One is the 
type 1 diabetes program acquired with the $950m 
acquisition of Semma Therapeutics in September, 
focused on developing insulin-producing beta 
cells grown from stem cells. (Also see “Vertex 
Buys Semma, Gaining Cell Therapy-Based Type 1 
Diabetes Treatments “ - Scrip, 3 Sep, 2019.) She 
said Vertex set an ambitious goal of bringing that 
product to the clinic in late 2020 or early 2021.

The other is a treatment for alpha-1 antitrypsin 
deficiency (AATD), a lung disease caused by a 
misfolded protein which Vertex initiated a Phase 
II trial for in December.  The company’s near-term 

priority, however, is executing on the launch of 
the new triple combination cystic fibrosis drug 
Trikafta. (Also see “Keeping Track: Vertex’ Trikafta 
Speeds To US Approval; New Indications For AZ’s 
Farxiga, J&J’s Stelara, GSK’s Zejula” - Pink Sheet, 24 
Oct, 2019.)

The US Election 2020 And What It Means For 
Pharma
In the Donald Trump era, many commentators 
throw up their hands and say it’s impossible to 
predict what will happen next week, let alone in 
the November 2020 US presidential election. 

However, one biopharma veteran was happy to 
provide his prediction of the outcome, and how it 
might play out for the sector.

BIO chairman Jim Greenwood was one of a 
diverse panel discussing the US political climate at 
the Biotech Showcase, taking place in parallel to 
the J.P. Morgan conference in San Francisco.

Biopharma finds itself under attack from 
both sides of the political spectrum: Trump is 
threatening to introduce international reference 
pricing, and Democratic presidential candidates 
such as Bernie Sanders and Elizabeth Warren 
want to introduce federal government controls on 
drug prices and target pharma profits.

“If our assumptions are correct, the House is going 
to remain Democrat and the Senate is likely to 
remain Republican,” said Greenwood.

“Then regardless of who wins the presidential 
election, it will probably still be the Republican 
majority in the Senate that protects our industry 
from the most horrible of the proposals out 
there.”

Invoking Charles Dickens, he added that the sector 
was outdoing itself in innovation, but couldn’t turn 
to either political party for support.
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“We are living in the best of times and the worst of 
times,” Greenwood said, “the science is galloping 
and we’ve never been able to provide as much 
hope to patients as now, with gene therapy, cell 

therapy, CRISPR and all of that. At the same time, 
this is the worst political dilemma the industry has 
ever faced. It’s really dire.”
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Executive Summary
Daily round-up from the J.P. Morgan Healthcare 
Conference in San Francisco: GSK’s first-in-
class oncology opportunity, Pfizer’s Bourla on 
underappreciated pipeline, AstraZeneca’s Enhertu 
pricing, Amgen’s genomics push, Lilly filters 
through deals and Medicxi’s de Rubertis teases big 
pharma CEOs about M&A.

 

Albert Bourla On What The Street Has Wrong 
About Pfizer
Pfizer Inc. CEO Albert Bourla is one year into 
the job and tried to impress upon J.P. Morgan 
Healthcare Conference attendees at a fireside 
chat in the Grand Ballroom at San Francisco’s 
Westin St. Francis how much the company’s 
innovative R&D business has changed. Pfizer is set 
to update investors on 2019 financials and 2020 
forecasts on 28 January, but Bourla said there 
is a lot of upside in the company’s longer-range 
pipeline that Wall Street analyst forecasts aren’t 
taking into account.

For example, in vaccines he said that while 
there are some forecasts for Pfizer’s 20-valent 
pneumococcal vaccine, analysts aren’t accounting 
for a Clostridium difficile vaccine in Phase III 
that will read out later in 2020, a meningococcal 
vaccine in Phase II, and a maternal vaccine for 
respiratory syncytial virus (RSV) in Phase II.

“In rare diseases, I know the Street projects the 
growth of tafamidis and now they increased 
Vyndaqel projections, but I haven’t seen anyone 
having numbers for our gene therapy,” Bourla 
said. Pfizer surprised investors with the success 
of its early launch of the Vyndamax/Vyndaqel 
(tafamidis) franchise last year for wild-type or 
hereditary transthyretin-mediated amyloidosis 

(ATTR-CM). (Also see “Pfizer Vyndaqel Launch 
Surprises With An Early Burst Out Of The Gate” - 
Scrip, 29 Oct, 2019.)

Bourla said also that Pfizer is poised to be a leader 
in gene therapy, but rarely gets the credit for 
that on Wall Street. The company has three gene 
therapies in clinical development, two more it 
gained through business development with Vivet 
Therapeutics and Therachon AG and another 
seven in preclinical development, he said. Pfizer 
paid $340m in May for Therachon, gaining a Phase 
I gene therapy for short-limbed dwarfism. (Also 
see “Pfizer Grows In Rare Disease With $810m 
Dwarfism Company Buy” - Scrip, 9 May, 2019.) 
Also in 2019, the company gained an option to 
buy Vivet, which was advancing a treatment for 
Wilson disease toward the clinic at the time. (Also 
see “Pfizer Buys Option For Vivet In Latest Gene 
Therapy Tie-Up” - Scrip, 20 Mar, 2019.)

“We are building in Sanford here in the US, the 
largest gene therapy manufacturing capacity 
in the world, and there’s nothing, I think, in the 
projection of the Street about that,” Bourla said. 
Pfizer announced last year a $500m investment in 
the construction of a gene therapy manufacturing 
facility in Sanford, NC.

In Pfizer’s immuno-inflammation franchise, he 
said the company has five different JAK inhibitors 
in development across 10 different indications. 
“Only one of them I have seen some minor 
projections in the Street analysts,” he said. “I can 
go on and on. What I want to say is that there is a 
significant gap.”

Some of the responsibility falls to Pfizer, he said, 
which hasn’t shone a big enough spotlight on the 
innovation going on. He announced the company 
will have its first R&D day in many years on 31 
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March. He also told investors that they can expect 
Pfizer to spend more on R&D going forward as 
a percent of sales because the company plans 
to continue the same level of R&D investment 
even after it spins out the Upjohn business into a 
merger with Mylan NV. (Also see “Upjohn/Mylan: 
Will “Potential Moderate Growth” Lure Investors?” 
- Scrip, 29 Jul, 2019.)

The result is that Pfizer will go from being one 
of the lowest R&D spenders as a percentage of 
sales to one of the highest. Pfizer spent 14.8% of 
revenues on R&D in 2018.

First-In-Class Launch Will Test GSK’s Cancer 
Credentials
GlaxoSmithKline PLC is gearing up for the 
anticipated approval and launch of belantamab 
mafodotin, a first-in-class treatment for multiple 
myeloma that represents an important next 
stage in GSK’s reinvention, since it is one of six 
anticipated new drug or line extension approvals 
in 2020.

Presenting at the J.P. Morgan conference, CEO 
Emma Walmsley recapped GSK’s progress in 
transforming its product portfolio and internal 
culture during the last few years, stressing that 
“we have much more to do.”

Belantamab is especially important as it will be 
a test of the company’s re-entry into oncology, 
which it effectively exited in 2014 under previous 
CEO Sir Andrew Witty.  (Also see “GSK Gears Up 
For Three Cancer Launches In 2020” - Scrip, 5 Nov, 
2019.))

GSK hasn’t launched a new cancer treatment 
since the melanoma combination of Mekinist 
(trametinib) and Tafinlar (dabrafenib) seven 
years ago, and that means it is now busy with 
a recruitment drive to rebuild its commercial 
expertise in the field.

Belantamab is an antibody-drug conjugate and 
the first drug to be submitted to the US Food and 
Drug Administration that targets B-cell maturation 
antigen (BCMA) in patients with relapsing and 
refractory multiple myeloma.

The drug may reach the market before any of its 
competitors, but two chimeric antigen receptor 
T-cell (CAR-T) therapies – bluebird bio Inc. and 
Bristol-Myers Squibb Co.’s bb2121 and JNJ-4528 
from Johnson & Johnson and Legend Biotech 
Corp. – are not far behind. Bristol anticipates 
filing its CAR-T candidate for FDA approval during 
the first half of 2020. (Also see “Bristol’s CAR-T 
Strategy Comes Into Focus With Two Near-Term 
Filings” - Scrip, 10 Dec, 2019.)

GSK’s head of R&D Hal Barron has singled out 
belantamab for rapid development, and told 
investors at J.P. Morgan that its registrational 
DREAMM2 study produced “quite impressive” 
data. This remark skirts round that the fact that 
the overall response rate (ORR) in the trial stood 
at just 31% – down a long way from the 60% ORR 
seen in an earlier study and far below the 100% 
response rate reserved to date with JNJ-4528. 
There also are safety concerns regarding the eye 
condition keratopathy.

At the same time, GSK can point to belantamab’s 
advantages over CAR-T therapies, including 
convenience, cost and toxicities.

GSK’s commercial head Luke Miels also outlined 
the company’s efforts to build a new oncology 
organisation by hiring experienced sales reps.

“What we’ve tried to do is, from a strategic level 
right down to an operational level in the key 
markets, hire people who really know this area,” 
Miels said. “Of course, there’s a few mergers 
and things which are also disruptive, which put 
people into the marketplace who may not have 
naturally been out there looking, and we’ve taken 
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advantage of that. So, I feel very comfortable with 
the teams that we’ve built.”

GSK’s oncology portfolio includes ovarian cancer 
treatment Zejula (niraparib), purchased in the 
$5.1bn acquisition of Tesaro Inc. that closed 
last year, plus multiple internal and partnered 
candidates that are central to the company’s 
growth for the next five to 10 years. 

AstraZeneca On Launching Enhertu
The launch of AstraZeneca PLC’s Enhertu 
(trastuzumab deruxtecan) for metastatic HER2-
positive breast cancer is expected to be a 
blockbuster, and exec VP-Oncology Business 
Unit David Fredrickson talked to Scrip at the J.P. 
Morgan Healthcare conference about the launch.

The drug, partnered with Daiichi Sankyo Co. Ltd., 
received accelerated approval from the US Food 
and Drug Administration on 20 December based 
on Phase II data, including a notable progression-
free survival benefit in patients who have run 
through other treatment options. The market is 
expected to be a competitive one, however, with 
Seattle Genetics Inc. poised to launch tucatinib, 
a medicine that works differently but has also 
shown strong efficacy, in 2020. (Also see “Data For 
Two HER2-Positive Breast Cancer Drugs Impress, 
Including On Overall Survival” - Scrip, 11 Dec, 
2019.)

Getting to the market first could be an advantage 
gaining traction, Fredrickson said, though he 
expects both Enhertu and tucatinib will become 
part of the treatment paradigm for advanced 
breast cancer patients. “New options are good for 
patients always,” he said. But, he noted, “the way I 
see things playing out is we are launched and we 
are available today.” Positive early experience with 
the medicine is what will carry the most weight 
going forward from a competitive standpoint, he 
said, as that is what will drive more uptake longer 
term. 

AstraZeneca and Daiichi are also poised to take 
advantage of patients who are waiting for a new 
option. “We do see and expect there are going 
to be some bolus of patients that are out there 
that are being treated with chemotherapy today,” 
Fredrickson said, though he said he doesn’t expect 
any patients who are responding to treatment 
with existing therapy would switch.   

Enhertu does appear to carry a premium price 
tag. Leerink analyst Andrew Berens said in a 
23 December note that the price per patient is 
approximately $13,300 per month, which would 
be $159,600 annually. Analysts at Datamonitor 
Healthcare calculated the wholesale acquisition 
cost at approximately $172,295 per year for an 
80kg patient, given that dosing is weight based.

AstraZeneca wouldn’t confirm the WAC for 
Enhertu, however, a contrary  move given the 
push more recently by big pharma to be more 
transparent on pricing. Fredrickson said the price 
is in line with the value it offers and on parity with 
other innovative drugs in breast cancer.

Lilly Pans For Gold, Filtering Out The Sand 
From External R&D Gems
Scrip spoke with Eli Lilly & Co. senior vice 
president and chief scientific officer Daniel 
Skovronsky about various programs in the 
company’s research and development pipeline, 
which Lilly continues to fill with both internally 
discovered assets and externally sourced 
programs. The company was the only big pharma 
to announce a significant M&A deal around the 
start of the J.P. Morgan Healthcare Conference 
when it said on 10 January it would buy Dermira 
Inc. for $1.1bn.

“It’s a deal that’s perfectly lined up with our 
strategy of bolt-on acquisitions where the 
science is good, the probability of success is high, 
addressing a major unmet medical need in one of 
our therapeutic areas,” Skovronsky said. “By the 
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time you get through all of those filters, there’s 
not too many deals that look like that, so we were 
really excited about this opportunity and pleased 
to announce the deal.”

Lilly also came to J.P. Morgan in January 2019 with 
another big deal – the $8bn acquisition of Loxo 
Oncology Inc., leading to the recent formation of a 
new oncology R&D unit helmed by Lilly executives 
who came to the company through the Loxo deal. 
(Also see “Lilly Taps Loxo Execs To Bring Back That 
Biotech Feeling” - Scrip, 5 Dec, 2019.)

“Probably I spend more than half of my time here 
at J.P. Morgan doing business development – 
meeting with companies and scouring for great 
opportunities,” Skovronsky said. “They’re hard 
to find; we have to look at a lot of things to find 
a Loxo or a Dermira. I wish that we had more. I 
would happily do deals like these more often, but 
our standards are high.”

He said Lilly is looking for good science, which 
includes drug mechanisms of action that are 
understandable and will translate into a high 
probability of success in areas of significant 
unmet need within the company’s therapeutic 
areas – oncology, immunology, diabetes and 
neuroscience.

“And then the final big screen is on value,” 
Skovronsky continued. “We have to be able to 
acquire things at a price that while fair for the 
company being acquired still creates value for 
our shareholders. Usually that’s about Lilly seeing 
something that others don’t see or being willing 
to create some upside on the asset through our 
unique capabilities. Dermira checked all those 
boxes this year as Loxo did last year.”

Asking prices for such assets, he noted, “are also 
high in all areas, but probably particularly in 
oncology, and at the same time competition is 
high. We are competing against our peers, and 

sometimes companies larger than us, to get the 
best assets and the best companies.”

Amgen Looks To Capitalize On Investments In 
Genomics
Amgen Inc. CEO Bob Bradway said in his 
14 January presentation at the J.P. Morgan 
Healthcare Conference that the company’s three 
most important words this year are execution, 
execution and execution. Commercial execution is 
key as the company continues to feel the impact 
of biosimilar and generic competitors for some of 
its biggest blockbusters, but newer products still 
are struggling to make up for the revenue gap. 
(Also see “Amgen’s Q3 Sales Beat Consensus, But 
Two Key New Drugs Fell Short” - Scrip, 29 Oct, 
2019.)

Execution also is important for the company’s 
research and development pipeline, where 
Amgen hopes its investments in deCode genetics 
EHF and other genomics capabilities will pay off 
through more efficient R&D processes and faster 
successes. (Also see “’Beautiful baton pass’ as 
Amgen picks up deCODE to validate drug targets 
“ - Scrip, 11 Dec, 2012.)

“We consider that we are the industry-leading 
company when it comes to integrating human 
genetics into our discovery research, and we 
significantly expanded those efforts through 
collaborations completed in 2019,” Bradway said. 
“In addition, we’re very focused on using next-
generation proteomics technologies to enable 
us to combine information with our genetics 
portfolio to characterize the pathways in biology 
that we think are relevant for disease.”

Scrip spoke on the sidelines of J.P. Morgan with 
Amgen executive vice president of research 
and development David Reese about the three 
strategic imperatives that the company’s R&D 
effort is focused on across Amgen’s three 
therapeutic areas – cardiovascular disease, 
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immunology and oncology – including the use of 
genomics to bring medicines to the market faster.

First, the company is working on improving its 
success rate, where genomics and proteomics 
efforts are being used to not only identify new 
drug targets, but also identify appropriate 
patients for clinical trials. Second is reducing the 
development cycle time of getting a drug from 
discovery to the market, which takes about 10-14 
years now, and Amgen has shaved about three 
years off of that process. Third is taking into 
consideration earlier in development barriers that 
keep patients from getting access to new drugs.

“We need to be sure the drugs we’re developing 
and the evidence packages will allow drugs to get 
to the people that need them,” Reese said. “We’re 
infusing that thinking in R&D, internally and in 
partnering. That doesn’t mean the commercial 
group is determining what research is done. We 
want hand-in-glove thinking. We want to make 
sure patients get our drugs and that we generate 
a return that allows us to continue to invest in 
R&D.” 

Karyopharm CEO Says Xpovio Launch Is ‘Better 
Than Expected’
Karyopharm Therapeutics Inc. gave an early look 
at sales to date for its multiple myeloma drug 
Xpovio (selinexor) on 13 January, a day before CEO 
Michael Kauffman presented at the J.P. Morgan 
Healthcare Conference, and the executive told 
Scrip the launch “has been going a bit better than 
expected.” 

The US Food and Drug Administration approved 
Xpovio, a selective inhibitor of nuclear export, on 
3 July for relapsed or refractory multiple myeloma 
patients who have gone through at least four prior 
lines of therapy. Karyopharm said sales totaled 
$17m-$18m in the fourth quarter versus analyst 
consensus of $15m; sales for 2019, starting with 
Xpovio’s launch on 9 July, totaled $30-$31m for the 

fiscal year.

“To date, the payer community has been pretty 
receptive; they understand how sick these 
patients are,” vice president Ian Karp said. “We 
haven’t seen denials for this drug – it just hasn’t 
been a hurdle.”

More than 550 doctors have prescribed Xpovio 
and more than 1,400 prescriptions have been 
filled as of 31 December.

Next up for Karyopharm may be a second 
indication in relapsed or refractory diffuse large 
B-cell lymphoma (DLBCL) after at least two prior 
multi-agent therapies and who are ineligible for 
stem cell transplantation, including chimeric 
antigen receptor T-cell (CAR-T) therapy; the 
company submitted an application to the US 
FDA in December for this indication and will file 
later this year for European approval, following 
submission in early 2020 for multiple myeloma.

Also, results from the Phase III BOSTON study 
testing Xpovio in combination with Velcade 
(bortezomib) in second-line multiple myeloma 
are expected in early 2020, and if positive it will 
be filed with the FDA in 2020. Karp noted that 
this indication will expand the patient population 
eligible for treatment from 6,000 to 32,000 
patients in the US.

Karyopharm expects results from the Phase 
III SEAL study in patients with advanced, 
unresectable, dedifferentiated liposarcoma – 
Xpovio’s first solid tumor indication – in mid-2020 
with an FDA filing expected this year. Completion 
of enrollment in the Phase III SIENDO study of 
Xpovio as maintenance therapy in endometrial 
cancer patients expected this year.

The Last Laugh On Biopharma M&A
Truth be told, biopharma is a pretty serious 
business and light-hearted moments have been 
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in short supply at the J.P. Morgan conference this 
year.

Meeting this unmet need on the second day 
of the conference was Francesco De Rubertis, 
co-founder and partner at Medicxi. The venture 
capital firm has many of the great and good from 
biopharma advising its investment plans, and 
enticed some of these big names to its event at a 
hotel away from the conference, high up on San 
Francisco’s Nob Hill.

De Rubertis was leading a discussion about 
“New Shapes of the Pharma Industry in the 
Next Decade” with three industry heavyweights: 
Giovanni Caforio, CEO of Bristol-Myers, newly 
enlarged by the $74bn acquisition of Celgene 
Corp.; Jennifer Taubert, EVP, worldwide chairman, 
pharmaceuticals at Johnson & Johnson, and Vas 
Narasimhan, CEO of Novartis AG, one of the 
sector’s most prolific M&A practitioners.

The conversation about business and M&A 
strategy was proceeding as normal until De 
Rubertis deadpanned: “So can you please tell us 
the names of the companies you are going to 
acquire?”

This raised a big laugh from the audience, who 
like everyone else attending J.P. Morgan were 
wondering when the next big M&A deal was going 
to land, since the conference kicked off without 
any large deals being unveiled.

Narasimhan eventually asked the biotech venture 
capitalist: “I have a question for you, Francesco. 
So, do you feel like a lot of biotech valuation 
expectations have gotten really out of hand?”

Francesco allowed the laughter to subside before 
answering simply: “No, I don’t think so!”
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Executive Summary
Daily round-up from the J.P. Morgan Healthcare 
Conference in San Francisco: AbbVie’s Skyrizi 
takes psoriasis lead, Amarin goes it alone, Viatris 
debuts, BeiGene on US drug pricing and Roche 
think neuroscience is the new oncology.

 

AbbVie CEO Notes Skyrizi’s Growth, Sees More 
After Cosentyx Beat
AbbVie Inc. CEO Richard Gonzalez walked into 
the J.P. Morgan Healthcare Conference with fresh 
data showing that one of the company’s newest 
products beat the market leader among new 
biologics in a head-to-head Phase III clinical trial in 
psoriasis. 

Gonzalez asserted that AbbVie’s interleukin-23 
(IL-23) inhibitor Skyrizi (risankizumab) is 
outperforming Novartis AG’s IL-17 inhibitor 
Cosentyx (secukinumab) commercially as well, 
noting during a 15 January fireside chat that 
Skyrizi holds the largest position in the psoriasis 
market, garnering about a 25% share of second- 
and third-line prescriptions.

“We clearly were looking for an opportunity to 
come out with an asset that would redefine this 
market from the standpoint of efficacy and safety, 
and certainly, this particular medicine has been 
able to do that. It’s been well accepted in the 
marketplace,” Gonzalez said.

He pointed to factors such as Skyrizi’s quarterly 
dosing and long duration of efficacy as factors 
driving prescriptions for the product. The only 
other marketed IL-23 inhibitor in the US – Johnson 
& Johnson’s Tremfya (guselkumab) – is dosed 
every eight weeks.

“What’s been even more impressive to us and a 
bit surprising, to be honest, is not a lot of [Skyrizi’s 
market share] has come from Humira,” Gonzalez 
said. “Humira declined about three or four market 
share points from where it started prior to the 
Skyrizi launch, so our combined share now in 
psoriasis is … 47% or so.”

Humira (adalimumab) already has biosimilar 
competitors in the EU and will face biosimilars 
in the US in 2023. While it remains a top-selling 
product globally, revenue is expected to diminish 
significantly when copies of the TNF inhibitor 
reach the US market, which is why rapidly 
accelerating market share for Skyrizi is particularly 
important for AbbVie.

“We expect it to continue to remain strong and 
continue to build,” Gonzalez said. “The most 
recent data that we’ve seen come out with the 
head-to-head against Cosentyx we think will be 
extremely helpful.”

AbbVie expects both Skyrizi and the oral JAK 
inhibitor Rinvoq (upadacitinib) in rheumatoid 
arthritis – both approved in 2019 – to be key 
contributors to the company’s revenue going 
forward. Clinical trials are ongoing to add several 
indications to the products’ labels and Gonzalez 
said together they could replace the revenue 
generated by Humira. 

“Humira took us about 13 years to build [it into 
a] $20bn product, and one of the reasons why 
we were able to build it to be that size was it was 
the only TNF that had broad applicability across 
a large number of disease states,” he said. “When 
you step back and you look at Rinvoq and you 
look at Skyrizi, those two assets will have all of 
the major indications that Humira have when 
fully built out, plus one that Humira doesn’t have, 
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which is atopic dermatitis. So, if pricing were to 
stay the same … you should be able to build these 
assets to be $20bn combined or greater.”

With No Buyer, What’s Next For Amarin?
Investors at Amarin Corp. PLC’s presentation 
came with questions about the options for the 
company if no buyer materializes. After positive 
cardiovascular outcomes data supported an 
expanded indication from the US Food and 
Drug Administration for the fish oil pill Vascepa 
(icosapent ethyl), investors were hoping a big 
pharma would swoop in to buy the commercial 
opportunity. That hasn’t happened yet and the 
company has been moving forward independently 
with commercialization plans.

If Amarin isn’t acquired, other options could 
include signing an ex-US commercialization 
partner for Vascepa or partnering with other 
companies to commercialize their products.

CEO John Thero said it is premature to think about 
partnering European rights at this stage. As for 
in-licensing other products to sell, he said it could 
be a possibility further out. The focus for now is 
on executing on the successful launch of the new 
indication for cardiovascular risk reduction as 
an add-on to statin therapy in high-risk patients. 
The FDA approval came in December, though the 
drug had already been approved as a triglyceride 
lowering therapy since 2012. (Also see “With 
Vascepa’s New CV Claim, Amarin Targets Patients 
On Other Triglyceride-Lowering Agents” - Scrip, 16 
Dec, 2019.)

“Focus allowed us to execute on a major study 
and we need focus to ensure we are successful 
with the launch,” Thero said. He said the company 
is approached regularly by others with products 
Amarin could commercialize.

“There may be many opportunities for products 
that could be $500m-$600m,” he said, but it is 

premature. “We’ve got to get the launch done 
right.”

The company is doubling its sales force to 800 
representatives and rolling out a consumer 
advertising campaign. Branded advertising is 
expected to begin mid-year after going through 
approval, but an unbranded disease awareness 
campaign is set to begin in the US next week, he 
said.

The company already reported preliminary 2019 
financial results on 7 January, saying net sales in 
2019 would be at or slightly above guidance of 
$410m-$425m and forecasting 2020 revenues 
of $650m-700m, coming mostly from sales of 
Vascepa in the US.

Viatris Debuts At J.P. Morgan
Viatris, the new company born out of the 
anticipated combination of Mylan and Upjohn, 
the established products business of Pfizer Inc., 
debuted on the main stage at J.P. Morgan. The 
merger has not yet closed but is on track to be 
completed in mid-2020. Viatris chairman Robert 
Coury, CEO Michael Goettler and president Rajiv 
Malik made the business case to investors, which 
involves moderate growth, strong cash flow and a 
dividend. 

Coury said management is confident in the 2020 
pro forma sales forecasts released when the 
merger was announced last year. At the time, 
in July, the companies forecast 2020 pro forma 
revenues of $19bn to $20bn and 2020 EBITDA of 
$7.5bn to $8bn as well as synergies of $1bn to be 
realized by 2023.

“I believe that 2021 will really be the year in which 
you will see it all come together, because it is in 
that year that we will establish a financial baseline 
to grow from,” Coury said.

One opportunity the combined company is hoping 
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to tap for longer-term growth is being the partner 
of choice for the global commercialization of mid-
sized products. “Not the billion-dollar blockbusters 
that everyone else is competing over, but the 
many innovators, many of them at J.P. Morgan 
here that don’t have access to such a global health 
care gateway,” Goettler said.

The combined company is poised to have a global 
footprint in 165 countries, including scale in China, 
Latin America and the Middle East.

BeiGene CEO: China Can Help Solve US Pricing
China is now delivering on its long-anticipated 
promise of becoming the world’s second 
biggest pharma market behind the US, and a 
major driver for industry. A very clear sign of 
this transformation is the development of an 
innovation-based pharma ecosystem in China, 
and BeiGene Ltd. emerged as a leader last year, 
launching two products and signing a $2.7bn 
equity and partnering deal with Amgen Inc.. (Also 
see “Amgen Joins China Oncology Market Race 
With $2.7bn BeiGene Stake” - Scrip, 1 Nov, 2019.)

BeiGene’s CEO John Oyler set up the company 
with Chinese co-founder, chairman and scientific 
advisor Xiaodong Wang in 2010, and is starting 
to see the long-term vision pay off. The company 
has ambitions for further expansion into global 
markets, and more co-marketing deals with big 
pharma companies from outside China. 

Oyler is also thinking about the challenges around 
the US drug pricing environment, however, 
and put forward his own thoughts during a 
presentation at J.P. Morgan on how the sector 
needs to recalibrate. The increasing pressure on 
US drug prices could also be an opportunity for 
the company’s high volume-low price model.

After the presentation, Oyler told Scrip the arrival 
of 1.5bn Chinese patients, who are beginning to 
pay for innovative medicines, will boost industry 

revenues – which could allow it to lower its drug 
development costs, which could then in turn allow 
companies to offer lower prices in the US. “That’s 
something that should have a very positive impact 
on a cost per patient basis,” he said.

“We’ve got to get drugs to everyone. If you have 
something that’s going to save someone’s life you 
can’t not give it to them. We can’t have a system 
where patients miss out, but we’re in jeopardy 
of doing that. It’s amazing what this industry has 
done over the last 10 years.” 

Roche: Neuroscience Could Be The New 
Oncology
Roche’s head of pharma Bill Anderson used the 
firm’s 14 January presentation at the J.P. Morgan 
conference to push the idea that neuroscience has 
the potential to the next big area of innovation in 
the 2020s, as cancer drugs have been for the past 
decade.

Anderson cited Ocrevus (ocrelizumab) as a test 
case; Roche’s multiple sclerosis drug has been one 
of the best commercial launches in recent years. 
(Also see “10 Triumphant Drug Launches Of The 
Decade “ - Scrip, 6 Jan, 2020.)

“Ocrevus has now been on the market for almost 
three years, and we’re really pleased with its 
progress, and its ability to benefit patients with 
primary progressive and relapsing disease – and 
there’s a lot more coming behind it,” Anderson 
said.

Two promising candidates in Roche’s late-stage 
pipeline are satralizumab in neuromyelitis optica 
spectrum disorder and risdiplam for spinal 
muscular atrophy, both likely to gain approval in 
the US this year. Roche also expects pivotal trial 
results for its candidate in Huntington’s disease 
in collaboration with Ionis Pharmaceuticals Inc. 
later this year, and has earlier stage candidates for 
Parkinson’s, autism and Alzheimer’s disease.
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“So that’s quite a rich pipeline in neuroscience. 
We think that neuroscience has the potential to 
be in the ‘20s what oncology has been in the last 
decade, and we have a very strong scientific and 
development effort there.”

Coming from a big pharma company that has 
thrived on oncology, that’s a big claim – though 
whether neuroscience can deliver the kind of 
revenue growth that oncology has delivered over 
the last decade or more, as well as the scientific 
breakthroughs, is tougher to call.
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Executive Summary
Additional highlights from the J.P. Morgan 
Healthcare Conference, including Takeda’s 
partnering outlook, Sage’s guidance on Zulresso 
sales, Frequency’s next steps for its hearing loss 
drug and Revance’s preparations to take on the 
aesthetics market. 

 

Sangamo Hopes To Demonstrate Reliability In 
Hemophilia A In Coming Months
Sangamo Therapeutics Inc. may be months away 
from demonstrating that its gene therapy for 
hemophilia A – SB-525, partnered with Pfizer Inc. – 
offers best-in-class sustainability of its therapeutic 
effect, which is crucial because competitor 
BioMarin Pharmaceutical Inc. is positioned to get 
to market first with a gene therapy for the disease.

The potential of showing “reliability” represents 
Sangamo’s best chance to overcome BioMarin’s 
expected first-to-market advantage, CEO Sandy 
Macrae said at the J.P. Morgan Healthcare 
Conference on 16 January. The exec has 
previously explained that an optimal gene 
therapy for hemophilia A – replacing regular 
treatment with Factor VIII – must be “safe, reliable 
and predictable.” (Also see “Hemophilia A Gene 
Therapy Race Intensifies With Updated Sangamo/
Pfizer Data” - Scrip, 2 Apr, 2019.)

In San Francisco, Macrae said Sangamo has shown 
that SB-525 is safe and predictable in updated 
results from its Alta trial, but demonstrating 
reliability will only come from longer-term 
data expected in the next three to six months. 
BioMarin’s Phase III program for valoctocogene 
roxaparvovec (valrox) showed some patients’ 
Factor VIII levels eventually dipped below 50%, 
the bar for a diagnosis of hemophilia. (Also see 

“Hemophilia A Gene Therapy: BioMarin In Lead, 
Sangamo ‘Prays’ For Superior Results” - Scrip, 
22 Nov, 2019.) An FDA action date for valrox is 
expected in August, and the product also is under 
review by the European Medicines Agency.

“We’re waiting to see that we’re reliable because 
that’s the debate that everyone’s having,” Macrae 
said on 16 January. “Everyone’s seen the results 
of our friends at BioMarin and wonders about the 
reliability of that medicine.”

If a gene therapy for hemophilia A does not 
permanently correct the patient’s Factor VIII 
level, retreatment presents a challenge because 
first-generation candidates produce an immune 
response in the patient that results in neutralizing 
antibodies to a subsequent dose. BioMarin is 
working on a next-generation adeno-associated 
virus (AAV) vector version of valrox that could 
enable re-treatment.

Macrae added that the Alta study has shown 
a peak effect within six to 10 weeks and that 
patients in the highest-dose cohort have had 
no bleeding episodes. Sangamo has transferred 
the SB-525 program to Pfizer under their 2017 
partnership, with the pharma enrolling a Phase III 
lead-in trial. 201720222 Pfizer plans to launch a 
pivotal study of SB-525 later this year. SB-525 and 
Roche/Spark Therapeutics Inc.’s Phase III SPK-8011 
are thought to be a year or more behind BioMarin 
in reaching market.

Sangamo now can realize $300m between the 
completion of the investigational new drug 
(IND) application transfer to Pfizer and the first 
commercial patient for SB-525, Macrae said, after 
which it can earn sales royalties ranging from the 
low teens up to 20%. “One can imagine this having 
a substantial effect on the finances of Sangamo 
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and it really will pay for our research in years to 
come.”

Macrae said Sangamo’s vision is to move beyond 
gene therapy. “Eventually, we will become more 
and more a cell therapy company. And then, 
ultimately, we will do gene and genome editing. 
And this range of modalities that we have at our 
fingertips allows us a range of medicines,” the CEO 
noted.

Novartis Leaves Financial Forecasting to AI
While artificial intelligence (AI) and machine 
learning still suffers an image problem in the 
biopharma sector because of excessive hype, it 
is nevertheless becoming a part of day-to-day 
business in the industry. It was a recurrent theme 
at J.P. Morgan this year, with leaders citing its use 
from drug discovery to clinical trials recruitment 
to salesforce productivity.

Novartis AG CEO Vas Narasimhan has made his 
company an early adopter of AI and data science 
technology, and says he believes rapid uptake can 
give it an edge over competitors.

Speaking at a spin-off summit of CEOs and R&D 
leaders hosted by health care venture capital firm 
Medicxi on 14 January, Narasimhan said Novartis 
has tried to adopt the technology broadly across 
the company, and at scale and speed.

“Digital data science technologies can 
fundamentally give you an edge in decision 
making in your operations,” said Narasimhan.

He said that so far the biggest impact has been 
leveraging the technologies in Novartis’ core 
operations, with chief digital officer Bertrand 
Bodson appointed in 2017 to lead 12 digital 
lighthouse projects to embed the technology 
across the business.

“To give you a concrete example, in 2020 our 

entire financial forecasts were generated by data 
science and AI,” Narasimhan said. “We have AI 
generated predictions of every single product in 
every market, as well as optimization algorithms 
on how to optimize our investment and spending.”

He added that commercial and other teams 
naturally engage in conversations about future 
product expectations, but that taking the 
forecasting responsibility allows them to focus on 
other aspects of the business.

However, it is clear that AI is no panacea.

Speaking on a second panel at the event, 
alongside other big pharma R&D leaders, Bristol-
Myers Squibb Co.’s new president of research and 
early development Rupert Vessey agreed that AI 
was now “pervasive” in many R&D functions.

He couldn’t resist making a tongue-in-cheek but 
nonetheless serious warning note on Novartis’ 
forecasting application, however. He repeated the 
well known “garbage in, garbage out” observation 
that analytics technology can’t perform well if the 
original data fed into it is flawed.

“Actually I’m really worried about the prediction 
of market valuation that Vas brought up. Because 
every single market valuation I have ever seen was 
wrong…and if they’re putting the same data into 
the AI, it is just going to be wrong all over again!”

Takeda’s Appetite For Partnering Is Big
Takeda Pharmaceutical Co. Ltd. R&D President 
Andrew Plump said the company will be 
actively partnering in 2020. “We won’t do major 
acquisitions. We don’t have the capital or the 
interest or the need, but the model that we put in 
place, the R&D partnership model will continue 
as long as I’m here,” he said in an interview at J.P. 
Morgan.

Takeda closed the $62bn acquisition of Shire 
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a year ago and has largely completed the 
integration. (Also see “Takeda’s Weber: ‘Everything 
Relies On Our Ability To Deliver Innovative 
Medicines’ “ - Scrip, 7 Jan, 2019.) The company 
highlighted the combined pipeline at an R&D Day 
in November, with a therapeutic focus in four 
areas: oncology, rare disease, gastroenterology 
and neuroscience. (Also see “Takeda: 12 NMEs 
Poised To Launch In Five Years, And Deliver $10 
Bn In Peak Sales” - Scrip, 19 Nov, 2019.)

At J.P. Morgan, Plump said the company has 
earmarked the same level of spending for 
business development in 2020 as it did in 2019. 
While a lot of the company’s recent activity has 
focused on oncology, he said the therapeutic area 
with the biggest gap right now is rare disease.

In January, Takeda signed a small deal with Silence 
Therapeutics PLC to use the company’s gene-
silencing platform to generate siRNA molecules 
against an undisclosed target. (Also see “Silence 
Signs Takeda Deal And Sets Sights On US” - Scrip, 
7 Jan, 2020.) Another interesting deal last year 
linked the company with MD Anderson Cancer 
Center to develop cord blood-derived CAR-
directed NK cell therapies. In December, Takeda 
signed a bigger deal with Turnstone Biologics Inc. 
in which it agreed to pay $120m in upfront cash, 
equity and near-term milestones to collaborate 
on the development of multiple products using its 
vaccinia virus platform in cancer.

“We will clearly still look in oncology, but we 
actually have a nice portfolio of opportunities 
there,” Plump said. “My guess is that we will be 
a little bit more active in the rare space, maybe 
neuroscience as well.”

Sage Expects To See Zulresso Growth In 
Second-Half 2020
Sage Therapeutics Inc. prepared investors for 
a slow ramp-up in sales for its postpartum 
depression (PPD) drug Zulresso (brexanolone) 

after the product’s launch in mid-2019, and that 
will continue through the first half of 2020, Sage 
chief business officer Mike Cloonan told Scrip 
in an interview at the J.P. Morgan Healthcare 
Conference. (Also see “Sage’s Zulresso Launch Is 
Off, But Not Running “ - Scrip, 6 Aug, 2019.)

The company continues to work with hospitals to 
help them get certified under the Risk Evaluation 
and Mitigation Strategy (REMS) for Zulresso, 
which requires continuous monitoring of 
patients admitted for the drug’s 60-hour infusion 
due to the risk of sedation and sudden loss of 
consciousness. Once certified and a treatment 
protocol is established, hospitals must negotiate 
reimbursement for the cost of the drug and the 
associated care.

“We’re making a lot of progress with the 140 sites 
that are REMS-certified; 11 were treating at the 
end of Q3, so there’s that gap between 140 and 
11, because they have to work through those 
steps,” Cloonan said.

Sage is working with hospitals and health care 
providers to create a sense of urgency and 
to share best practices from sites that have 
completed the certification and reimbursement 
processes to make more treatment sites available.

“What we’ve said is modest [sales] growth over the 
first half of the year while we build this foundation 
and then we expect a significant increase in 
revenue in the second half of the year while we 
have more sites set up and as we have the access 
for moms,” Cloonan said.

Payers have recognized the efficacy and the need 
for Zulresso as well with favorable reimbursement 
policies for 75% of covered lives in the US, 
including commercial health plans and Medicaid.

“The payers recognize the unmet need; they’re 
willing to cover Zulresso and we’ll continue 
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to work through that 25% that hasn’t been 
established yet,” Cloonan said.

Everything that Sage has learned from the 
Zulresso launch will benefit its second drug, SAGE-
217, which is seen as a much larger opportunity 
as it’s an oral drug in development for both PPD 
and major depressive disorder (MDD). The drug 
has generated positive Phase III results in PPD and 
mixed results in MDD, but the company will meet 
with the US Food and Drug Administration in the 
first quarter to discuss a path forward for SAGE-
217 in MDD. (Also see “Sage Still Sees Approval 
Path After Depression Drug Fails In Phase III Trial” 
- Scrip, 5 Dec, 2019.)

“The market that ‘217 is going to launch into in 
postpartum depression is going to be different 
than the one that Zulresso launched into because 
of Zulresso. It’s going to pave the way in many 
ways for ‘217,” Cloonan said.

Frequency Aims For Clear Signal In Hearing 
Loss Trial
Frequency Therapeutics raised $84m in its initial 
public offering in October 2019 based on its lead 
candidate for hearing loss, and the company is 
hoping that a Phase IIa trial reading out at the 
end of 2020 will help establish the potential of its 
technology.

The firm is working on small molecule candidates 
that can reactivate progenitor cells – providing 
a potentially far simpler and lower-cost way of 
regenerating cells within the body compared to 
cell or gene therapy platforms.

Its lead candidate, FX-322, will initially target a 
US market of around 30 million patients with 
sensorineural hearing loss (SNHL), the most 
common form of hearing loss, but could move on 
to a much larger global market.

SNHL is the most common form of hearing loss 

and results from damage to the hair cells in the 
inner ear or problems with the nerve pathways 
that convert sound waves from the inner ear 
to the brain. FX-322 is designed to treat the 
underlying cause of SNHL by regenerating these 
hair cells through activation of progenitor cells 
already present in the cochlea.

CEO David Lucchino told the J.P. Morgan audience 
that progenitor cells are “underutilized assets that 
Mother Nature put in your body but [until now] 
there has been no way to turn them back on.”

FX-322 has shown benefit in a Phase I/II study 
already, with more data on the way later this year.

Frequency has a deal with Astellas on ex-US rights 
to the drug, involving an $80m upfront payment, 
further milestone payments and double-digit 
royalties.

The company is planning an IND for its next 
candidate in the second half of 2021, a drug 
aimed at bringing about remyelination of nerve 
cells in multiple sclerosis.

Revance Readies For Daxi Launch With Dermal 
Filler Deal
Revance Therapeutics Inc. has responded to 
concerns that it might have a tough time selling 
its neuromodulator daxi (daxibotulinumtoxinA 
or RT002) to dermatologists and plastic surgeons 
without being able to offer a bundle of medical 
aesthetics products with discount pricing for the 
individual offerings – a strategy that has helped 
Allergan PLC boost sales for its blockbuster 
aesthetic Botox (onabotulinumtoxinA) – by 
bringing in a dermal filler line.

Revance announced on 10 January that it entered 
into an agreement with Teoxane SA to sell its 
Resilient Hyaluronic Acid (RHA) line of dermal 
fillers in the US and Scrip spoke with Revance CEO 
Mark Foley during the J.P. Morgan Healthcare 
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Conference – where he presented on 16 January 
– about the strategic importance of the deal for 
daxi.

The company submitted its biologic license 
application (BLA) to the US Food and Drug 
Administration for daxi in the treatment of 
moderate-to-severe frown lines in November and 
it anticipates approval in the fourth quarter of this 
year – and it is hoping for a label in late 2020 that 
allows for treatment as infrequently as every six 
months, versus Botox’s quarterly injections. (Also 
see “Another Botox Competitor: Revance Prepares 
Longer-Lasting RT002 For BLA Submission” - Scrip, 
22 Feb, 2019.)

“Other more recent product launches suggest that 
overall in medical aesthetics physicians are open 
to trying new things,” Foley said. “Having said that, 
when we looked at what other products to add to 
the bag, a filler was the most logical.”

Teoxane’s dermal filler line is approved in Europe 
and the US; Revance is hiring its sales team in 
anticipation of a second quarter launch in the 
US. In Europe, Teoxane has sold more than 10m 
syringes. The agreement is a 10-year exclusive US 
distribution deal with the ability for Revance to 

extend the agreement for two more years.

“When daxi comes out, we will be established 
with user relationships,” Foley said. “We feel 
very fortunate on the timing. It significantly 
strengthens our position in the marketplace.”

As for the company’s other partnership – a 
deal with Mylan NV for the development and 
commercialization of a Botox biosimilar – the 
big generics maker needed more time to decide 
whether to opt in to that opportunity because of 
its pending merger with Pfizer’s Upjohn business 
into a new company called Viatris GMBH. (Also 
see “Mylan Gets Until April 2020 To Decide On 
Biosimilar Botox Collaboration With Revance” - 
Generics Bulletin, 4 Sep, 2019.)

“They came to us and said that because of the 
Upjohn relationship [they] need more time. They 
gave us another $5m to extend the relationship,” 
Foley said. He noted that if Mylan has to walk 
away from the Botox biosimilar agreement, 
Revance is confident that another deal can be 
negotiated with one of the other companies that 
previously was interested in such a partnership. 
(Also see “Mylan Set To Develop Biosimilar Botox 
In Deal With Revance” - Scrip, 28 Feb, 2018.)
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