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Sanofi’s New CEO Paul Hudson 
Poised To Write The Next Chapter
JESSICA MERRILL jessica.merrill@informa.com

“We have a lot to do, but it is 
exciting. Much of it is in our 
own hands,” Sanofi CEO 

Paul Hudson said in his first briefing with 
US media since taking over the top lead-
ership role at the French pharmaceutical 
company in September.

It’s early days for Hudson, who is only 
one month into the job at Sanofi. Any 
big revelations around his near-term 
strategy or long-range vision for Sanofi 
will come later, toward the end of the 
year, after he has had more time to visit 
Sanofi’s global R&D and manufactur-
ing facilities. But Hudson is hitting the 
ground running and laid out some ini-
tial thoughts during a 1 October media 
call. Prioritizing resources and invest-

ment, fostering agility and nimbleness, 
and driving the big pharma forward into 
a new era of digital transformation are 
high on his list of early priorities. Despite 
the firm’s lackluster growth in recent 
years, Hudson is convinced Sanofi has 
a solid foundation on which to build. It 
was that understanding that he said led 
him to leave his solid position as Novar-
tis AG’s Pharmaceuticals CEO at an excit-
ing time of transition and growth under 
CEO Vas Narasimhan.

“Positions like this just don’t come 
along that often. This is an extraordi-
nary company with an incredible his-
tory with some chapters left to write,” 
he said. “The more diligence and the 
work I did studying and digesting what 

I could externally as part of the process, 
the more I realized that it is a company 
that is close to greatness but has some 
work to do to close the gap.” 

His experience at Novartis and as the 
head of US pharmaceuticals for AstraZen-
eca PLC before that, along with his deter-
mination and leadership style, felt like a 
solid match, he said. 

“I’ve seen only things that confirm 
that all the raw materials are here, that 
this incredible organization, with some 
rigor, some discipline, some thought-
fulness, and a great deal of caring for 
people, we have a good chance of writ-
ing a very exciting next chapter,” Hud-
son said. 

The timing, with Hudson succeeding 
former CEO Olivier Brandicourt after four 
years of leadership, comes at a big period 
of transition for Sanofi.  (Also see “The Chal-
lenges Facing Paul Hudson At the Helm of 
Sanofi “ - Scrip, 7 Jun, 2019.) The compa-
ny’s longtime head of R&D Elias Zerhouni 
retired last year, with John Reed, previ-
ously an R&D leader at Roche, taking over 
the job. The company’s flagship diabetes 
business is in decline, driven by competi-
tive dynamics and pricing pressures. There 
have been commercial and R&D missteps, 
but the company has also made strides 
in other areas like immunology, with the 
launch of Dupixent (dupilumab), and rare 
blood disorders. 

Dupixent, approved for multiple indi-
cations including atopic dermatitis and 
asthma, has been an important growth-
driver for Sanofi as the contribution from 
diabetes revenues to the top line has di-
minished. Dupixent, which Sanofi shares 
with Regeneron Pharmaceuticals Inc., 
generated €825m ($902.1m) in the first 
half of 2019, reflecting substantial growth, 
while diabetes revenues declined 6.9% to 
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The recently concluded European Society for Medical 
Oncology meeting in Barcelona was the backdrop for 
some important updates in the biggest field of phar-
ma R&D. Making sense of the tsunami of news from 
major medical meetings can be daunting, especially 
in the complicated and fragmented world of cancer, 
but fear not. On p18-19 we outline eight key takea-
ways from ESMO, ranging from advances for PARP 
inhibitors, the competitive space for anti-CDK4/6 
drugs and progress for checkpoint inhibitors to Am-
gen’s KRAS setback, innovation in liquid biopsy, and 
less than flattering value assessments for new cancer 
drugs. You can read more detail on some of these 
items elsewhere in the issue, while broader coverage is 
available on our website.

Also in this week’s issue we bring you a broad cross-
section of leadership voices. From the initial plans of Sa-
nofi’s new CEO Paul Hudson, former head of Novartis 
Pharma (he’s in listening mode: see cover story), to the 
biosimilar strategy of Indian firm Dr Reddy’s as ex-
plained by its head of biologics (p10), our writers are 
staying tuned to the C-suite channel to keep you in the 
know on who’s doing what, and why, across the global 
industry. It’s not just the big fish: we also talked to Ama-
rin’s CEO as the company gears up in hopes of winning 
a much larger market for its only approved drug, the 
omega-3 drug Vascepa (p6), as well as the new CEO of 
Germany’s MorphoSys, who is also looking forward to 
significant commercial success for an in-house com-
pound approaching regulatory review (p8).

mailto:eleanor.malone@informausa.com
pharma.informa.com
https://scrip.pharmaintelligence.informa.com/search#?q=ESMO&page=1&sortBy=date&sortOrder=desc&publication=Scrip
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UK Biotech Fundraising Shrinks In Q3  
As Brexit Looms
STEN STOVALL sten.stovall@informa.com

National and global uncertainty appears to be have held 
back fundraising in the UK biotech sector in the third 
quarter, making it unlikely the sector will beat the record-
breaking years seen in 2015 and 2018, and underscoring 
the uncertainties posed by Brexit, according to a report 
from the BioIndustry Association (BIA).

In its latest Biotech Financing Update covering the 
three months to end-August and released on 3 Octo-
ber, the BIA said that, after a small pick-up in the second 
quarter of 2019, “the third quarter has disappointed with 
£214m raised by UK biotech companies across public 
and private markets.”

The total inflow of £869m registered for the year up to 
31 August was behind that achieved in each of the past 
four years and makes it doubtful that 2019 can surpass the 
totals amassed in 2015 and 2018, when £1.9bn and £2.2bn 
was raised, respectively. The £869m registered year-to-
date at end-August compared with £1.56bn for the same 
2018 period.

Still, the BIA, which is the trade association for innova-
tive life sciences in the UK, voiced hope that a late surge in 
investment could still happen. 

Published online 2 October 2019
To read the rest of this story go to: https://bit.ly/35cCq9X
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€2.58bn ($2.82bn). Sanofi’s consolidated 
sales increased 5.9% in the first half of the 
year to €17.02bn ($18.61bn). 

PRIORITIZING INVESTMENT
Hudson hinted at changes to the way 
Sanofi prioritizes R&D investment to nar-
row the focus to the most transformative 
medicines. 

“I think we can be a lot more clear 
about what excites us in the pipeline 
and why we think we can deliver on that 
promise,” he said. While there is much 
work in a company the size of Sanofi that 
is contributing to success, he said it is 
important to define the work that is es-
sential for success. 

“I like people to be very connected to 
our purpose, but I’d also like the wider 
organization to know where we must 
be successful first,” he said. “Prioritization 
does help a large organization find its abil-
ity to make good and empowered and 
accountable decisions without having to 
run back to the center.” 

Deciding where to prioritize future 
investment will be one of Hudson’s first 
tasks. The company’s portfolio spans a 
wide range of therapeutic areas from 
insulins and vaccines to enzyme replace-
ment therapies for rare diseases, hemo-
philia, multiple sclerosis and cancer, in-
cluding older chemotherapies and newer 
targeted medicines. It sounds as though 
reconsidering investment in every area, 
including diabetes, could be on the table. 

While Sanofi has a long heritage in dia-
betes with the long-acting insulin Lantus 
(insulin glargine), the company has lost 
ground to rivals like Novo Nordisk AS, 
AstraZeneca and Eli Lilly & Co. on other 
mechanisms like GLP-1 agonists and SGLT-
2 inhibitors. 

Hudson said he viewed Sanofi’s ef-
forts in diabetes to be essential work 
that should be applauded but acknowl-
edged that much of the innovation has 
moved to orals. 

“We will play a part in some of that, 
we do already, we have the mechanisms, 
but we also have to accept that it is an 
incredibly competitive space,” he said. 
If Sanofi can play a meaningful role in 
addressing the public health challenge 
posed by diabetes, the company abso-
lutely will, he added. 

“You could expect me, as I do our tour 
and I meet people and I talk to people 
from every therapeutic area around our 
business, that I’m asking the basic ques-
tions,” he said. “Can we do more? Where 
do we stand? Are we investing at the right 
level or should we be more efficient and 
redeploy?” 

As for oncology, where Sanofi has a 
long history of marketing chemothera-
pies like Taxotere (docetaxel) but missed 
out on the industry’s transition to tar-
geted therapies and immunotherapies, 
Hudson sounded committed. With Reed 
as head of R&D, he said he was confident 
Sanofi has a deep understanding of the 
dynamics in oncology R&D and what it 
will take to succeed. 

“When I look at our early pipeline and 
I look at our late-stage assets, we will 
play a part in oncology for sure,” he said. 
“What we need to do  was be disciplined 
and be prepared to be innovative.” Sano-
fi’s CD38-targeting antibody isatuximab 
is currently pending at the US Food 

and Drug Administration and European 
Medicines Agency for the treatment of 
relapsed/refractory multiple myeloma, 
but it is poised to launch in a competi-
tive category against an entrenched 
rival: Johnson & Johnson’s Darzalex (da-
ratumumab).  (Also see “Sanofi Myeloma 
Drug Shines But Darzalex Dominates Still  
“ - Scrip, 3 Jun, 2019.) The company is also 
launching its first cancer immunothera-
py, Libtayo (cemiplimab), a PD-1 inhibi-
tor developed with Regeneron. 

“To be able to talk about Taxotere and 
antibody drug conjugates in the same 
breath in the same site shows you the 
journey we have been on but yet need to 
go on,” Hudson said. 

NEW FRONTIERS IN DIGITAL, 
GENE THERAPY
The chief executive also spoke about posi-
tioning Sanofi at the forefront of the digital 
revolution, harnessing new technologies 
from early R&D through commercializa-
tion, and using automation across the 
company to create a more productive and 
effective work environment. 

“I am delighted to take this position as 
the fourth industrial revolution says to me 
and others ‘you can’t think like you’ve al-
ways thought.’ You’ve got to be open, bold 
and understand that those that seek to 
disrupt or help you do better might come 
from sources and areas that you’ve never 
considered before,” he said. 

Another highly innovative and emerg-
ing area Hudson intends to explore fur-
ther is in gene therapy, where he said 
Sanofi can leverage its deep knowledge in 
rare diseases. 

“I would hope as we get comfortable 
and we look at our options in gene ther-
apy, we know how to leverage our experi-
ences to be even more effective or gather 
pace to make this competitive,” he said. 
Hudson’s prior work at Novartis included 
the lead-up to the launch of the compa-
ny’s first gene therapy. 

A more detailed overview of Hudson’s 
strategy will be laid out to investors some-
time around the end of the year, but he 
said he was committed to being transpar-
ent with investors and the public. 

“I think we can tell our story better,” 
he said.  

Published online 1 October 2019

CONTINUED FROM PAGE 1

“I realized that it is a 

company that is close to 

greatness but has some 

work to do to close the 

gap.” – Paul Hudson
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At Servier, our vision is to bring the hope of life to 
people affected by cancer, by dedicating everything  
we are into innovative therapeutic solutions. For today 
and tomorrow.

We work diligently to develop and deliver medicines that 
address critical unmet medical needs across multiple 
areas of oncology including:

•  Pancreatic cancer, which causes more than 430,000 
deaths a year worldwide and has five-year survival of 9%1 

•  Colorectal cancer, which causes more than 880,000 
deaths each year worldwide2 
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56,000 adults and children a year worldwide3

•  Non-Hodgkin’s Lymphoma, which affects over 
500,000 people worldwide each year4

•  Brain cancer, which affects nearly 300,000 patients  
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•  Gastric cancer, which causes more than 780,000 
deaths each year worldwide4

Our oncology medicines are available in more than 
50 countries worldwide and our pipeline products 
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and oncology. We want our work to bring hope to 
patients all over the world.

Our dedication today is to give people  
affected by cancer the hope of a tomorrow.

2
0

O
F

0
8

19
IA

Servier_Corporate advert_Oct2019_v01.indd   1 01/10/2019   14:21

scripintelligence.com


6   |   Scrip   |   October 11, 2019 © Informa UK Ltd 2019

COMPANIES

Amarin CEO Thero On Gearing Up For Success Ahead  
Of The Big Vascepa AdComm
JESSICA MERRILL jessica.merrill@informa.com

Amarin Corp. PLC is heading into a US Food and 
Drug Administration Advisory Committee 
meeting for Vascepa (icosapent ethyl) 

with an optimistic outlook and an eye to-
wards coming out on the other side with a 
big commercial launch.

“We’re planning for success,” CEO John 
Thero told Scrip during an interview. Any-
thing different would be a huge blow for 
Amarin, which is a single-product com-
pany with a potentially blockbuster-sized 
commercial opportunity on its hands.

The company is expecting that updated 
labeling for the omega-3 therapy will open the 
door to a significantly bigger patient population 
with high triglycerides – millions or even tens of mil-
lions of patients. Vascepa is currently approved in the US to re-
duce triglyceride levels in adults with severe hypertriglyceridemia 
(≥500mg/dL), but based on the positive results of the REDUCE-IT 
cardiovascular outcomes trial, Amarin is hoping to expand the la-
beling to adults with less severe hypertriglyceridemia, those with 
levels between 150mg/dL and 499mg/dL.

News the FDA would convene its Endocrinologic and Metabolic 
Drugs Advisory Committee to review the labeling expansion put 
a twist in what Amarin had hoped would be a swift approval in 
September. Now, the Vascepa labeling update is poised for an 
advisory committee review on 14 November with the FDA action 
date for the application pushed back until 28 December.

The company’s stock price fell on the news and is trading down 
15% from where it was on 8 August, ahead of the announcement.

Thero said there is no back-up plan for Amarin other than to get 
through a positive FDA advisory committee review in what has 
been a 10-year journey for the company and the chief executive, 
who joined the company in 2009.

“We are looking forward to the ad comm,” he said. “We are look-
ing at this as an opportunity to showcase the results of our study.” 
REDUCE-IT found that Vascepa on top of statins cut the risk of 
cardiovascular events by 25% including CV death in patients with 
baseline triglyceride levels between 135 mg/dL and 499 mg/dL.

The company has a lot of wind at its back going into the meet-
ing. Several medical associations have already endorsed Vascepa 
for the treatment of dyslipidemia, including the American Diabetes 
Association and the European Society of Cardiology. Drug-pricing 
review group the Institute for Clinical and Economic Review (ICER) 
also found Vascepa to be cost-effective in a draft review. Vascepa is 
priced at a wholesale acquisition cost of $303.65 for a 30-day supply. 

ON THE ISSUE OF MINERAL OIL AS PLACEBO
Amarin is anticipating the FDA ad comm topics for discussion will 
be broad, ranging from the unmet medical need to the REDUCE-

IT trial design, and the efficacy and safety of Vascepa. 
As for one potential issue some investors have 

flagged – the use of mineral oil as placebo and 
corresponding increases in LDL-C in some of 

those patients – Thero downplayed the is-
sue as a red flag.

“FDA helped us pick the placebo for 
this,” he said. “I think anytime you have 
a result that is first of a kind, people end 
up asking questions about it and they 

[look] for how do we explain this result, 
and I think most people that have looked 

have realized that the multi-factorial effect 
of Vascepa that goes well beyond a triglyceride 

reduction is the explanation.”
The one worry in the back of his mind, he said, is the 

unknown. “I get paid to worry,” he said. “I’m going into it thinking 
about this as an opportunity.”

WHAT’S NEXT?
As a single-product company with a potential cardiovascular block-
buster on its hands, Amarin has been considered a potential take-
out target for a big pharma. But a huge $460m financing raise in 
July, which will be used to build out a big commercial structure, has 
raised some questions about whether a buy-out will materialize. 

The company’s current cash balance stands at more than 
$600m, a dramatic change from previous years. 

“I can’t speak for big pharma. What we can focus in on is cre-
ating value, and we think we are doing that with our execution,” 
Thero said of a potential acquisition. “Any company that grows, 
and grows considerably, is often in the spotlight.”

He also pointed to the commercial opportunity for Vascepa out-
side the US and opportunities to build out the company’s portfo-
lio through a commercialization agreement. Amarin is frequently 
approached for co-promotion deals he said.

“There is no greater opportunity that I’m aware of right now 
that we could be working on than being successful with Vascepa, 
and we’ve got to get that right,” he added.

To that end, the company is building out its sales force from 135 
reps to 800, which it hopes to be fully operational in time for the 
launch at the end of December.

With 135 reps, Amarin was calling on about 20,000 physicians, 
but with 800 reps the target physician group will jump to 70,000 
to 80,000. Those physicians write about half of all statin prescrip-
tions, the company said. 

There will also be a big direct-to-consumer marketing initiative, 
including advertising which will be phased in after the approval. 

But for now, there’s a lot riding on a successful showing before 
the review panel in November.  

Published online 4 October 2019

Amarin CEO 
John Thero
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R&D Head Ehlers Bows Out As Confidence In Biogen’s 
Pipeline Suffers From Setbacks
MANDY JACKSON mandy.jackson@informausa.com

The news that Biogen is losing re-
search and development head 
Michael Ehlers at a time when the 

company’s R&D pipeline is struggling to 
produce wins did not sit well on 1 October 
when it was announced that long-time Bio-
gen veteran Alfred Sandrock will serve dou-
ble duty as chief medical officer and execu-
tive vice president for R&D going forward. 

Biogen’s stock closed down 2.4% at 
$227.20 per share after EVP Ehlers’ move 
from Biogen to Apple Tree Partners was 
revealed. Ehlers will serve as chief scientif-
ic officer and venture partner at the ven-
ture capital firm, and he will be the CEO 
of gene therapy start-up Limelight Bio, an 
Apple Tree portfolio company. His duties 
at Biogen will be taken over permanently 
by Sandrock, who has been with the com-
pany since 1988 and served in various 
R&D leadership roles before being named 
CMO in 2012.

Wedbush Securities analyst Laura Chico 
attempted to reassure investors in a 1 Oc-
tober note that the change in R&D over-
sight should not be a major point of con-
cern. “Dr. Sandrock has been a long-term 
fixture at BIIB and we feel will keep all R&D 
efforts on track, with minimal disruption,” 
she wrote.

Jefferies analyst Michael Yee suggested in 
a same-day note that the loss of Ehlers and 
doubling-up of Sandrock’s roles were not 
Biogen’s biggest problems. Ongoing patent 
litigation with generic drug makers over the 
company’s top-seller Tecfidera (dimethyl 
fumarate) for multiple sclerosis and diver-
sification of Biogen’s high-risk, high-reward 
R&D pipeline remain larger issues for the 
big biotech and its investors, Yee said.

Biogen “has been completely out-of-fa-
vor since the Alzheimer’s data earlier this 
year that stunned and disappointed inves-
tors, and there has been great debate and 
frustration as to figuring out what is next 
and how [the company] can right the ship 
with regards to confidence around the 
pipeline,” Yee wrote. 

Including the failure of amyloid-target-
ing antibody aducanumab in March and 

the discontinuation of Phase III studies for 
BACE inhibitor elenbecestat in September, 
Biogen’s big late-stage bets in Alzheimer’s 
disease were major setbacks for the com-
pany and significantly bruised investor 
confidence in its neuroscience-heavy R&D 
pipeline going forward. 

Yee noted a “more near-term pressing 
problem” for Biogen than Ehlers’ move to 
VC-backed biotechs is the “significant bi-
nary risk” around an inter partes review 
(IPR) for Tecfidera intellectual property 
that is being considered by the US Patent 
and Trademark Office’s Patent Trial and 
Appeal Board (PTAB); a PTAB decision is 
expected in February. If the IPR goes in 
Biogen’s favor, the analyst said the deci-
sion would boost Biogen’s stock by 10%-
15%, but a negative outcome could lower 
the company’s value by 30%. 

Regardless of the PTAB’s decision in this 
and another pending IPR, Tecfidera is ex-
pected to lose patent protection in 2020, 
putting significant revenues at risk with-
out a lot of new products to fill the void. 
Vumerity (diroximel fumarate), under US 
Food and Drug Administration review 
based on Biogen’s January filing for ap-
proval to treat MS, is being developed as 
a replacement for Tecfidera.

Tecfidera brought in $2.15bn in sales 
during the first half of 2019, which was up 
from $2.07bn in the first half of 2018 and 
was double the amount of revenue from 
Biogen’s other top three franchises. The 
company’s interferon products Avonex 
and Plegridy for MS brought in $1.06bn in 
the first half of 2019, while the spinal mus-
cular atrophy (SMA) drug Spinraza (nusin-
ersen) generated $1bn. Total revenues for 
the six-month period were $5.56bn, up 
from $5.28bn a year earlier.

EHLERS’ ROLE IN BUILDING 
CURRENT PIPELINE
Biogen has been focused on building its 
R&D pipeline with later-stage assets and 
diversifying its portfolio since before the 
aducanumab setback earlier this year. The 
company has vowed recently to stay true 

to its overarching neuroscience expertise, 
while looking at opportunities in adjacent 
disease areas.

However, it has seen setbacks outside of 
neurological diseases recently as well, in-
cluding the mid-stage asset BG00011 for 
idiopathic pulmonary fibrosis.

Ehlers, who was a neuroscience R&D 
head at Pfizer Inc. before joining Biogen, 
has been a proponent of neuroscience as 
an increasingly investment-worthy area of 
drug development while at the company. 
He noted in an interview with Scrip in Jan-
uary 2017 – nine months after taking the 
R&D leadership role at Biogen – that he 
joined the company in large part because 
of aducanumab’s potential.

Ehlers also has been bullish about Bio-
gen’s long-term partnership with RNA 
medicines specialist Ionis Pharmaceu-
ticals Inc., which is where the company 
sourced its now-blockbuster SMA drug 
Spinraza. He saw promise in oligonucle-
otides as being able to address diseases 
previously deemed intractable. The com-
panies expanded their relationship under 
his tenure in April 2018.

Ehlers’ decision to venture into the VC 
realm with Apple Tree is similar to the ca-
reer move of former Biogen CEO George 
Scangos, who announced his retirement 
from the company in July 2016.  

Scangos went on to found the infec-
tious disease-focused start-up Vir Biotech-
nology Inc. in 2017, which is now pursuing 
an initial public offering.

Other notable moves from the big 
biopharma C-suite to start-ups include 
former Gilead Sciences Inc. R&D head 
Norbert Bischofberger’s move to newly 
launched Kronos Bio Inc. in 2018.  (Also see 
“Former Gilead CSO Bischofberger Lands At 
Kronos As C-Suite Moves To Start-Ups Con-
tinue” - Scrip, 24 May, 2018.)

Also, former Amgen Inc. R&D leader 
Sean Harper retired from the big bio-
tech in mid-2018 and reemerged at the 
new venture capital firm Westlake Village 
BioPartners a few months later.  

Published online 1 October 2019
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New CEO At MorphoSys Seeking Partner For  
‘CAR-T Killer’ Lymphoma Drug
ANDREW MCCONAGHIE andrew.mcconaghie@informa.com

European biotech MorphoSys AG has a potential blockbuster 
on its hands, and with a US Food and Drug Administration 
filing just weeks away, its new CEO is on the hunt for a com-

mercial partner to help maximize the drug’s potential.
Tafasitamab (formerly MOR208) is a next-generation antibody, 

dubbed by some a possible “CAR-T killer” in the diffuse large B-
cell lymphoma (DLBCL) space, after posting stellar results in a 
Phase II trial.

New CEO Jean-Paul Kress has lots of experience in deal mak-
ing and launching big brands in the US, including Dupixent for 
Genzyme Corp.

Kress has taken over from Simon Moroney, the firm’s founder 
and CEO for 27 years, who built up the firm’s antibody R&D exper-
tise. The new CEO is now tasked with turning the company into a 
fully fledged commercial biopharma company.

Talking to Scrip just weeks after taking the helm at the Munich-
headquartered company, Kress said he was dividing his time equal-
ly between Germany and the US as he tackled key challenges.

Three things top his list: ensuring a ‘flawless’ filing of tafasitamab 
with the FDA before the end of 2019, establishing a strong com-
mercial base in the US, and sealing a partnership to maximize rev-
enues for the drug, which he describes as a “pipeline in a product.”

Asked about what kind of alliance MorphoSys was looking for, 
and whether it might include the prized US market, Kress did not 
want to be pinned down.

“I have no religion on this…my only goal is to maximize the 
value of the product,” he said.

“We’re in a very strong position, there is a lot of interest from 
what we call the ‘strategics’ and potential partners. We’ll do what 
makes sense for the patients and for our shareholders.”

Nevertheless, MorphoSys is likely to retain a share of rights in 
the US, as it has already established a US headquarters in Boston, 
and has assembled a medical science liaison (MSL) team ahead of 
an anticipated mid-2020 FDA approval.

Morphosys is also laying the groundwork in Europe, where it 
expects to file around the same mid-year period.

Its need to find a big pharma partner with expertise in oncology 
has led analysts at Brian Garnier & Co. to suggest that AstraZen-
eca PLC would be a good ex-US partner, based on its presence in 
hemato-oncology with Calquence (acalabrutinib).

NEXT-GEN ANTIBODY
Results from tafasitamab’s Phase II L-MIND study showed it has 
great promise in relapsed and refractory (r/r) DLBCL patients 
not eligible for high-dose chemotherapy and autologous stem 
cell transplantation.

Released in May, the data showed that in combination with Cel-
gene’s Revlimid (lenalidomide), the drug hit its primary endpoint, 
producing an overall response rate of 60%, with 43% achieving com-
plete responses, indicating the disease had disappeared entirely.

The results in the 80 patients were impressive, producing similar 
efficacy results to those produced by the CAR-Ts, Novartis’s Kymri-
ah (tisagenlecleucel) and Gilead Sciences’ Yescarta (axicabtagene 
ciloleucel), but with fewer serious side effects, and a far less com-
plicated – and costly – drug administration.

Tafasitamab (tafa) is an antibody targeting CD19 (the same tar-
get as the CAR-Ts), with an engineered enhancement of its “con-
stant FC” region boosting the body’s immune response compared 
with traditional mAbs. Piper Jaffray & Co are among analysts pre-
dicting big things for the company, and forecast total revenues of 
€715m ($783m) by 2024 and €1.27bn ($1.39bn) by 2028.

This would be based on tafa in DLBCL and further B cell ma-
lignancies such as chronic lymphocytic leukemia (CLL) and small 
lymphocytic lymphoma (SLL).

POLIVY ALREADY LAUNCHED
But tafasitumab is not the only new antibody entrant to the market. 

Roche’s Polivy (polatuzumab) gained US approval in June, in 
the same relapsed and refractory DLBCL patient segment. Roche’s 
drug is a first-in-class monoclonal antibody, which achieved a 
similar 40% complete response rate in patients.

A licensing deal would help the company maximize tafa-
sitamab’s potential in this highly competitive market. The risk is 
clear: even with experienced management on board, new bio-
pharma companies launching without marketing partners often 
end up with underwhelming commercial results, such as Clovis 
Oncology Inc. with Rubraca (rucaparib) and Intercept Pharmaceu-
ticals Inc. with Oclavia (obeticholic acid).

 The company has a couple of important readouts in the next few 
weeks, starting with an interim look at the B-MIND study, expected 
in November. This Phase II/III study is evaluating tafa in combina-
tion with bendamustine versus rituximab and bendamustine. A fu-
tility analysis is likely to result in the study continuing in all-comers 
or biomarker selected patients, and could help bolster Morpho-
sys’s position in talks with potential commercial partners.  

Published online 4 October 2019
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Novartis Ramps Up Digital Transformation  
With Microsoft AI Deal
ANDREW MCCONAGHIE andrew.mcconaghie@informa.com

There’s no doubt that artificial intel-
ligence (AI) and data science are 
among pharma’s biggest buzz-

words at the moment, and Novartis AG is 
making a bid to become a sector leader in 
the fast-emerging technologies.

While some in the sector may have 
grown wary of the hype around AI, No-
vartis is pushing ahead in the belief that 
it genuinely can transform every aspect of 
the business.

The Swiss pharma company has just an-
nounced that it is setting up a dedicated 
Novartis AI innovation lab to make its vi-
sion a reality, and has chosen tech giant 
Microsoft to be its strategic AI and data 
science partner.

Novartis says the five-year collaboration 
will involve projects across the business, 
helping to transform not only drug discov-
ery, where AI’s computing power has the 
most obvious applications, but also in drug 
development and in commercial activities. 

The new announcement comes as No-
vartis CEO Vas Narasimhan tries to move 
past the Zolgensma data manipulation af-
fair, and press ahead with the data-driven 
business transformation process he calls 
“reimagining medicine.”  (Also see “Novar-
tis Swaps Two AveXis Executives For One 
Following Zolgensma Data Manipulation” 
- Scrip, 14 Aug, 2019.)

While they haven’t put a figure on their 
agreement, the partners have demon-
strated their commitment with some joint 
research activities. These include co-work-
ing environments on the Novartis campus 
in Basel, Switzerland, and its global service 
center in Dublin, Ireland, and at the Micro-
soft Research Lab in Cambridge, UK.

The alliance will start with a few target-
ed projects: helping to develop personal-
ized therapies for macular degeneration 
and projects in cell and gene therapy and 
drug design.

More broadly, the alliance will focus on 
two core objectives, called AI Empower-
ment and AI Exploration.

Novartis says AI Empowerment will be 
led by its new AI lab, which will “bring 

the power of AI to the desktop of every 
Novartis associate.” 

This will involve bringing together a 
huge range of isolated data sets across 
Novartis using Microsoft platforms. This 
will allow new AI models and applications 
to be developed to “augment” the work of 
employees across different disciplines. 

Meanwhile, AI Exploration will focus 
on the hardest computational challeng-
es in life sciences drug discovery and de-
velopment. Novartis says this will begin 
with “generative chemistry, image seg-
mentation and analysis for smart and 
personalized delivery of therapies and 
optimization of cell and gene therapies 
at scale.”

In a short video announcing the part-
nership, Narasimhan said the concept was 
sparked in a conversation with Microsoft’s 
CEO Satya Nadella on their common inter-
est in how “science, technology and great 
people” could help tackle humanity’s big-
gest challenges.

Vas Narasimhan said: “Pairing our deep 
knowledge of human biology and medi-
cine with Microsoft’s leading expertise in 
AI could transform the way we discover 
and develop medicines for the world.”

Like its competitors in big pharma, No-
vartis is facing a productivity and return-
on-investment (ROI) crunch across its 
business, with R&D expenditure rising 
while fewer new launches generate the 
multi-billion dollar revenues needed to 
recoup costs.

Novartis has already shown a boldness 
in tackling R&D costs, by creating a single 
‘control tower’ on its Basel campus to digi-
tally monitor and troubleshoot its clinical 
trials taking place across the globe in real 
time.  (Also see “How Novartis Is Making 
SENSE Of Clinical Data In Digital Age” - 
Scrip, 6 Feb, 2019.)

Other big pharma companies are also 
investing in AI, though few with quite 
the fanfare of Novartis. GlaxoSmithKline 
PLC has set up its own AI drug discovery 
unit, but is also working with AI-enabled 
R&D companies such as Exscientia Ltd.

These sorts of partnerships have 
flourished in recent years, though it re-
mains unclear what kind of productivity 
gains they will return. Privately held UK-
based BenevolentAI, which has signed 
deals with Janssen and AstraZeneca 
PLC, recently saw its valuation halved to 
£1bn after a re-evaluation of its worth 
by investors.

BEWARE OF HYPE,  
RAISED EXPECTATIONS
One of the biggest obstacles to a more 
data-enabled pharma industry is the need 
to bring together very disparate data 
sources from across different organiza-
tions, while navigating privacy laws and 
data quality issues.

Novartis’s Basel neighbor and rival 
Roche provided an update on its efforts 
on this front at its recent investor day in 
London, highlighting the need to develop 
Findable Accessible Interoperable Reus-
able (FAIR) data.

Roche has gone down the acquisition 
route to bolster its in-house data exper-
tise, buying up electronic health record 
specialist Flatiron Health Inc. for $1.9bn 
and spending $3.4bn on genomics and 
personalized medicine-focused Founda-
tion Medicine Inc.

While the Novartis-Microsoft tie-up 
is big news in pharma, it’s also a mile-
stone in tech, where rival players like 
Google, Apple and Amazon are making 
big investments to position themselves 
as leaders of a tech-enabled future for 
healthcare.  (Also see “Amazon And The 
Case For Major Health Care Disruption “ - 
Scrip, 29 Mar, 2018.)  
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Dr Reddy’s De Vré On Momentum In US Biosimilars 
Market, Interchangeability
ANJU GHANGURDE anju.ghangurde@informa.com

An estimated $75bn worth of block-
buster biologic products are ex-
pected to be exposed to biosimilar 

competition by 2025 and Indian firms like 
Dr. Reddy’s Laboratories Ltd. are upbeat 
about emerging prospects in the US, amid 
signs of improving adoption of such prod-
ucts and coverage by insurers and payers. 

The strong performance of biosimilar 
pegfilgrastim in the US, especially Co-
herus BioSciences Inc.’s Udenyca (peg-
filgrastim-cbqv), with “rapid and high 
adoption,” is a case in point, Dr Reddy’s 
senior vice president and global head of 
the firm’s biologics business unit, Ray-
mond De Vré, noted at the recently con-
cluded Biopharma Conclave in Mumbai.  
(Also see “Coherus Set Sights On Taking 
Fifth Of US Pegfilgrastim Market” - Gener-
ics Bulletin, 6 Aug, 2019.)

In a wide-ranging interview with Scrip 
on the sidelines of the Informa Markets 
event, De Vré said that he remained confi-
dent that the US biosimilar market would 
open up in time but referred to, among 
other aspects, the relatively “less aggres-
sive” biosimilar discounting at launch 
there currently, compared with the EU. 

He believes that Indian firms, if they 
“do everything right” in terms of manu-
facturing, quality management systems 

etc. can have a “very competitive” cost 
position, just as in small molecules. The 
global biosimilar market is expected to 
be worth $22-25bn by 2026, the bulk of 
it accounted for by the US and certain EU 
markets. De Vré also outlined Dr Reddy’s 
ambitions for biosimilars in China and the 
sharp ongoing volume growth in emerg-
ing markets. 

Q: Broadly speaking, how would you 
rate the progress that Indian firms 
have made in the area of biosimilars 
and do you believe that the Indian in-
dustry can in due course replicate the 
dominance/success built in the gener-
ics segment? 

A: I do believe it’s possible, but probably 
not at the same scale as for small mol-
ecules in the 1990s and 2000s. I don’t 
think there will be hundreds of com-
panies successfully doing biosimilars 
from India globally. This is largely be-
cause it’s expensive and difficult. It still 
costs around $100-200m to develop a 
product and it’s not going to be easy for 
many companies to do that. 

Q: There’s been lots of commentary 
on the viability of biosimilars in the 
US – Teva Pharmaceutical Industries 
Ltd. said it was limiting investments, 
an opinion piece by oncologists Peter 
Bach and colleague Mark Trusheim 
claimed it was time to “throw in the 
towel” on biosimilars and focus on 
controlling prices of off-patent bio-
logic originals.  (Also see “US Distributor 
Demands Better Biosimilars Support” - 
Generics Bulletin, 13 Sep, 2019.) What’s 
your take and are some of the con-
cerns overstated? 

A: They are a bit overblown. It’s a mat-
ter of time and we recognize that it took 
more time than most people expected 
three to four years ago [specifically with 
reference to the US]. There was lots of 
enthusiasm and people thought they 

could launch a product in 2018-19, 
which didn’t really happen. I can see 
why the oncologists and even investors 
are having a little bit of a ‘wait and see’ 
kind of mindset. And the facts justify 
that position. Few products have been 
launched and we can’t say these have 
been a tremendous success. But there 
are signs – Amgen Inc.’s deal with Unit-
edHealthcare is a very promising thing. 
[UnitedHealthcare awarded preferred 
formulary status to Amgen’s Kanjinti 
(trastuzumab-anns) and Mvasi (beva-
cizumab awwb) biosimilars – ed]. The 
uptake that Coherus and Mylan NV are 
getting with peg G-CSF in the US. And 
also all the other things that are hap-
pening – statements by [ex-FDA Com-
missioner] Scott Gottlieb, the Biosimilar 
Action Plan. These are all movements 
going in the right direction. But the US, 
especially the oncology ecosystem, is 
so complex, there’s so much inertia. It’s 
just going to take a while. Companies 
like ours or others just have to be a little 
patient and stick to it, keep going at it 
and it will open up. The US market can’t 
afford to not have biosimilars. But a few 
things need to change in the ecosystem, 
in incentives, how pricing works. One 
of the criticisms of the system is that 
the pricing that companies are offer-
ing in the US is still not very aggressive. 
They come and introduce discounts at 
10-15%, it’s hard to move the needle at 
these levels. You have situations in Eu-
rope where there is way more aggressive 
pricing. But it’s a Catch-22, companies 
have invested, so they want to recoup. 
Our intent as Dr Reddy’s is not any differ-
ent than in small molecules. You go into 
a market because you believe you can 
be cost-competitive and therefore stay 
around even if pricing is more aggres-
sive. And the cost structure…there are 
similar dynamics as in small molecules. 
Being an Indian company, if you do ev-
erything right – manufacturing, quality, 
QMS – you can have a very competitive 
cost position. Most biotech facilities to-

Ray mond De Vré
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day are based in New York, Boston, Swit-
zerland, England, Singapore – not the 
most cost-efficient locations. 

Q: Development and regulatory review 
speed do not seem to necessarily cor-
relate with time to market entry for 
biosimilars in the US because of the 
complexities around patent disputes 
and legal settlements.  (Also see “For US 
Trastuzumab Biosimilars, Development 
Time Did Not Predict Speed To Market” - 
Pink Sheet, 27 Aug, 2019.) Does this bode 
well for Indian firms in general in the bi-
osimilars space and also Dr Reddy’s pro-
posed rituximab biosimilar for the US?

A: There are two views on that. Whether 
you like it or not, first to market is im-
portant. We’ve seen it in Europe at least 
– they tend to make disproportionate 
earnings in the early days. That remains 
true and therefore should be the aspira-
tion of any company. However, it is also 
true that the first to market has also 
sometimes paid a price for it. Some play-
ers had their product blocked and no 
revenues for years. Therefore, if you’re not 
the first I don’t think it’s a reason to drop 
a product. It’s not ideal but not a reason 
to drop a product. The level of competi-
tion is still much lower than in small mol-
ecules. For rituximab, even if you have 
four, five [competing] players, you are not 
going to have 10, 15 or 20 players. This is 
true for most monoclonal antibodies, 
maybe for adalimumab it is a little more 
but it’s still single digits. And secondly, if 
you go there with the intent of staying 
and know who your main competitors 
are today, they may not be there some 
years on. It’s not clear to me if some large 
companies will stay for the long term and 
therefore it’s not necessarily a reason to 
stop a program if you are not the first. But 
you should aspire to be the first.

Q: Some EU nations have made strides 
around interchangeability of biosimi-
lars, with France having developed 
legislation to introduce financial incen-
tives for hospitals to favor biosimilars 
and Germany is reported to be looking 
at pharmacy-level automatic substitu-
tion of biologics from 2022. How is Dr 
Reddy’s looking at these developments 
around interchangeability in the EU and 

also the guidelines in the US?  (Also see 
“Biosimilar Interchangeability Switching 
Studies May Use Foreign Comparators, 
US FDA Says” - Pink Sheet, 12 May, 2019.)

A: I’m not too worried about inter-
changeability. There is concern around 
immunogenicity and therefore doctors 
primarily, big pharma, stakeholders are 
concerned and hesitant. But as one re-
cent study in Europe showed, I don’t 
think there’s been even one event of im-
munogenicity that can be related to a 
change of treatment. In time, as people 
become more comfortable, more real 
world evidence emerges, I don’t think 
that’s going to be much of an issue. If 
you look outside Europe – in India, Rus-
sia – people switch products all the time. 
In the US, I think the guideline for inter-
changeability is very onerous because 
we will have to do more clinical studies 
and I’m not sure if anyone is doing that 
currently – maybe one exception or so. 
For a lot of oncology products, I don’t 
think it is even relevant because there is 
no pharmacy substitution and hospitals 
decide. For retail products, which will in-
clude the RA [rheumatoid arthritis] prod-
ucts like biosimilar Humira [adalimumab] 
and others, we’ll see what happens once 
they get launched. Interchangeability in 
due course will become de facto. But it 
will take time to build that confidence.

Q: Dr Reddy’s has been bullish on Chi-
na and won a tender there recently. Is 
a step up for biosimilars on the cards in 
this market?

A: It will take a bit more time but bio-
similars are part of our China initiative. 
We are currently actively looking at how 
to get into China [for biosimilars]. It is 
likely that as in the case of small mole-
cules where we started with a joint ven-
ture, we may probably have to do this 
with a partner. We are confident that if 
you have a global package with a global 
study that will be approved or is approv-
able in the US or other highly regulated 
markets then that will be good enough 
for China. It still means you have to go 
to the Chinese regulator, engage with 
the NMPA [National Medical Products 
Administration]…you may have to in-
clude Chinese patients depending on 

what they say but it can be viewed as 
part of the global program.

Q: Dr Reddy’s has previously said that 
it expects emerging markets revenues 
of $150-200m from biologics in fiscal 
2020.  How are things shaping in these 
markets, especially markets like Russia 
and Ukraine for the company’s biosim-
ilar rituximab? 

A: Our emerging market business is 
shaping up nicely, the volume growth is 
significant. Over the past five years, our 
volume has gone up five to six times and 
even this year [fiscal 2019-20] we expect 
volumes to rise 50-60%. Rituximab is ap-
proved and launched in 20 countries and 
under review in another 10-15 countries. 
From a revenue perspective that $200m 
figure may take a bit longer to get to 
and there are two fundamental reasons 
for that compared to when those esti-
mates were made. First, prices in emerg-
ing markets have gone down and gone 
down more than anyone would have 
anticipated. The other reason is the forex 
[currency exchange rate] impact. But 
there’s almost no single market that we 
have not targeted, we are pushing in ev-
ery region – the CIS, South East Asia, the 
Middle East, South Africa, Latin America, 
Maldives and India. We just won a tender 
in the Maldives, among others.

Q: Dr Reddy’s first launched Reditux in 
India in 2007 at around half the price 
of the innovator product and then 
others like Hervycta (trastuzumab) in 
2018. How has physician acceptance 
of biosimilars been in general?

A: The product is still doing very well and a 
lot of credit goes to the Dr Reddy’s brand. 
Despite the fact that it’s highly competi-
tive with many brands in the market, the 
product is doing well. Volumes keep grow-
ing year-on-year. We launched Hervycta in 
2018 and just recently launched bevaci-
zumab, a biosimilar of Roche’s Avastin. Our 
brands in oncology and position with on-
cology clinics is very strong and we have 
huge equity with oncologists. So in that 
sense, I’m very confident about our on-
cology franchise in India – we have a very 
good team.  
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US Biosimilar Market – Who’s In It For The Long Haul?
ANJU GHANGURDE anju.ghangurde@informa.com

Prospects and dynamics in the US 
biosimilars market continue to be 
widely debated and industry vet-

eran Sarfaraz Niazi kept things intense at 
a recent conclave in India, sticking to his 
controversial position around big phar-
ma’s long-term interest in the segment.

Niazi, founder of Adello Biologics LLC, 
Karyo Biologics and consultancy Phar-
maceutical Scientist, maintained that big 
pharma could potentially “walk out” of the 
US biosimilars segment in the long term 
once sharp price declines set in – a posi-
tion that many large firms have firmly re-
jected in the past.

He noted that global price declines and 
rising competition are expected to con-
tinue creating challenges – producing sus-
tainable returns in the biosimilars space 
and predicts that in time – if prices drop by 
50-55% in the US – big pharma would prob-
ably say “we have better things to do in life.”

“Manufacturers will continue to in-
crease focus in fast-growing Europe, while 
the US keeps progressing slower with the 
promise of enormous potential,” Niazi told 
a packed house at the recent Biopharma 
Conclave in Mumbai, organized by Infor-
ma Markets. 

Niazi, an adjunct professor of biophar-
maceutical sciences at the University of 
Illinois and the University of Houston in 
the US, also had some sharp words on big 
pharma’s alleged tactics to push back bio-
similars along the lines that were seen for 
generics in the early years.

“Big pharma does a great job bringing 
new products and that’s what they are 
good at and that’s what they should do. 
I’m still predicting that they don’t have the 
mindset to make a product which is afford-
able,” Niazi said at the plenary session of the 
event, which ran from 26-27 September.

PAYERS TO TAKE CHARGE ONCE 
PRICES DROP?
Speaking to Scrip on the sidelines of the 
event, Niazi maintained that big pharma 
was “not programmed” to be a low-cost 
competitor and indicated that dynamics 
would change in the US biosimilars mar-
ket once payers have a greater say.

“They [big pharma] are just not designed 
to do this. And one of the ways it showed 
up is how big pharma is getting biosimilars 
approved as if they are new drugs. They 
were spending enormous amounts of 
money,” claimed the industry veteran, who 
has also petitioned the US FDA in the past 
on issues related to biosimilars.

Niazi also maintained that in most cases 
COGS [cost of goods sold] was just a small 
percentage of the selling price of innovator 
biologics: “There is so much room there.”

However, he said that currently there 
were not enough small- and medium-
sized companies coming into play in the 
US who are capable of lowering the price 
substantially and once prices drop to 50%, 
then payers would “take charge.”

“Once they [payers] come in the play, all 
bets are off. They will tell you frankly…I’m 
going to give you the biosimilar but you 
have the option of taking the brand name 
[product] but pay the difference,” he said. 
But he underscored that currently the “re-
ward is not enough” for payers to “antago-
nize” big pharma. 

“It has to be enough…they are public 
companies too,” he emphasized.

BIG PHARMA STAYING VESTED
Niazi had made predictions along simi-
lar lines last year, though at that time 
several large firms including Pfizer Inc., 
Amgen Inc. and Sandoz International 
GMBH were reported to have brushed off 
suggestions around any impending exit 
from the biosimilars space. And for now, 
these large firms and some others appear 
to have made significant commitments 
in the segment.

Earlier this year, Scrip reported that Pfiz-
er, which accounts for around one-third of 
the FDA’s 351(k) biologics license applica-
tion approvals, is in a leading position in 
the US biosimilars space. 

In July, Amgen launched Mvasi and 
Kanjinti, which reference Roche’s Avastin 
(bevacizumab) and Herceptin (trastu-
zumab), though Amgen has also opposed 
legislative proposals that would promote 
the use of biosimilars through an increase 
in Medicare B reimbursement.

Amgen, which like some other play-
ers straddles both sides of the business 
– as both innovator taking on biosimilar 
competition and also rolling out its own 
biosimilars – suggests that while financial 
savings are important for driving biosimi-
lar uptake, they are not the only consider-
ation for payers and providers. 

“Other factors include manufacturer 
reputation for producing high-quality 
products, reliably supplying these prod-
ucts and understanding provider and pay-
er needs and decision-making drivers,” the 
US firm said in a biosimilars update report 
for 2019.

TWEAKS IN STRATEGY
But some Indian industry experts at the 
conclave concurred in general with Niazi’s 
overall assessment, noting that if things 
become “really competitive” in the US 
biosimilars space, exits were not unlikely. 
These experts also referred to the ongoing 
recalibration of strategies in the biosimi-
lars space in the past.  (Also see “Enthusi-
asm For US Biosimilars Wanes For Some, 
But Not Others“ - Scrip, 15 Aug, 2018.)

In 2017, Merck KGaA divested its bio-
similars business to Fresenius Kabi AG, 
underscoring its intent to focus on its 
pipeline of innovative medicines, while 
Teva Pharmaceutical Industries Ltd. has 
previously indicated that it intends to be 
“targeted and focused” when it comes to 
biosimilars, pursuing only those that align 
with the company’s commercial footprint.  
(Also see “Fresenius Covers All Bases With 
Akorn Acquisition And Merck Biosimilar 
Buy” - Scrip, 25 Apr, 2017.)

In October 2018, Momenta Pharmaceu-
ticals Inc. announced a corporate restruc-
turing that aims to focus solely on the 
continued development of its proposed 
biosimilar to Regeneron Pharmaceuticals 
Inc.’s Eylea (aflibercept) in partnership 
with Mylan NV, and plans to exit its partici-
pation in the development of its other five 
biosimilar programs. 

In August 2019, Momenta ceased de-
velopment of a proposed biosimilar to 
AbbVie Inc.’s Humira (adalimumab).  

Published online 2 October 2019
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Blow To AZ As FDA Rejects COPD Contender
ANDREW MCCONAGHIE andrew.mcconaghie@informa.com

AstraZeneca PLC’s goal of challeng-
ing GlaxoSmithKline PLC’s lead in 
chronic obstructive pulmonary 

disease has been dealt a blow after the US 
Food and Drug Administration rejected its 
new triple therapy combination, PT010.

Also known as Breztri Aerosphere in 
Japan, where the drug was approved in 
June, the company has disclosed that 
the FDA has issued it with a complete re-
sponse letter. As is convention, the com-
pany isn’t letting on what the US regula-
tor’s reasons are for the rejection and has 
only said that it will work closely with the 
FDA on the next steps.  (Also see “Japanese 
OK In COPD Gives AstraZeneca’s Breztri 
Aerosphere First Regulatory Approval” - 
Scrip, 19 Jun, 2019.)

PT010 is a fixed-dose triple combi-
nation of an inhaled corticosteroid 
(budesonide), a long-acting muscarinic 
antagonist (glycopyrronium) and a 
long-acting beta2-agonist (formoterol 
fumarate), delivered in a pressurized 
metered-dose inhaler.

AstraZeneca is chasing its longstanding 
rival in respiratory medicine, GSK, which 
is enjoying success with Trelegy Ellipta 
(fluticasone/umeclidinium/vilanterol), 
which was the first triple combination 
product to gain approval in September 
2017. Also already on the market in Eu-
rope is Chiesi Farmaceutici SPA’s triple 
contender Trimbow (beclometasone/
formoterol/glycopyrronium). Around a 
quarter of patients in Europe and the US 

are already using ICS/LAMA/LABA triple 
therapy, but delivered as separate medi-
cines in multiple devices. 

AstraZeneca’s submission to the FDA in-
cluded data from the Phase III trial KRONOS, 
where it hit six out of seven lung function 

primary endpoints based on forced expi-
ratory volume in one second (FEV1) in pa-
tients with moderate to very severe COPD. 

The company says it will now also sub-
mit results from a second positive Phase 
III trial, ETHOS, which wasn’t completed 
when it filed with the FDA. 

The triple therapy hit its ETHOS study 
primary endpoint of reducing COPD ex-
acerbations more effectively than dual-
combination therapies, and showed com-
parable efficacy to GSK’s data for Trelegy 
Ellipta. This is likely to provide more com-
pelling data for the FDA’s reviewers, but 
it’s unclear whether it will be enough to 
address the regulator’s concerns.

PT010 is also under regulatory review in 
China where it has been granted priority 
review by the National Medical Products 
Administration, and is also being assessed 
by the EMA.

The setback for AstraZeneca will give GSK 
extra time for Trelegy Ellipta to extend its 
lead. After a slow start, sales are now start-
ing to take off, and the drug reached £207m 
($254m) revenues in the first half of 2019.

COPD A HARD TARGET
AstraZeneca’s bad news has been an-
nounced with the European Respiratory 

Society congress still ongoing in Ma-
drid, Spain, where it and other players 
in the field have been presenting their 
latest advances.

This includes Novartis AG, which has its 
own triple therapy in Phase III develop-
ment for uncontrolled asthma.

Known as QVM149, the treatment com-
bines indacaterol acetate, glycopyrronium 
bromide and mometasone furoate or IND/
GLY/MF. The drug reached the primary 
endpoint in the IRIDIUM trial, proving its 
superiority to Novartis’s own QMF149 
(indacaterol acetate and mometasone 
furoate or IND/MF) in improving trough 
forced expiratory volume in one second 
(FEV1) after 26 weeks.

Novartis’s triple therapy isn’t currently 
in COPD trials, and thus won’t provide a 
challenge to GSK or AstraZeneca for the 
immediate future.

GSK and AstraZeneca are also trying to 
gain licenses for their rival IL-5 inhibitor 
drugs in COPD, but setbacks to these am-
bitions have illustrated how tough a nut to 
crack COPD is.

 The FDA rejected GSK’s Nucala (mepoli-
zumab) in COPD just over a year ago, while 
AstraZeneca’s Fasenra (benralizumab) has 
suffered two Phase III trial fails. Both com-
panies have reiterated their determina-
tion to gain approval, with AstraZeneca 
announcing a new Phase III trial earlier 
this week.  (Also see “AstraZeneca: Don’t 
Write Off Fasenra In COPD Just Yet” - Scrip, 
30 Sep, 2019.)  
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GSK’s Trelegy On Track To Be First Triple Inhaled 
Regimen For Asthma
JESSICA MERRILL Jessica.merrill@informa.com

GlaxoSmithKline PLC is hoping to 
expand the use of the triple com-
bination inhaler Trelegy Ellipta 

(fluticasone/umeclidinium/vilanterol) to 
asthma, announcing on 2 October that it 
has filed a supplemental new drug appli-
cation with the US Food and Drug Admin-
istration for that indication. That would 
position a potential approval for the sec-
ond half of 2020.

Trelegy, approved in the US for chronic 
obstructive pulmonary disease (COPD) 
since 2017, is one of GSK’s growth driv-
ers in respiratory as Advair Diskus (fluti-
casone/salmeterol) and Breo Ellipta 
(fluticasone/vilanterol) have declined 
following the entry of Advair generics 
earlier this year.

Trelegy generated £207m (about 
$255m) globally in the first half of 2019. 
The company’s other respiratory growth 
driver is Nucala (meplizumab), an injec-
tion for severe eosinophilic asthma.

The expansion of Trelegy into asthma 
would greatly increase the commercial 
opportunity for the drug, although the 
commercial dynamics have grown in-
creasingly challenging in asthma when 
it comes to market access and pricing 
pressure. The availability of the first ge-
neric Advair – launched by Mylan NV in 
February – and new injectable options for 

patients with severe asthma have only in-
creased the competitive landscape.  (Also 
see “Generic Advair: Finally Approved, A 
Long Time Coming” - Scrip, 30 Jan, 2019.)

In general, GSK has moved under its 
new management regime to deprioritize 
respiratory in favor of investing in areas 
like oncology.  (Also see “GSK On Track For 
Six Regulatory Submissions In The Second 
Half “ - Scrip, 24 Jul, 2019.) Nonetheless, 
the FDA approval of Trelegy for asthma 
would extend GSK’s legacy in the field, 
where it long has been a leader.

Trelegy combines three molecules into 
a single inhaler that can be taken in one 
daily inhalation. It is the first triple combi-
nation to combine an inhaled corticoste-
roid, a long-acting muscarinic antagonist 

(LAMA) and a long-acting beta2-adrener-
gic agonist (LABA), delivered in GSK’s El-
lipta dry-powder inhaler.

The sNDA filing is based on the 
Phase III CAPTAIN trial, conducted in 
2,436 adult patients with uncontrolled 
asthma. The study compared Trelegy 
to Breo and met the primary endpoint, 
demonstrating a statistically significant 
improvement in lung function, as mea-
sured by change from baseline in trough 
forced expiratory volume (FEV1) at 24 
weeks of treatment. Treatment with Trel-
egy also resulted in a 13% reduction in 
exacerbations versus Breo, although the 
result of the secondary endpoint was 
not statistically significant.  
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Intercept’s NASH NDA Positions OCA For May 2020 
Approval, Then Launch
JOSEPH HAAS joseph.haas@informa.com

Intercept Pharmaceuticals Inc. contin-
ues to set milestones in non-alcoholic 
steatohepatitis (NASH), as the first 

company to produce successful Phase 
III data in the disease became the first 
to seek approval for a NASH therapy, 
filing a new drug application (NDA) for 
obeticholic acid (OCA) with the US Food 
and Drug Administration on 27 Septem-

ber, possibly setting up an approval date 
of 27 May, 2020.

In announcing the filing, Intercept said 
it will seek an indication for treatment of 
fibrosis due to NASH and is seeking a six-
month priority review. The drug, a farne-
soid X receptor (FXR) agonist, has FDA 
breakthrough therapy designation for 
that indication.

The New York-headquartered firm said 
it also will file OCA for approval with the 
European Medicines Agency during the 
fourth quarter of 2019. While the FDA has 
set two approvable endpoints for NASH 
– improvement in fibrosis score by one 
stage or more without worsening of NASH 
or resolution of NASH without worsening 

TURN TO PAGE 16



scrip.pharmaintelligence.informa.com October 11, 2019   |   Scrip   |   15

HEADLINE NEWS

To find out more about attending the Scrip Awards, visit www.scripawards.com

Best Technological Development in Clinical Trials 

The Scrip Award for Best Technological Development in Clinical 
Trials recognizes the promising and disruptive role that digital 
health technology now plays in clinical drug development.

ANTIDOTE’S MATCH-TECHNOLOGY DRIVEN 
PROGRAM-LEVEL RECRUITMENT
Through program-level recruitment driven by Antidote Match 
technology, patients can be screened across multiple trials in a particular 
trial program at the same time. This efficiency offers trial sponsors 
savings by streamlining marketing efforts, providing operational and 
opportunity cost savings, and results in less frustration for patients. 

CLINICAL INK’S ESOURCE ECOSYSTEM
Clinical Ink’s technology makes it easy to deploy an integrated, 
convenient eSource solution that provides any time, anywhere access 
to study data. By eliminating cumbersome source document entry, 
the eSource ecosystem naturally enhances the clinical trial workflow, 
reduces manual labor, and saves resources as trials progress.

CLUEPOINTS’ RISK-BASED STUDY EXECUTION 
AND DATA QUALITY OVERSIGHT SOFTWARE FOR 
CLINICAL TRIALS
CluePoints evangelizes about the use of automated statistical techniques 
to interrogate clinical and operational data sets, inspiring sponsors, CROs 
and partners to address the challenges and opportunities of ICH E6 (R2). 
This Risk-Based Study Execution and Data Quality Oversight Software for 
clinical trials is an industry-leading solution. 

EXOM GROUP’S GENIUS ROSA (REMOTE OMNICHANNEL 
STUDY ASSISTANCE)
Exom’s telemonitoring platform, Genius ROSA, enables investigators to 
regularly monitor patients at home or to measure patient-centric clinical 
outcomes through mobile devices. It knocks down geographical barriers 
to enable participation of those who live in rural areas or who are unable 
to travel, increasing patient compliance and retention and reducing 
study costs.

SAAMA TECHNOLOGIES’ DEEP LEARNING 
INTELLIGENT ASSISTANT
Saama Technologies’ recently launched new Deep Learning Intelligent 
Assistant (DaLIA), harnesses NLP and NLU to address the study planning, 
start-up and conduct challenges of the life sciences industry. DaLIA 
brings increased efficiencies and cost savings to critical outcomes in the 
drug development continuum.

SIGNANT HEALTH’S SMARTSUPPLIES SUITE
In April, Signant Health launched a new Planning module added to its 
SmartSupplies suite to modernize how life science companies generate 
clinical supply manufacturing plans. It includes inventory and asset 
planning capabilities to enable closed-loop conduct of clinical supply 
forecasting, planning and inventory management.

TATA CONSULTANCY’S TCS CONNECTED CLINICAL 
TRIALS PLATFORM
Tata’s connected clinical trials platform links patients, sites, and sponsors 
participating with a variety of innovative sensors, smart medication 
packages and mobile devices. It enables real-time data integration, 
analytics and tailored patient support and is designed to foster a real-
time connection with full compliance to regulatory norms.

WuXi App Tec’s Biotech Company of the Year Award 

The biotech industry’s entrepreneurial spirit and cutting-edge 
science are vital to the life sciences industry. This award 
honors outstanding achievement by biotech companies over 
the qualifying 12 months.

ALLOGENE THERAPEUTICS
The “off-the-shelf” allogeneic CAR-T pioneer transformed itself in 
the 12 months, growing from 30 to 150 employees, initiating its first 
Phase I trial, establishing in-house state-of-the-art manufacturing 
facilities, completing a series A follow-on financing, and then going 
public in one of the biggest biotech IPOs in 2018. 

ACHILLES THERAPEUTICS
This private company is developing T-cell therapies for solid tumor 
cancers targeting “clonal neoantigens” in tumor evolution. It has 
access to ‘patient capital’ from leading investors including Syncona, 
with the goal of taking products all the way to market, and has 
already secured approval in the UK to begin first-in-human trials in 
lung cancer and melanoma.

ALNYLAM PHARMACEUTICALS
Alnylam made history in 2018 when Onpattro became the first-
ever RNAi therapeutic to be approved for the treatment of the 
polyneuropathy of hereditary ATTR amyloidosis in the US and EU. 
This was a pivotal moment for the company, marking its transition 
to an R&D and commercial company. 

CALLIDITAS THERAPEUTICS
Calliditas, which develops products for patients with a significant 
unmet medical need in niche indications, raised $82m via one of 
Europe’s largest IPOs. It aims to take its lead product, Nefecon, 
through Phase III study to commercialization in the inflammatory renal 
disease IgA nephropathy, an orphan chronic autoimmune disease.

GALAPAGOS
Galapagos is firmly on its way to become a fully integrated 
biopharmaceutical company after a critical 12 months. After 
20 years of existence, 2018 saw it finish its first Phase III trial 
for filgotinib and prepare its first filing for the JAK1 inhibitor in 
rheumatoid arthritis in the EU this summer. 

HOOKIPA PHARMA
A busy year for HOOKIPA saw it enter into a number of deals, 
including with Gilead Sciences in HIV and hepatitis B, and in 
February 2019 raise $37.4m in a series D Financing, followed by an 
IPO on NASDAQ to expand the company’s shareholder base and 
raise $84m in gross proceeds.

OXFORD BIOMEDICA
Oxford Biomedica delivered on its strategy the last twelve months 
by pursuing process development and manufacturing deals and 
deals for its proprietary products, including with Microsoft to yield 
the next generation of gene therapy vectors. 
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of fibrosis – Intercept CEO Mark Pruzanski 
indicated during a recent investor confer-
ence discussion that approval in Europe 
might not be as straightforward.

Intercept unveiled top-line data from 
the Phase III REGENERATE study showing 
that OCA met the fibrosis-reduction end-
point in February.

At 18 months of treatment, OCA dosed 
at 25 mg daily achieved the endpoint as 
23.1% of patients (n=308) met this stan-
dard at 18 months (p=0.0002). A 312-pa-
tient group receiving 10 mg of study drug 
daily showed that 17.6% met this end-
point (p=0.0446), but this was not statisti-
cally significant compared to the 11.9% of 
placebo patients meeting the endpoint. 
[Editor’s note: This article has been revised to 
correct the P-values from the REGENERATE 
study, the date of Ocaliva’s US label revision 
and the date that Intercept expects to com-
plete enrollment of the REVERSE study.]

The drug also missed significance on 
the second co-primary endpoint, NASH 
resolution with no worsening of fibrosis: 
11.7% in the 25 mg arm met this mea-
sure (p=0.1268), compared to 11.2% in 
the 10 mg arm (p=0.1814) and 8% in the 
placebo arm. 

Speaking at the Citi Biotech Conference 
on 5 September, Pruzanski said the EMA 
might require NASH drugs to demon-
strate both a fibrotic and NASH-resolution 
benefit for approval or meet a higher 
standard for fibrosis improvement than 
the FDA’s requirement for a one-stage or 
greater reduction.

“FDA defined these endpoints,” the exec 
said. “EMA, at least as of right now, would 
like to see a drug achieve either both of 
these endpoints as a basis for approval or 
… if it’s an anti-fibrotic, to see the fibrosis 
benefit supplemented by demonstration 
of two-stage improvement. And so as of 
the moment, in Europe, the criteria are 
perhaps a little bit more stringent where a 
drug just reading out on NASH resolution 
as a primary endpoint isn’t necessarily go-
ing to get approved.”

FIBROSIS REDUCTION CALLED 
MORE IMPORTANT THAN NASH 
RESOLUTION
Pruzanski also argued at the Citi meet-
ing that fibrosis is the more important 
endpoint clinically. Several companies in 

Phase III in NASH – including Genfit SA and 
Madrigal Pharmaceuticals Inc. – are aiming 
to obtain approval based on their drugs’ 
ability to reduce hepatic fat and thereby 
demonstrate resolution of NASH.

“We consider that of the two currently 
approvable endpoints that fibrosis im-
provement really stands out as by far the 
most important,” Pruzanski asserted. “The 
reason for this is quite simply that fibro-
sis is literally the scarring in the liver that 
eventually leads to cirrhosis, [which] has 
been pretty unequivocally associated 
with the risk of liver transplant and mortal-
ity and in fact all-cause mortality, whereas 
these other features of the [non-alcoholic 
fatty liver disease (NAFLD)] activity score 
have not necessarily.”

“That doesn’t mean that they won’t with 
gathering evidence,” he continued. “But, 
right now, I think there’s a clear recogni-
tion on the part of not just the agency, but 
more importantly physicians and payers, 
that fibrosis really matters.”

WedBush Securities analyst Lianna 
Moussatos predicted in a 30 September 
note that Intercept will launch OCA for 
NASH by October of 2020 in the US, and 
reach blockbuster sales in 2022. 

JMP Securities analyst Liisa Bayko, writ-
ing on 30 September, called OCA in NASH 
a potential $2bn-plus market opportunity 
and projected a May 27 US approval date, 
along with an FDA advisory committee 
in either late first quarter or early second 
quarter 2020.  (Also see “Will A US FDA Ad-
visory Committee Be In Intercept’s Future?” 
- Pink Sheet, 30 Sep, 2019.)

OCA already is approved to treat pri-
mary biliary cholangitis (PBC) under 
the brand name Ocaliva, so it has been 
through significant FDA review, but the 
drug has presented issues with pruritus 
and the potential for increased LDL cho-
lesterol levels in clinical trials. 

In addition, Ocaliva’s label for PBC was 
revised in 2018 to contraindicate the drug 
in patients with moderate-to-severe he-
patic impairment (Child-Pugh B/C).  The 
initial US labeling contraindicated use in 
Child-Pugh C patients, while recommend-
ing caution in Child-Pugh B patients.  (Also 
see “’Clean Label’ For Intercept’s Ocaliva 
In PBC Bodes Well For NASH Claim” - Pink 
Sheet, 6 Jun, 2016.)

Despite these issues, Pruzanski says mar-
keting OCA for the PBC indication the past 

few years should benefit the drug’s launch 
in NASH if approved. “This is very much a 
specialty launch,” he said at the Citi confer-
ence. “These patients already are finding 
their way to the care of hepatologists and 
gastroenterologists; this is precisely the 
group of physicians we’ve been calling on 
in the context of PBC, who gained tremen-
dous experience with the use of Ocaliva, 
the same molecule, in their PBC patients.”

“So, we think that this gives us a large ad-
vantage, not just as first-mover in NASH,” 
he added, “but really the ability to hit the 
ground running to understand what the 
needs of these physicians are and how 
to position our drug – assuming it’s ap-
proved next year – to launch successfully 
in NASH and establish OCA, we believe, as 
an essential therapy, a backbone therapy, 
in NASH for a long time to come.”

Another part of Intercept’s strategy in 
NASH is to work toward a potential supple-
mental indication to treat NASH patients 
with compensated cirrhosis. The company 
recently said it expects to complete enroll-
ment in the Phase III REVERSE study in those 
patients before the end of 2019.  Mean-
while, the REGENERATE study is continuing 
to confirm OCA’s benefits via a clinical out-
comes finding – a 2,400-patient enrollment 
for those data recently was completed.

GALMED MAKES SIX FIRMS  
IN NASH PHASE III
On the day before Intercept announced 
its NDA was filed, a sixth company entered 
Phase III in the NASH R&D race, joining 
Genfit, Madrigal, Gilead Sciences Inc.and 
Allergan PLC. Israel-based Galmed Phar-
maceuticals Ltd. said on 26 September 
that its stearoyl coenzyme A desaturase 
1 (SCD1) modulator Aramchol has begun 
the Phase III/IV ARMOR study, which will 
be conducted at 185 sites in the US, Eu-
rope, Latin America and Asia.

The study is set to enroll roughly 2,000 
patients who will receive 300 mg of Ar-
amchol twice-daily. Enrollees will be pa-
tients with NASH and fibrosis scores of F2 
or F3, and also will be either pre-diabetic 
or have type 2 diabetes. Galmed will at-
tempt to achieve both FDA-designated 
pivotal endpoints – NASH resolution with-
out worsening of fibrosis and one stage or 
greater improvement in fibrosis score with 
no worsening of NASH.  

Published online 1 October 2019
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Eight Talking Points From ESMO
ANDREW MCCONAGHIE andrew.mcconaghie@informa.com

1. GSK MOUNTS CREDIBLE 
CHALLENGE TO LYNPARZA
The most talked about development this 
year at ESMO was GlaxoSmithKline PLC’s 
leap into contention in the PARP inhibitor 
class, where it can now mount a credible 
challenge to AstraZeneca PLC’s Lynparza 
(olaparib) in first-line advanced ovarian 
cancer treatment.

Some thought GSK overpaid when it ac-
quired Tesaro and its drug Zejula (nirapa-
rib) earlier this year for $5.1bn, as the PARP 
inhibitor looked like an also-ran. But new 
data from its PRIMA study has put it into 
contention in first line treatment – though 
opinion was split just how it tallies against 
AstraZeneca’s PAOLO-1 data.

Meanwhile, Lynparza also scored a suc-
cess in prostate cancer.  (Also see “Lyn-
parza Poised To Bring Targeted Therapy To 
Prostate Cancer” - Scrip, 30 Sep, 2019.)

2. KEYTRUDA IS STILL  
KING IN NSCLC...
This year has seen Merck & Co. Inc. consoli-
date its lead in immune-oncology, as Key-
truda (pembrolizumab) continued to gain 
new approvals across tumor types and in 
earlier settings.

But that has not stopped Bristol-Myers 
Squibb Co. with Opdivo (nivolumab) and 
other competitors looking for new oppor-
tunities, especially in the biggest market, 
non-small cell lung cancer (NSCLC).

The company presented final results 
from CHECKMATE-227 Part 1, in which Op-
divo plus low-dose Yervoy (ipilimumab) 
showed superior overall survival compared 
with chemotherapy in advanced NSCLC.

The two-year survival rate for patients 
treated with the combination regimen was 
40% regardless of PD-L1 expression, com-
pared with 33% ( in PD-L1 ≥1% patients) 
and 23% (PD-L1 <1% patients) respectively.

While these results were compelling, 
they still don’t match Keytruda mono-
therapy and Keytruda plus chemo in these 
patient groups. Analysts say that all adds 
up to only a modest win for BMS, with SVB 
Leerlink forecasting it will result in just a 
3% loss from Keytruda’s revenues.

They say chemotherapy-intolerant pa-
tients are the most likely adopters of this 
Opdivo + Yervoy chemo-free regimen, 
as up to a third of NSCLC patients can-
not tolerate or want to avoid platinum-
based chemotherapy.

But that is not the end of the contest. 
The battleground is set to shift to double 
IO plus chemo combinations in late 2019 
and early 2020. First up will be AstraZene-
ca’s POSEIDON study of Imfinzi (durvalum-
ab) + chemo + tremelimumab, followed 
by CheckMate-9LA investigating Opdivo 
+ Yervoy + chemo.

3.…AND IS MUSCLING  
IN ON TNBC
While Roche gained the first FDA and EMA 
approval in triple negative breast cancer 
(TNBC) this year with Tecentriq (atezoli-
zumab) in patients with PD-L1 positive 
unresectable locally advanced or meta-
static disease, Merck & Co. is muscling in 
once again.

It wants Keytruda to leapfrog its rival 
by gaining approval in the much earlier 
setting of neoadjuvant treatment, and 
early data from the KEYNOTE-522 trial 
presented at ESMO pointed the way to 
an eventual approval.  (Also see “Keytruda 
Poised To Add Early TNBC To Its Resumé As 
KEYNOTE-522 Hits First Endpoint” - Scrip, 
30 Sep, 2019.)

While this is a relatively small market, 
it is likely to open the door for use in the 
larger adjuvant setting, which is also be-
ing tested in the study.

Interim analysis found Keytruda (pem-
brolizumab) plus chemotherapy showed 
a significant improvement in pathologi-
cal complete response (pCR) compared 
with chemotherapy alone, regardless of 
PD-L1 status. 

pCR is defined as lack of all signs of can-
cer in tissue samples analyzed after finish-
ing neoadjuvant therapy and definitive 
surgery. The trial’s other co-primary end-
point was disease-free survival, and this 
is not mature enough to report, though 
investigators were able to point to an en-
couraging trend in the data.

Nevertheless, this doesn’t mean Key-
truda can stage a complete takeover of 
TNBC. Its KEYNOTE-119 study (topline re-
sults first revealed in May) was presented 
in Barcelona, and confirmed its complete 
failure in second line metastatic TNBC. That 
leaves the field open for Roche’s Tecentriq 
to dominate in later treatment settings.

4. IBRANCE UNDER PRESSURE 
Pfizer Inc.’s Ibrance (palbociclib) is streets 
ahead of Novartis AG’s Kisqali (ribociclib) 
and Eli Lilly & Co.’s Verzenio (abemaciclib) 
in revenue terms in the CDK4/6 inhibitor 
breast cancer therapy market, but that 
lead could now narrow after the follow-
on drugs posted compelling overall sur-
vival data.  (Also see “Survival Data Boost 
Lilly & Novartis’s CDK4/6 Assault On Pfizer’s 
Ibrance In Metastatic Breast Cancer” - Scrip, 
30 Sep, 2019.)

5. SEATTLE GENETICS’  
DOUBLE SUCCESS 
ASCO and ESMO often produce one or 
two major wins for smaller companies, 
though this year the Davids were gener-
ally overshadowed by the Goliaths.

The biggest winner in the mid-cap cat-
egory was Seattle Genetics Inc., which 
presented not one but two standout 
trial results. The first was a Phase II com-
bination of its investigational tucatinib 
with Roche’s Herceptin (trastuzumab), 
which delayed disease progression by 8.1 
months compared to placebo in HER2-
amplified metastatic colorectal cancer.

Its second success was an eye-catching 
Phase I antibody drug conjugate candi-
date enfortumab vedotin (EV) in combina-
tion with Keytruda in metastatic urothelial 
cancer.  (Also see “Bladder Cancer: Posi-
tive Signs For Tecentriq, Seattle Genetics 
Shines” - Scrip, 30 Sep, 2019.)

Another small-cap success story from 
the conference came from Hutchison 
China MediTech Ltd. (Chi-Med) which pre-
sented promising Phase III data for surufa-
tinib in neuroendocrine tumours (NET). Its 
SANET-ep trial showed the drug reduced 
the risk of disease progression by 67% 
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compared with placebo. The company 
now plans to file in its home market of 
China by year end 2019.(Also see “Bladder 
Cancer: Positive Signs For Tecentriq, Seattle 
Genetics Shines” - Scrip, 30 Sep, 2019.)

6. LAYING THE FOUNDATION 
FOR LIQUID BIOPSIES
While many developments at ESMO were 
inevitably incremental, liquid biopsies are 
an innovation which could transform pa-
tient diagnosis and treatment.

These could replace the need for tradi-
tional tissue sample biopsies, which are 
difficult to obtain in many tumor types, 
such as lung cancer, but these non-inva-
sive tests have to prove themselves to be 
at least as good as traditional methods be-
fore they will be widely adopted.

Roche’s first-of-its-kind BFAST study was 
ambitious – looking to demonstrate in a 
clinical trial setting how a liquid biopsy 
could combine with mutation-targeting 
drug treatment to produce better re-
sponses in patients.

The trial used FoundationOne Liquid, the 
liquid biopsy developed by Roche subsid-
iary Foundation Medicine to detect patients 
with ALK fusions, and then treat them with 
Roche’s targeted drug Alecensa (alectinib).

Its endpoint was an improvement in 
overall response rate (ORR) in patients di-
agnosed, which it hit comfortably. 

At a median follow-up of 12.6 months, 
the confirmed ORR was 87%, beating the 
79% seen with Alecensa in the ALEX trial. 
More than three quarters of patients were 

still responding after a year, also outper-
forming ALEX.

The next step is for the company to seek 
regulatory approval of the test, which 
could help catalyze the uptake of liquid 
biopsies for a range of targeted therapies.

7. KRAS DISAPPOINTMENT FOR 
AMGEN
Amgen Inc.’s KRAS-targeting drug AMG 
510 had generated great excitement at 
this year’s ASCO congress with results in 
non-small cell lung cancer (NSCLC), but 
could not repeat the feat in colorectal can-
cer at ESMO.

The first data from a trial in colorectal 
cancer patients showed a low response 
rate, with just one patient from 12 on the 
higher dose posting a partial remission, 
representing a disappointing 8% response 
rate.  (Also see “Amgen KRAS Inhibitor Less 
Effective In Colorectal Cancer Than Lung” - 
Scrip, 28 Sep, 2019.)

This let-down also has a major bearing 
on the fortunes of Amgen’s KRAS inhibitor 
rival, Mirati Therapeutics Inc., which has 
been buoyed by the excitement around 
Amgen’s drug. It has a dizzying current 
stock market value of $2.8bn, even though 
it is yet to report any clinical data from its 
MRTX849 candidate.

8. CONCERNS ABOUT COSTS 
AND ACCELERATED APPROVAL
Lastly, no major oncology congress would 
be complete these days without at least 
one study investigating the “real-world” 

value of all these new treatments, which 
are increasingly brought to market via ac-
celerated approval, and without robust 
proof of value to patients.

Faced with this flood, ASCO and ESMO 
have in recent years developed their own 
tools to rapidly assess clinical and cost 
profiles: the American Society of Clinical 
Oncology Value Framework (ASCO-VF). 
And the ESMO Magnitude of Clinical Ben-
efit Scale (ESMO-MCBS).

A new study conducted in France and 
presented in Barcelona found almost half 
of new drugs approved in Europe between 
2004 and 2017 for treatment of solid tu-
mors had low added value scores on the 
ESMO-MCBS. Testing them with the Added 
Therapeutic Benefit Ranking (ASMR) scale 
used by French drug regulators, the re-
sult was that over two thirds had low add-
ed value. On average, new drug costs were 
€2,525 per month more than comparator 
drugs for the same cancer type.

A similar study looked at drugs ap-
proved for adult solid tumors in four Eu-
ropean countries and the US from 2009-
2017, and it too found no link between 
drug cost and clinical benefit measured 
by ESMO-MCBS ASCO-VF.

These studies illustrate the increasing 
pushback from payers and clinicians on 
both sides of the Atlantic on cancer drug 
prices, and provide another pointer to a 
shift towards closer scrutiny of value and 
outcomes-based reimbursement in the 
US and Europe.  

Published online 4 October 2019

Survival Data Boost Lilly & Novartis’s CDK4/6 Assault 
On Pfizer’s Ibrance In Metastatic Breast Cancer
ALEX SHIMMINGS alex.shimmings@informa.com

Two Phase III studies for Novartis 
AG’s Kisqali and Eli Lilly & Co.’s Ver-
zenio have affirmed the CDK4/6 

inhibitors’ benefits in prolonging survival 
in both pre- and postmenopausal wom-
en with advanced hormone-receptor-
positive, HER2-negative breast cancer, 
putting more heft behind their attempts 
to curb Pfizer Inc.’s current dominance 
of the market with its class forerunner, 
Ibrance (palbociclib). 

Experts at the European Society for Med-
ical Oncology meeting in Barcelona, Spain, 
on 29 September said the overall survival 
(OS) data from both the MONALEESA-3 
study of Novartis’s Kisqali (ribociclib) and 
the MONARCH-2 study of Lilly’s Verzenio 
(abemaciclib) strengthen the argument for 
starting all patients on one of these prod-
ucts in addition to endocrine therapy in 
the metastatic setting in hormone-recep-
tor-positive, HER2-negative disease. 

The two newer drugs are already ap-
proved in this setting based on previous 
progression-free survival data from these 
studies. Pfizer, which was first to market 
in 2017, presented its first OS data for 
Ibrance, a key secondary endpoint of its 
PALOMA-3 trial, at last year’s ESMO, show-
ing a non-significant seven month benefit 
for palbociclib plus fulvestrant over fulves-
trant alone, after a median follow-up of 
44.8 months. That study included patients 
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with HR+/HER2- advanced breast cancer 
who had relapsed or progressed on prior 
endocrine therapy. 

With relatively little to choose between 
the products in terms of efficacy, tolerabil-
ity profiles are coming come more to the 
fore as the two newer products aim to take 
market share from Ibrance in a setting that 
has been valued at up to $10bn. This will 
be a tall order: sales of Ibrance are expect-
ed to top $5bn this year as Pfizer recorded 
second-quarter revenues of $1.26bn. 

MONARCH-2 and MONALEESA-3 looked 
at different two different patient popula-
tions: MONARCH-2 tested abemaciclib 
plus fulvestrant (AstraZeneca PLC’s Faslo-
dex) in patients with advanced breast can-
cer after failure of endocrine therapy and 
regardless of menopausal status, while 
MONALEESA-3 study investigated ribo-
ciclib plus fulvestrant as first- or second-
line therapy in postmenopausal patients. 
Novartis has already presented positive 
OS data in the pre- and perimenopausal 
population from the MONALEESA-7 trial 
at ASCO in June.

MONALEESA-3
The latest MONALEESA-3 data show the 
Kisqali plus fulvestrant combination met 
the secondary endpoint of overall sur-
vival, with a significant 28% reduction in 
risk of death (median OS not reached vs. 
40.0 months; HR=0.724; 95% CI: 0.568-
0.924; p=0.00455). 

The significant extension in survival 
met the early efficacy stopping criteria 
at a pre-specified interim analysis. At 42 
months, estimated rates of survival were 
58% for Kisqali combination treatment 
and 46% for fulvestrant alone. 

Similar benefits in OS were seen in 
patients receiving ribociclib in both the 
first-and second-line settings to the over-
all population, including in patients who 
relapsed within 12 months of adjuvant 
treatment. The combination also delayed 
the need for chemotherapy (HR=0.696; 
95% CI: 0.551-0.879). No new safety sig-
nals were identified.

“These data demonstrate a consistent, 
meaningful prolongation of survival 
with ribociclib with multiple endocrine 
therapy partners, regardless of meno-
pausal status,” said lead researcher Den-
nis Slamon of the University of California 
Los Angeles, US. 

“This is a significant, practice-changing 
report, in that we are now saying that pa-
tients with advanced breast cancer will 
have an overall survival benefit if they 
get the CDK4/6 inhibitor ribociclib up-
front at the time of their recurrence, even 
if they have not had any prior endocrine 
therapy at the time of presenting with 
metastatic disease.” 

He added that this challenged the ar-
gument that a CDK4/6 product should 
be saved for use after patients have failed 
on endocrine therapy alone. “The data 
from MONALEESA-3 clearly show that 
if postmenopausal patients receive this 
right up front there is a very significant 
benefit – not only in progression free sur-
vival, which had already been published 
– but now with this new report in overall 
survival – which is the hardest endpoint 
to reach, and the most important one in 
terms of making an impact on the dis-
ease,” Slamon said.

MONARCH-2
In MONARCH-2, the addition of abemaci-
clib to fulvestrant provided a significant 
overall survival improvement in patients 
with HR+, HER2- advanced breast cancer 
who had progressed on prior endocrine 
therapy, with an median OS benefit of 
9.4 months. Median OS was 46.7 months 
for the combination compared with 37.3 
months for fulvestrant alone (HR (95% CI) 
0.757 (0.606- 0.945) p=0.0137).

The researchers said this OS benefit was 
consistent across subgroups including pa-
tients with poor prognostic factors such as 

visceral metastasis and primary endocrine 
therapy resistance.

At the time of analysis, 17% of patients 
in the abemaciclib arm remained on treat-
ment (vs. 4% in placebo arm) after a me-
dian follow-up of 47.7 months.

Abemiciclib/fulvestrant also significant-
ly delayed time to chemotherapy in MON-
ARCH-2 by 60% in an exploratory analysis: 
50.2 months compared with 22.1 months 
(p<0.0001). Again, no new safety concerns 
were found. 

The lead investigator George Sledge of 
Stanford University School of Medicine 
said the “main take-home message from 
this study – and from other similar stud-
ies – is that CDK4/6 inhibitors significantly 
prolong the time patients remain in re-
mission and significantly improve overall 
survival. Therefore it is very reasonable to 
think of these as standard of care options 
for patients with metastatic breast cancer.” 

Another expert, Nadia Harbeck, Univer-
sity of Munich, Germany, commented, “All 
three of the CDK4/6 inhibitors powered 
their studies for progression-free survival 
and not for overall survival. Nevertheless, 
I think the data are strong enough, taken 
together, to give us certainty that this 
is really the way forward in this disease 
– to go for endocrine-based therapy plus 
CDK4/6 inhibition and not just endocrine 
therapy alone.” 

The study discussant Sibylle Loibl of 
Goethe University in Germany told del-
egates that differences in populations 
and subgroup definitions between the tri-
als mean they cannot and should not be 
compared. Nevertheless, she would “like 
to combine all the CDK4/6 clinical trial 
data in first and second-line and perform 
a meta-analysis to reveal any potential dif-
ferences in subgroups.” 

In the absence of such an analysis, the 
key question for the study sponsors is how 
well these new data will help them dis-
lodge Ibrance. Both Kisqali and Verzenio 
reached the market in 2017 by which time 
Pfizer had entrenched Ibrance’s position 
particularly in the US. Worldwide sales of 
Kisqali in the second quarter were $111m 
while Verzenio’s were $134m. 

The US Food and Drug Administration 
has just put in place warnings surround-
ing the drug class’s association with “rare 
but severe” inflammation of the lungs, 
which has focused attention on the prod-

“CDK4/6 inhibitors 

significantly improve 

overall survival.” – 

George Sledge 
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ucts’ relative tolerability profiles as they 
battle it in the marketplace. 

Novartis’s head of global drug develop-
ment and chief medical officer, John Tsai, 
told journalists ahead of the ESMO meet-
ing that he believed the OS data should 
start to tip the balance more in favor of 
Kisqali. The PFS benefits for the three prod-
ucts were similar but with positive OS data 
from two Phase III studies in pre-, peri- and 
postmenopausal patients “we are reinforc-
ing the positive message of extending lives 
for patients across the board even in the 
treatment-naïve patients. I think this is a dif-
ferentiator for us moving forward,” he said.

“We’ve got these MONALEESA-3 data 
and MONALEESA-7 and also we are await-
ing MONALEESA-2 OS data which [if posi-
tive] would be three studies out of three 
with OS which I think would be very dif-
ficult for the other CDK4/6s to achieve.” 
MONALEESA-2 is testing ribociclib com-
bined with letrozole as first-line treatment 
in 668 postmenopausal women with HR-
positive, HER2-negative recurrent or met-
astatic breast cancer. 

For its part, Anne White, president of Lilly 
Oncology, told Scrip that the company does 
believe it can differentiate Verzenio on effi-
cacy compared with Ibrance at least, given 
the OS data in MONARCH-2, saying  Lilly be-
lieves it has the “best-in-class” product. 

Lilly is also looking to its benefits in 
patients with visceral disease and liver 
metastases who have a poorer progno-
ses. White said that doctors have quickly 
learned to manage Verzenio’s main side-
effect of diarrhea with loperamide, and 
it also enjoys a neutropenia advantage 
over its rivals which means it can be dosed 
continually. A further differentiation could 
come with the results of the MONARCH-
E study in 4,500 women with high early-
stage disease “where we can make the 
biggest impact on lives,” she said.

Both companies are enjoying more rela-
tive success outside the US where the new-
er products have a greater market share. 

Tsai said that in Europe Kisqlai is the 
number one CDK4/6 inhibitor in some 
countries. ”Obviously there are differences 
between various countries but overall we 
have up to 40% of market share in EU.”

White noted that Verzenio’s uptake had 
been healthy in Japan where it achieved 
25% of market share in less than a year.  

Published online 30 September 2019

Keytruda Poised To Add Early TNBC 
To Its Resumé With KEYNOTE-522
ALEX SHIMMINGS alex.shimmings@informa.com

Early data from the first Phase III trial of an immunotherapy – Merck & Co. Inc.’s Key-
truda – in addition to chemotherapy in the neoadjuvant/adjuvant setting in early 
triple-negative breast cancer are looking promising, with a significant benefit seen 

on pathological complete response and a trend towards a benefit on event-free survival.
The data from the KEYNOTE-522 trial were presented at the European Society for Medi-

cal Oncology meeting in Barcelona, Spain, on 29 September, to cautious acclaim as the 
survival data still need to mature and there remain questions over the risk of long-term 
immune adverse events. 

Merck already has a breakthrough therapy designation for the anti-PD-1 therapy Keytru-
da (pembrolizumab) in the neoadjuvant treatment of patients with high-risk, early-stage 
triple-negative breast cancer (TNBC) based on data from the Phase Ib KEYNOTE-173 and 
Phase II I-SPY2 trials. It plans to share the early interim analysis data from KEYNOTE-522 
with regulatory authorities. Both the US Food and Drug Administration and the European 
Medicines Agency have agreed that pathological complete response (pCR) can be used 
as an endpoint for accelerated approval in the neoadjuvant setting.

Analysts say the data are strong enough to warrant approval, but it will not be long be-
fore Keytruda comes under pressure from rival checkpoint inhibitors. SVB Leerink analysts 
said in a 29 September reaction note that they were not surprised by the data so far from 
KEYNOTE-522, given the success of other smaller studies in a similar setting including of 
AstraZeneca PLC’s Imfinzi (durvalumab), and they expect that rival anti-PD(L)1 therapies 
will be similarly effective. Roche’s Tecentriq (atezolizumab), which already has a label for 
use with Abraxane (nab-paclitaxel) to treat metastatic TNBC patients with tumors that 
express PD-L1, is its closest competitor with the next neoadjuvant trial – the Phase III IM-
passion031 study – due to read out in the second half of 2020.

Morgan Stanley analysts say they estimate potential US sales for Keytruda of $700m for 
(neo)adjuvant TNBC. 

KEYNOTE-522 DATA SO FAR
KEYNOTE-522 is comparing a regimen of neoadjuvant Keytruda plus chemotherapy, fol-
lowed by adjuvant Keytruda as monotherapy, with a regimen of neoadjuvant chemother-
apy followed by adjuvant placebo. 1,174 patients were randomized to pembrolizumab 
or placebo, both added to preoperative chemotherapy with anthracyclines, taxanes, and 
platinum, for five to six months. After surgery, patients continued their allocated treat-
ment of pembrolizumab or placebo for nine cycles.

Interim data from 602 patients presented at ESMO show that in the neoadjuvant phase, 
Keytruda plus chemotherapy (n=401) significantly increased the rate of pathological com-
plete response (pCR) compared with chemotherapy (n=201): 64.8% vs 51.2%, respectively, 
in patients with early-stage TNBC (p=0.00055). Pathological complete response, one of the 
study’s dual primary endpoints, was defined as no invasive residual cancer in breast and 
lymph nodes at time of surgery (ypT0/Tis ypN0). Women with a pathological complete re-
sponse have a much higher likelihood of cure (85-90%) compared with those with residual 
viable tumor tissue who have a 40-50% probability of recurrence, often within three years.

“We found a 13.6% difference, which is a clinically meaningful benefit,” said lead re-
searcher Peter Schmid, of the Barts Cancer Institute in London, UK. “In the past, we gave 
anthracyclines and taxanes and achieved pCRs in about 40% of patients – if we add abi-
raterone we see pCR in about 50-52% of patients.” 

The study’s other co-primary endpoint was event-free survival (EFS) – TNBC is an ag-
gressive disease and recurrences in TNBC often occur early on. The data are not yet mature 
but an early peek after a median follow-up of just 15.5 months shows a 37% reduction 

TURN TO PAGE 23
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Pipeline Watch: 27 Sept-3rd Oct, 2019
Phase III

Phase III 
Updated 
Results

AbbVie Inc. veliparib Ovarian Cancer
VELIA (w/carboplatin/ 
paclitaxel); Positive 
Results

4 33

Phase III 
Updated 
Results

Merck & Co., Inc. Keytruda
(pembrolizumab)

Breast Cancer, 
Triple Negative

KEYNOTE-119; 
Disappointing Results 0 43

Phase III 
Updated 
Results

Roche  
Holding AG

Tecentriq 
(atezolizumab) Melanoma IMspire170; Missed 

Primary Endpoint 0 37

Phase III 
Updated 
Results

ImmunoGen, Inc. mirvetuximab
soravtansine Ovarian Cancer FORWARD II; Mixed

Results 0 33

Phase III 
Updated 
Results

Merck & Co., Inc. Keytruda
(pembrolizumab)

Breast Cancer, 
Triple Negative

KEYNOTE-522; 
Encouraging Results

2 45

Phase III 
Updated 
Results

Hutchison  
MediPharma 
Limited

surufatinib Neuroendocrine 
Tumors 

SANET-ep; PFS 
Improved 0 10

Phase III 
Updated 
Results

Deciphera 
Pharmaceuticals, 
Inc.

ripretinib Gastrointestinal
Stromal Tumor 

41

Phase III 
Updated 
Results

AstraZeneca/ 
Merck & Co

Lynparza 
(olaparib) Prostate Cancer 0 41

Phase III 
Updated 
Results

Bristol-Myers 
Squibb Company

Opdivo 
(nivolumab)

Esophageal 
Cancer

ATTRACTION-3;
 Improved OS

3 43

Phase III 
Updated 
Results

Agios 
Pharmaceuticals, 
Inc.

Tibsovo 
(ivosidenib)

Biliary Tract 
Cancer ClarIDHy; Improved PFS 0 38

Phase III 
Updated 
Results

P�zer Inc.
encorafenib/ 
binimetinib/ 
cetuximab

Colorectal 
Cancer 

BEACON CRC; OS 
Improved 1 44

Phase III 
Updated 
Results

Santhera 
Pharmaceuticals

Catena 
(idebenone)

Duchenne 
Muscular 
Dystrophy 

SYROS; Bene�ts 
Observed 0 64

Phase II/III 
Updated 
Results

PTC 
Therapeutics/ 
Roche

risdiplam Spinal Muscular 
Atrophy

FIREFISH, SUNFISH, 
JEWELFISH; Continued 
Bene�t

0 69

Phase II/III 
Updated 
Results

Savara Inc. Molgradex
Pulmonary 
Alveolar 
Proteinosis 

IMPALA; An Inhaled GM-
CSF 0 63

Phase III Top-
Line Results

Avanir Pharma/ 
Otsuka AVP-786 Alzheimer's 

Disease TRIAD-2; Missed Endpoints -5 47

Phase III Top-
Line Results P�zer Inc. abrocitinib Atopic 

Dermatitis 
JADE Mono-2; Positive 
Results 4 68

Phase III Top-
Line Results

Boehringer 
Ingelheim  
GmbH

nintedanib Pulmonary 
Fibrosis

INBUILD; Met Primary 
Endpoint 2 70

Phase III Top-
Line Results Merck & Co., Inc.

Recarbrio 
(imipenem/ 
cilastatin/ 
relebactam)

Hospital-
Acquired 
Pneumonia  

RESTORE-IMI 2; Met 
Primary Endpoint 5 68

Phase III Top-
Line Results Merck & Co., Inc. Keytruda 

(pembrolizumab) Mesothelioma PROMISE-meso; Mixed
Results 0 10

Phase III Top-
Line Results

Resverlogix 
Corp. apabetalone Cardiovascular 

Disease
BETonMace; Missed 
Primary Endpoint -20 24

Phase III Top-
Line Results

Shionogi & Co. 
Ltd. ce�derocol

Hospital-
Acquired 
Pneumonia  

APEKS-NP; Met Primary 
Endpoint 0 61

Phase III Trial 
Initiation

Sumitomo 
Dainippon/ 
PsychoGenics

SEP-363856 Schizophrenia DIAMOND 1,2,3,4;
TAAR1 Activator 39 54

Phase III Trial 
Initiation

Entasis 
Therapeutics zoli�odacin Gonorrhea First-In-Class Oral 

Antibiotic 34 67

Phase III Trial 
Initiation

CTI BioPharma 
Corp pacritinib Myelo�brosis PACIFICA; Administered 

Twice Daily 0 37

Phase III Trial 
Initiation

Taiwan 
Liposome 
Company, Ltd.

TLC599 Knee 
Osteoarthritis

EXCELLENCE; Single, 
Repeated Doses 38 62

Phase III Trial 
Initiation

Ra 
Pharmaceuticals, 
Inc.

zilucoplan Myasthenia 
Gravis RAISE; SC Once-Daily 39 66

Phase III Trial 
Initiation

Milestone 
Pharmaceuticals, 
Inc.

etripamil Supraventricular 
Tachycardia

NODE-303; Open-Label 
Study 0 49

Event Stage Lead Company/
Partner Drug Name Indication Comments

Change 
To LOA 
(%)

LOA 
(%)

Source: Biomedtracker; LOA = Biomedtracker's opinion on likelihood of approval. Use scroll bars to move up and down the
table.

INVICTUS;
Positive Results 0

PROfound; Met
Primary Endpoint

PIPELINE WATCH

Click here for the entire pipeline 
with added commentary: 

http://bit.ly/2mx4jY3

Scrip’s weekly Pipeline Watch tabulates the most recently reported  
late-stage clinical trial and regulatory developments from the more 
than 10,000 drug candidates currently under active research worldwide.

PIPELINE WATCH, 27 SEPTEMBER–3 OCTOBER 2019

Source: Biomedtracker | Informa, 2019

http://bit.ly/2mx4jY3
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APPOINTMENTS

Company Move
Search

Matthew L. 
Sherman

Deciphera 
Pharmaceuticals 
Inc

Chief Medical O�cer and 
Vice President

Acceleron 
Pharma Inc Chief Medical O�cer 2-Oct-19

Stephen 
Stamp

Midatech 
Pharma plc

Chief Financial O�cer and 
Director Ergomed plc Chief Executive O�cer 9-Sep-19

Nicholas 
Riddle

Precision 
BioSciences Inc

Vice President, Financial 
Strategy and Investor 
Relations

J.P. Morgan Executive Director 30-Sep-19

Peter 
Heerma Retrophin Inc Chief Commercial O�cer Amgen Inc

Global Product Manager, 
Oncology and 
Cardiovascular

1-Oct-19

Bettina M. 
Cockroft

Sangamo 
Therapeutics Inc

 Chief Medical O�cer and 
Senior Vice President

Cytokinetics 
Inc

Vice President, Clinical 
Research, Neurology 30-Sep-19

Sadik 
Kassim

Vor Biopharma 
Inc Chief Technology O�cer Kite Pharma Executive Director 1-Oct-19

Tirtha 
Chakraborty

Vor Biopharma 
Inc Vice President, Research Sana 

Biotechnology
Vice President, Cell 
Therapy Research 1-Oct-19

Executive To Company New Role From 
Company Previous Role Effective 

Date

Promotion
Search

Yona 
Keisari Alpha Tau Medical Chief Scienti�c 

O�cer Chief Biomedical O�cer 27-Sep-19

Vered Gigi CURE 
Pharmaceutical Inc

Chief Scienti�c 
O�cer

Vice President, Strategy and Business 
Development 1-Oct-19

Executive To Company New Role Previous Role Effective 
Date

Director
Search

Gordon Keller Anagenesis Biotechnologies Director 18-Sep-19

Andrew Blank BioCardia Inc Director 1-Oct-19

Jim Allen BioCardia Inc Director 1-Oct-19

Stephen Davis Heron Therapeutics Inc Director 1-Oct-19

Elizabeth Czerepak SCILEX Pharmaceuticals Inc Chairman, Audit Committee and Director 30-Sep-19

Scott M. Whitcup SCILEX Pharmaceuticals Inc Independent Director 30-Sep-19

Mark Thierer Xeris Pharmaceuticals Inc Director and Member, Audit Committee 1-Oct-19

Executive To Company New Role Effective Date

Advisor
Search

Annalisa Jenkins A2A Pharmaceuticals Inc Advisory Board Member 30-Sep-19

Siddhartha Mukherjee A2A Pharmaceuticals Inc Advisory Board Member 30-Sep-19

Srikumar Chellappan A2A Pharmaceuticals Inc Advisory Board Member 30-Sep-19

William Li Endonovo Therapeutics Inc Strategic Advisor to CEO 30-Sep-19

Executive To Company New Role Effective Date

in the risk of progression in the neoadju-
vant phase and recurrence in the adjuvant 
phase with Keytruda treatment (HR=0.63 
[95% CI, 0.43-0.93]) – a favorable trend 
compared with placebo.

“At this very early time point, with very 
preliminary data of EFS as follow-up is only 
15 months, there is already a difference 
between the two curves,” Schmid said. “If 
you look at the actual event rates  – 7.4% 
recurrence with pembrolizumab versus 
11.8% of placebo – this didn’t meet the 
criteria for significance at this early time … 
but we will have a subsequent EFS analy-
sis coming out very soon. The estimated 
18-month EFS is 91.3% with pembroli-
zumab and 85% in the placebo group.”

Overall, he said, the preliminary data 
provide a “strong sign” that adding the 
immune therapy to neoadjuvant chemo-
therapy can prevent breast cancer recur-
rence in this setting. “If we prevent recur-
rence, we cure more patients, but we need 
longer-term data for confirmation.” The 
design of the study, however, means it is 
unclear what impact the adjuvant Keytru-
da therapy has over neoadjuvant alone.

The study discussant Sherene Loi of 

Peter MacCallum Cancer Centre in Mel-
bourne, Australia, said that KEYNOTE-522 
showed significant improvement when 
pembrolizumab is added to a “solid” neo-
adjuvant control arm on pCR, however, 
she was less convinced by the EFS data 
because of the low number of events and 
short 15-month follow-up. “This is too ear-
ly – it’s encouraging but the data are too 
unstable,” she told delegates. “It’s unclear 
what a pCR increase with immune therapy 
will transfer to EFS improvement.”

Looking at subgroup data, the improve-
ment in pCR was seen regardless of PD-
L1 expression, which is in contrast to the 
advanced setting where the benefits with 
pembrolizumab were only seen in the PD-
L1 positive patients. 

Indeed, unlike in metastatic disease, the 
relative difference in the pCR rates seen 
were better in the PD-L1 low patients (18.3 
percentage points) than in the higher PD-L1 
expressers (14.2 percentage points), which 
was described as “quite surprising” by Loi.

KNOWN UNKNOWNS
Although Loi described the trial as “land-
mark”, she said there were still many 
unknowns. High on her list was the sig-

nificance of the adverse event profiles. 
Schmid admitted one key consideration 
was the cost of Keytruda therapy in terms 
of side-effects but this “looks relatively 
comparable between the two arms. We 
had slightly more rash but otherwise 
there is very little difference.”

Loi’s concerns centered around the 
immune-related adverse events because 
of their potential for long-term impact 
on patients. Type 1 diabetes is a concern, 
she said. “Even though it’s rare, this can 
be devastating for the patients. Another 
worry is that the effects of this treatment 
regimen on fertility are not understood, 
“so I think this is even more reason to wait 
for maturity of the EFS data and to try to 
improve our selection of patients for this 
kind of treatment,” she told the meeting. 

George Sledge of Stanford Univer-
sity School of Medicine said determining 
which sub-populations respond better 
is an important next step. “I think these 
are drugs that have real toxicities and are 
quite expensive so if we identify sub-pop-
ulations that will benefit we will be doing 
a good thing for our patients and for so-
ciety,” he told an ESMO press briefing.  

Published online 30 September 2019

Click here for all appointments: https://bit.ly/2oHWRYn Source: Medtrack | Informa, 2019

CONTINUED FROM PAGE 21

scripintelligence.com
https://bit.ly/2oHWRYn


24   |   Scrip   |   October 11, 2019 © Informa UK Ltd 2019

HEADLINE NEWS

Meddevicetracker: 
Medical Device 
Intelligence and 
Forecasts

To fi nd our more visit: 
ph armaintelligence.informa.com/
Meddevicetracker 

Stay up-to-date and get a complete view of the continually 
evolving medtech landscape with access to real-time market 
intelligence on product and company developments across the 
medical devices, diagnostics and advanced delivery systems 
markets.

Anticipate upcoming fi lings, clinical trials dates and data, and 
access market size information and expert forecasts all in one 
place, helping you assess the competition, track key events 
and make better-informed decisions.

JN2181 MDT Advert A4.indd   1 2019/06/04   17:46


