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FDA’s Gottlieb: ‘Mischief’ Holding 
Back Biosimilar Market
JESSICA MERRILL jessica.merrill@informa.com

FDA Commissioner Scott Gottlieb took 
the stage at America’s Health Insur-
ance Plans (AHIP) National Health 

Policy Conference March 7 with a searing 
message for insurers: take a more proac-
tive role in fostering the early biosimilar 
market or else a “rigged” system could 
scare biosimilar competition out of the 
market altogether. 

The speech was notable for the aggres-
sive tone in which the FDA leader targeted 
insurers, pharmacy benefit managers and 
drug manufacturers that participate in 
what he called “pricing and rebating mis-
chief,” which he said could have long-term 
consequences for the success of the bio-
similar market.

The message seemed targeted specifi-
cally at aggressive contracting schemes like 
the one Johnson & Johnson has put in 
place to defend its blockbuster Remicade 
(infliximab) against biosimilar competition. 
The tactics have largely worked, with Remi-
cade retaining much of its market share in 
exchange for some pricing pressure, despite 
the entry of two biosimilars, Pfizer Inc./
Celltrion Inc.’s Inflectra (infliximab-dyyb) in 
late 2016 and Merck & Co. Inc../Samsung 
Bioepis Co. Ltd.’s Renflexis (infliximab-abda) 
in 2017. 

Pfizer has filed a lawsuit against J&J that 
could set an important precedent for the 
US biosimilar market, alleging that J&J ef-
fectively blocked Inflectra from the market 

by threatening to withhold all rebates for 
Remicade if payers reimbursed any Inflectra.  
In some instances, J&J has also tied rebates 
for Remicade to access to other products, a 
tactic known as bundling. 

Payers have argued that their hands are 
tied because they can’t risk losing the mil-
lions in rebates they would receive for a 
high-volume product like Remicade versus 
what little they would receive for a biosimi-
lar – even if priced lower – that would be 
prescribed to a significantly smaller number 
of new patients. The question is whether 
payers are putting the long-term health sav-
ings that biosimilars could eventually deliver 
at risk for a short-term gain. 

The AHIP meeting is not the first time 
Gottlieb has spoken out about concerns 
over the way the US biosimilar market is un-
folding. Lowering drug costs has been one 
of the commissioner’s top priorities, with an 
emphasis on generics, including complex 
generics, as a means to that end. 

PAY-FOR-DELAY DRESSED NICELY
But the speech does represent the most 
pointed comments the commissioner 
has made about rebating and contracting 
practices around biosimilars, which he said 
are reminiscent of the pay-for-delay tactics 
used by generic drug manufacturers a de-
cade ago to block generics from entering 
the market. 

“The crux of these pay-for-delay schemes 
are also taking root in the biologics market, 
except this time, in these biosimilar pacts, 
the tactics are dressed in the guise of re-
bates and contracting provisions between 
manufacturers and PBMs that discourage 
biosimilar market entry,” Gottlieb said. 

PBMs, health plans and the brand drug 
manufacturer all have an incentive to play 
into the “rebate trap,” he said. Brand biologic 
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from the executive editor
alex.shimmings@informa.com

The post-Weinstein Oscars and the rise of the #MeToo 
movement gave calls for gender equality on this year’s 
International Women’s Day an added momentum, but 
the pharma and biotech industry had already had its 
own wake-up call of sorts: LifeSci Advisors’ employment 
of “inappropriately clad” young female models at its 
cocktail party during the 2016 J.P. Morgan conference, 
and the subsequent outcry from women in the industry. 

The public rebuke co-authored by venture capital-
ist Kate Bingham led to some soul searching on the 
part of LifeSci Advisors’ founding partner Mike Rice, 
who has since enlisted Bingham in a bid to right the 
wrong by promoting women’s representation in bio-
tech boardrooms. On p10, Scrip’s editor in chief Elea-
nor Malone spoke to both Rice and Bingham to find 
out more about the resulting Women in Bio Board-

room-Ready Program and what it has achieved so far.  
Keeping with this theme, senior editor Lucie Ellis spoke 
to Sanofi’s head of diversity and inclusion Wema Hoo-
ver about the benefits of thinking more broadly for big 
businesses such as pharma (see p 9). 

Meanwhile, top-level leadership changes have been to 
the fore recently. Gilead Sciences’ executive vice-president 
for research & development and chief scientific officer 
Norbert Bischofberger is moving on after nearly three 
decades and the establishment of two multibillion-dollar 
franchises – see p14.

And Novartis AG has taken another significant step 
in its aim to lead the digital revolution in healthcare 
with the appointment of chief digital officer Bertrand 
Bodson, onto its executive committee, the group’s main 
decision-making body (p13).
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Interview: Amgen’s BiTE Platform Becomes A Feast  
As More Molecules Enter The Clinic
http://bit.ly/2FJ5NUe

The next two years will be important as Amgen looks to deliver 
on its BiTE platform beyond the first approved drug, Blincyto. 
SVP David Reese lays out the path forward, including solid 
tumor opportunities and next-generation BiTEs.

Interview: Novartis Takes Virtual Route To Transform 
Clinical Trial Paradigm
http://bit.ly/2pdhpIe

Jake LaPorte, head of digital development at the Swiss major, 
has told Scrip that the expansion of Novartis’ collaboration with 
Science 37 will move decentralized trials away from the pilot 
stage into a scaleable model that will have a genuine impact on 
the way R&D is conducted in the future.

Eisai, Purdue To File Insomnia Drug Following Positive 
Head-To-Head
http://bit.ly/2ImV97k

Eisai and its partner Purdue are expected to file insomnia drug 
lemborexant with the US FDA within the next 12 months, 
following more positive data.

Stock Scan February 2018: Wet But Above Water
http://bit.ly/2p9ODsz

The market slump at the beginning of February affected virtually 
all of the stocks of the top 50 pharmaceutical companies. But 
unpredicted clinical successes or surprisingly good financials 
still kept a few companies above water.

Deal Watch: Roivant Adds Ligand’s Glucose Receptor 
Antagonist To Metavant Pipeline
http://bit.ly/2IqfKrF

Celgene will pursue “high-impact” indications using Vividion’s 
proteomics technology, while Magenta will use Heidelberg’s 
technology to try to optimize bone marrow transplants.

Finance Watch: Biopharma IPOs Defy Broader Stock 
Performance Trends
http://bit.ly/2InNgP4

Public Company Edition: With returns for newly public 
biopharma companies rising, seven more jumped in line to go 
public in the US between the beginning of February and early 
March, while two drug developers launched IPOs in the EU. 
Meanwhile, already public companies keep raising gobs of cash.

exclusive online content
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All Change At Gilead Bayer Ups Oncology Ante
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Novo Nordisk Already Plans A ‘Next Generation’ Oral 
Semaglutide – CEO
STEN STOVALL sten.stovall@informa.com

Novo Nordisk AS is studying a more 
powerful ‘next-generation’ version 
of its investigative oral GLP-1 sema-

glutide currently in pivotal trials for type-2 
diabetes, and hopes to eventually expand 
that potential drug’s therapeutic scope to 
include obesity and liver disease, the com-
pany’s CEO told Scrip in an interview. 

Novo Nordisk believes that its investiga-
tive oral drug semaglutide – an adapted 
version of its drug liraglutide – can help 
type 2 diabetes patients to lower their blood 
sugar, substantially lower their risk of having 
a heart attack or stroke, and help them lose 
weight, and that it could be approved by 
2020, Lars Fruergaard Jorgensen said. 

The inter-connectivity of diabetes and 
obesity and kidney disease and fatty liver 
are also prompting the Danish group to 
study a next generation GLP-1 tablet in 
those diseases. In the meantime,  the manu-
facturing process of the current oral sema-
glutide needs to be made more efficient 
– and profitable – long term. To do that, a 
more customized oral version of the therapy 
needs to be developed, the CEO said.

Novo Nordisk’s liraglutide (Victoza) has 
been available as the highly efficacious 
once-daily GLP-1 since 2009. In its search 
for a long-acting GLP-1 agonist, the Danish 
group changed a few atomic details in lira-
glutide to make it more potent, and added a 
side chain to extend the medicine’s activity. 
The result was subcutaneous semaglutide, 
now approved as a weekly injectable thera-
py for type-2 diabetes by the FDA and in the 
EU under the brand name Ozempic. The oral 
version of ‘sema’ was based on that. 

ORAL ORIENTATION
“Semaglutide was designed for subcuta-
neous use, and if you design it for oral for-
mulations from the beginning, you can 
do something that’s more targeted for in-
creasing bio-viability and we believe that a 
second-generation product can have, not 
only a good efficacy, but also a lower cost of 
manufacturing,” Fruergaard Jorgensen said, 
adding “we have new GLP-1 molecules that 
have been designed for oral use.”

Novo Nordisk is banking heavily on sema-
glutide and its oral versions – to such an 
extent that it’s made its biggest investment 
ever outside Denmark in preparation for 
commercializing the therapy.

The manufacture of oral semaglutide cur-
rently being done in Denmark, but in future 
the active ingredient will be made at its new 
plant in North Carolina, which Novo Nordisk 
is building at a cost of some $2bn. 

“We made that huge investment deci-
sion at risk, because oral semaglutide has 
not yet been approved,” said the CEO, who 
has been in charge at Novo Nordisk for just 
over one year. 

But things look promising on that front: 
February saw the readout from the first of 
ten pivotal-stage PIONEER studies for the 
oral GLP-1 agonist in type 2 diabetes. The 
phase III PIONEER1 study was a placebo-
controlled study which met its primary end 
points. Analysts said it showed blood sugar 
reductions as good if not better than those 
achieved with two successful injectable GLP-
1 medicines, Eli Lilly & Co..’s once-weekly 
GLP-1 Trulicity (dulaglutide) and Novo Nord-
isk’s once-daily injectable Victoza.

Next to report this year will be PIONEER 
2 assessing oral semaglutide against Boeh-
ringer Ingelheim GMBH/Eli Lilly & Co.’s 
SGLT2 inhibitor Jardiance (empagliflozin), 
followed by PIONEER 3 and 4 directly study-
ing how oral semaglutide performs versus 
Merck & Co. Inc.’s Januvia (sitagliptin) and 
the Danish group’s Victoza, respectively.

Analysts say the HbA1c and weight-loss 
profile established in PIONEER1 provides a 
baseline for assessing upcoming PIONEER 
readouts with active oral comparators, which 
will be important supporting both oral sema-
glutide regulatory packages and the premi-
um price GLP-1s have over oral antidiabetics 
(OAD) such as SGLT-2s and DPP-4s.

While pursuing the obesity indication for 
injectable semaglutide as the follow-on for 
Saxenda (liraglutide), Novo Nordisk is also in 
the early stages of studying a next-generation 
oral GLP-1 for treating obesity, with the hope 
of having improved mechanisms of action 
that better address some of the underlying 

causes of obesity, such as glucose control 
within diabetes, in a safer and more effica-
cious manner. The CEO said that if and when 
that oral GLP-1 arrives to market, it should 
present serious competition to minimally in-
vasive bariatric surgery devices currently used.

“We have six Phase I programs in obe-
sity currently, where we are trying out all 
mechanisms and some of them combining 
mechanisms that lower energy intake and 
speed up energy expenditure.  So, GLP-1, 
which lowers energy intake because it re-
duces your appetite.  But it also makes an 
interesting study on how you burn energy, 
and if you can combine those, then there is 
a potential to do even better than you could 
with say just the mono-component GLP-1.” 

“Looking further ahead, that would give 
us a better argument when negotiating 
contracts. In the US today, bariatric surgery 
is reimbursed by Medicare, obesity medica-
tion is not.  But surgery is quite expensive.  
We would like to create the case that ac-
tually a less invasive medical intervention 
should be reimbursed,” he said.

NASH NEXT?
Novo Nordisk is also interested in studying 
a next-generation oral GLP-1 in treating 
the fatty liver disease nonalcoholic steato-
hepatitis, or NASH. Semaglutide in inject-
able form is currently under development in 
Phase II for the treatment of NASH.

“NASH, you can say, in a way it’s a bit like 
obesity; it’s obesity in the liver, and there’s 
been some investigators wanting a trial 
based on semaglutide that kind of builds 
the hypothesis that GPL-1 would be an obvi-
ous way of treating NASH. So we are invest-
ing in it,” the CEO said.

He noted that in the case of NASH, “what 
matters for your health outcome, is actually 
the fat you have around your organs.  That’s 
where sema could help in the case of NASH. 
Fat doesn’t belong in the vital organs. So, 
when you start actually losing weight, it hap-
pens there in the vital organs first.  That’s the 
hypothesis why weight lowering agents, like 
GPL-1, would work on the liver.”   

Published online 9 March 2018
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‘Take More Risks, Fail Earlier’ Says Asset-Hunting  
Novo Nordisk CEO
STEN STOVALL sten.stovall@informa.com

Novo Nordisk AS CEO Lars Fruergaard Jorgensen believes 
the Danish company under his leadership and management 
team during his first year in the role “met expectations in 

2017” after a less-than-stellar 2016, and is well on its way to revamp-
ing its R&D approach.

The Dane in an interview with Scrip also said he remained on the 
look-out for an acquisition in the rare diseases space after failing early 
this year to buy Belgian nanobody developer  Ablynx NV.  

“I’m now 14 months into my tenure as CEO … it was really impor-
tant for us that we got through 2017 in a solid way because it was not 
only my first year but also the first year of significant price pressure in 
the US.  So, I am pleased that, on a comparable country level, we de-
livered on the expectations,” said Fruergaard Jorgensen, who before 
taking the helm at the group was its head of corporate development. 

He said the company was making progress on increasing its fo-
cus on exploring the application of current assets, such as the long-
acting GLP-1 analogue semaglutide, in new areas with higher un-
met needs, as well as looking at disease areas adjacent to diabetes, 
including conditions affecting organs such as the liver, kidneys and 
cardiovascular system.

EMBRACE RISK EARLY, FAIL FAST
“Today we need to build insulins that are more engineered – but by 
engineering them more you are also moving away from the human 
insulin molecule.  So, you increase risk, but it’s okay to take risk early on 
and fail fast because that’s relatively inexpensive,” the CEO explained.  

If the company stayed complacent and developed molecules that 
are not that differentiated, it might go smoothly through the R&D 
stages “but then when we get to market, we have the risk in terms 
of commercialization and then we’ve already spent the billions on 
developing the product.”

“So we must front-load that risk – and have a broader portfolio of 
more risky bits and then when we succeed and get one of them to 
the market, there’s a significant opportunity for lifting the position of 
that product. So, it needs to be differentiated; it must to some extent 
re-define treatment, because payers are not willing to just pay just for 
convenience,” he said.

AS M&A HUNT CONTINUES
One pressing issue for Fruergaard Jorgensen remains finding an ex-
ternal asset to shore up the group’s pipeline outside of its core dia-
betes-related activities. A deal in hematology would build on Novo 
Nordisk’s current hemophilia pipeline. The company also wants to 
grow further in rare blood disorders. 

“Our biopharmaceuticals business is a drag on overall growth; It 
declined by 17% in 2017.  That’s because we lost patent protection for 
Vagifem (estradiol vaginal inserts).  We had a very challenging period 
in 2016, where we had a possible rebate adjustment.  This year we are 
facing competition from Roche and Hemlibra (emicizumab-kxwh).  
So, there’s a multi-year challenge for biopharma,” he explained.

In the medium term, the Danish group has some promising bio-
pharma assets coming on stream, but they will take time to realize.

“We have also our bypassing agent (the humanized monoclonal 
antibody against tissue factor pathway inhibitor) concizumab. So, we 
have some innovation coming in some years but there is a bit of a 
gap that I would like to close.”

The group is thus exploring opportunities where it can leverage its 
working relationship with  hematologists.

“We have a very close relationship with them.  They treat a number 
of diseases, not only hemophilia but also other typically rare blood-
related diseases, where (late-stage blood disorder drug) caplacizum-
ab from Ablynx was one opportunity - but there are a number of 
other opportunities that we are looking at now,” he said. 

But gene therapy does not appear to be one of them.
“Gene therapy is an area where we have no in-house competen-

cies.  So, if we were to get into gene therapy, we would have to ac-
quire a company both having competencies and pipeline.  It’s a quite 
hot space; so, we are tracking it but it’s not the most obvious thing for 
us to do,” the CEO said.

Losing out to Sanofi in the battle for Ablynx does not seem to 
bother Novo Nordisk’s chief executive officer.

“Our key interest was caplacizumab. We tried for a long time to in-
license it but we didn’t get to terms with them.  So we said, okay, let’s 
see if there is an opportunity to acquire them and we were willing 
to pay more than they were worth; so, a significant premium.  But 
Ablynx had a ‘blue sky now valuation’, that being a blue-sky expec-
tation for price.  Now, if nobody had met their expectations, their 
shareholders would probably have been willing to do a deal with us, 
obviously above the price we had opened with.  We were also will-
ing to pay that – that we had also signaled to the market.  But they 
needed time to explore that.” 

But then Sanofi put a higher bid on the table. and Novo Nordisk 
decided to walk away.

“In the case of Sanofi, they have a broader collaboration with 
Ablynx today, so they could actually allocate more value to that and 
they could probably also extract more value from the technology 
platform where we had already in-licensed the technology in hemo-
philia, which was the most obvious use of it for us, with limited ap-
plication in diabetes and obesity.” 

Fruergaard Jorgensen declined to say whether he thought Sanofi 
overpaid for Ablynx. “I have no view on whether Sanofi has paid a fair 
or too high price;  I can just reflect that most likely they can see more 
value in Ablynx than we could,” he said.

GAP STILL NEEDS FILLING
“So we still have that strategic need that we want to fill at some 
point., in hematology as broadly defined.” He said the key criterion 
of any acquisition was that it must offer disruptive assets, but added 
that  any deal would be financially disciplined. “It’s not like it’s a ‘must 
do’ for Novo Nordisk,” he said.             Published online 7 March 2018
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sponsors don’t have to do more than hold 
rebates “hostage,” he said, or simply lower 
the wholesale price to match the biosimilar 
entrant to make the economics of entering 
the market highly unattractive. 

“Everybody wins,” he said. “Everyone that 
is, but the patients, who in the long run 
don’t benefit from the full value of increased 
competition Congress intended.” 

The biosimilar manufacturer is another 
loser under the current scenario, and that 
could mean drug makers lose interest in 
investing in the space since biosimilars cost 
significantly more to develop than generic 
drugs. Biosimilar manufacturers invest about 
$100m to $250m to develop the products. 

“I fear that is already happening,” Gottlieb 
said, putting some urgency into his com-
mentary. While he said FDA is taking steps 
to encourage the development of biosimi-
lars, including facilitating a rapid pathway to 
market and addressing any misconceptions 
about safety and efficacy, FDA alone can’t fix 
the problems. 

The agency has so far approved nine bio-
similar products, although only three have 
reached the market, largely due to ongo-
ing patent litigation between sponsors and 
brand drug manufacturers. In addition to 
Inflectra and Renflexis, the only other bio-
similar to launch in the US is Sandoz Inc.’s 
Zarxio (filgrastim-sndz), a biosimilar version 
of Amgen Inc.’s Neupogen. 

Sandoz appears to have had more com-
mercial success with Zarxio than Pfizer or 
Merck have had with their Remicade bio-
similars. Gottlieb highlighted the category 
in his remarks, noting the price has come 
down 34% since two competitors have 
launched, capturing nearly 50% of the mar-
ket and saving payers $150m. In addition 

to Zarxio, Teva Pharmaceutical Indus-
tries Ltd. manufacturers another version 
of filgrastim, Granix, which was approved 
in 2012 through a traditional BLA pathway 
rather than the pathway for biosimilars. 

YOU CAN’T HAVE YOUR CAKE 
AND EAT IT TOO
Gottlieb said it’s time for payers to make a 
choice between short-term profits and a 
system that functions better for patients in 
the long term. 

“Do they want to continue to benefit from 
monopoly rents today, or help generate a vi-
brant biosimilar market that can help reset bi-
ologic pricing – and drug pricing more gen-
erally – through competition,” he said. “These 

are binary choices. You can’t have your cake 
– or in this case, your rebates – and a vibrant 
market for biosimilar competition too.”

Gottlieb also recommended a few steps 
payers could take to incentivize the mar-
ket, including the adoption of a formu-
lary design that would make biosimilars 
the default option for newly diagnosed 
patients. In reality, such a move under 
the current environment for biosimilars, 
where interchangeability has not been 
defined, would probably be viewed as 
controversial by patients and physicians, 
who are not yet entirely comfortable with 
biosimilars. 

Or, he recommended payers share the 
savings from biosimilars with patients by 
waiving co-insurance. 

“They can reduce administrative barriers 
when patients and providers use biosimilars, 
like lifting prior authorization requirements 
imposed on physicians,” he suggested. 

Drug makers and payers are likely to take 
Gottlieb’s comments seriously, given the pres-
sure the industry is facing over the high cost 

of drugs and the way pharmacy benefit man-
agers are taking more heat over the share of 
costs they take as profit. Industry and those in 
the supply chain have been pointing a lot of 
fingers when it comes to talking about who is 
to blame for the high cost of drugs. 

But Gottlieb all but told everyone to grow 
up. “We have a lot of finger pointing that ig-
nores shared complicity for pricing practices 
that are eroding trust in both payers and in-
novators,” he said. “I hope that you’ll act be-
fore that trust is eroded completely.”

Whether or not industry stakeholders 
will heed the warning is the question. J&J 
responded to a request for comment on 
the speech by claiming it stands by Remi-
cade contracting practices. “In contracting 
for Remicade, payers and providers have 
demanded and we have provided aggres-
sive discounts,” J&J said. “Competition is 
doing what competition is meant to do: 
driving deeper discounts that will lead to 
overall lower costs for infliximab, including 
Remicade.” The company also pointed out 
that biosimilars are not identical to Remi-
cade and that FDA has not provided guid-
ance on the risk of switching between two 
similar products. 

Pfizer reiterated its stance. “The promise of 
biosimilars to help reduce healthcare costs 
and provide patients access to important 
medicines is being stymied by anti-compet-
itive barriers such as those established by 
J&J within insurance companies that have 
prevented inclusion of biosimilars on formu-
lary and in medical benefit policies.”

The Pharmaceutical Care Management 
Association, which represents PBMs, issued 
a statement noting, “It’s unfair to blame pay-
ers - who pay two-thirds the cost of drug 
benefits - for seeking the lowest cost in a 
marketplace where they have no control 
over the prices drug makers set, how quickly 
FDA approves biosimilars, or when FDA will 
finalize workable interchangeability guide-
lines to increase uptake of biosimilars.” 

Changing attitudes may require policy 
more than speeches.  
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Novartis’s Chief Medical Officer On All Things MS  
And The Science Of Operations
ANJU GHANGURDE anju.ghangurde@informa.com

Shreeram Aradhye, Novartis’s Global 
Head, Medical Affairs, and Chief 
Medical Officer (Pharmaceuticals), is 

upbeat about the company’s pipeline for 
debilitating diseases like multiple sclerosis, 
including the investigational asset ofatu-
mumab, which he believes has the poten-
tial to offer “B cell therapy 2.0” in MS. Aradhye 
had earlier played a pivotal role for Gilenya 
(fingolimod) as its Senior Global Program 
Medical Director.

In an exclusive interview with Scrip on 
the side lines of BioAsia 2018 in Hyderabad 
recently, Aradhye also shared insights into 
how the Swiss multinational is piloting ef-
forts using artificial intelligence and machine 
learning in areas like clinical trials. Novartis 
AG  had earlier developed in partnership 
with Quantum Black a program, Nerve Live, 
that essentially combines data on clinical tri-
al operations from various internal systems, 
and then applies machine learning and ad-
vanced analytics to predict and monitor trial 
enrollment, cost and quality. 

SCRIP: These are rather exciting days in 
R&D. What’s your broad take on the ongo-
ing action and some of the potential life-
saving therapies that may be on the anvil?

SHREERAM ARADHYE: It’s really excit-
ing times. I’ve been in the industry now 
for nearly 20 years and it’s just an amazing 
moment in time when we stand on the 
threshold of the ability to have extraor-
dinary tools in our hands for innovation. 
The opportunity to modify the genome 
using cells as treatment and then the 
enormous impact of data and digital tech-
nology serving as a catalyst to accelerate 
this revolution. I’m excited about not only 
life-saving treatments but also treatments 
that enhance life and the quality of life. I 
think that the one fundamental difference 
compared to previous times is that we 
now have the ability to actually make an 
impact on understanding how people’s 
lives are affected by disease, quantify the 
impact of disease and then be able to in-
tervene to demonstrate the benefits that 
we bring. For example erenumab, our an-

tibody against migraine. People think mi-
graine is just a headache and it’s far from 
that. It’s much more than that and when 
people are missing several days a month 
of life, not being able to get to work. The 
fact that you now have a specific antibody 
that is able to prevent migraine....we’re 
very excited about it. I think we stand on 
the threshold of, what I believe, is the next 
moment in this journey that we will cer-
tainly start making a big difference.

SCRIP: Researchers at the University of 
Florida are said to have developed a new 
gene therapy that shows promise in fight-
ing multiple sclerosis. How do you rate the 
potential of gene therapy for MS? 

SA: There is a lot of work that happens in 
the area of MS for good reason – it’ s a dis-
ease that basically has severe disability asso-
ciated with it. The kind of work that you de-
scribe are early approaches in the lab where 
people are attempting to use gene therapy 
to modify immune cells to see if they can in-
duce tolerance against the antigens that are 
the targets in MS. I would see this as early 
stage. At the same time, we know there a 
number of very effective options now avail-
able based on modulating the immune sys-
tem like our own Gilenya (fingolimod) and 
drugs like ofatumumab which we are study-
ing where a number of options are open. 
Our focus now is on seeing what we can do 
to prevent the progression of MS – the part 
of the disease where patients experience a 
progressive decline in their ability to func-
tion. Our targets are now going to be in that 
area and we’ll see how it plays out. So, gene 
therapy is a great tool at this point but early 
times I would say. 

SCRIP: Novartis has an array of MS as-
sets including Gilenya (also being studied 
in pediatric MS), the investigational com-
pounds siponimod and ofatumumab. 
And a new analysis from a Gilenya study 
showed a strong correlation between neu-
rofilament [a biomarker] levels and key 
measures of MS disease activity. How is 
Novartis positioning itself in MS?

SA: Gilenya was our extraordinary contri-
bution, in my view, to the field. I am per-
sonally connected as I led the program as 
medical leader for nearly five years and it 
was an amazing contribution as the first 
highly effective oral drug. It’s made a differ-
ence to a large number of patients. We are 
now excited about siponimod as having 
demonstrated efficacy for the first time in 
a population of patients who have second-
ary progressive MS. It’s the only drug that 
has shown that in a large controlled study 
and now we are evaluating with regulators 
on how we can get the drug to patients. 
We’re studying ofatumumab because we 
think that B cells are an important target 
and delivering an anti B cells therapy sub-
cutaneously in a convenient monthly in-
jection has the potential to offer, what I call, 
“B cell therapy 2.0” in MS. The excitement 
around neurofilaments for us – think of it 
simply as a very easy way to understand 
whether or not there is ongoing injury to 
the nerves. One of the challenges in MS has 
been patients have clinical attacks - they 
either recover from them or not – and be-
tween attacks they end up losing function 
but we’ve never had a really good marker 
other than MRIs which have to be done 
periodically to assess the state of the dis-
ease. And this data on neurofilaments for 
the first time is beginning to tell us that 
maybe we have a marker that’s a simple 
blood test that suggests whether there’s an 
evidence of injury to the neurons and that 
then could become an interesting way to 
monitor the course of the disease as well as 
the effectiveness of the treatment. So, our 
approach to it, if you will, is all encompass-
ing. This is an important area and we have a 
key presence in it and we think of ourselves 
as leaders in the field.

SCRIP: Novartis recently licensed Spark 
Therapeutics Inc.’s Luxturna (voretigene 
neparvovec) for rare inherited blindness 
outside the US. In terms of Novartis’s gene 
therapy ambitions, it seems like a marked 
shift beyond oncology? 
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SA: I see it quite simply as the fact that 
we think of ourselves as a company based 
on innovation. I see this as another indi-
cator that we as a large company based 
on innovation are going to make sure that 
we have the right platforms in all areas of 
the leading edge of innovation like gene 
therapy to make sure that we are able to 
develop drugs with those tools and make 
them available. It’s early times for Luxtur-
na in terms of exactly how we will prog-
ress because it’s not yet approved outside 
the US, but we’re excited to bring it on 
board because we see this as a great op-
portunity also to be at the leading edge of 
bringing such therapies to people.

SCRIP: But with a reported pricing at 
$850,000 in the US for treatment of both eyes 
with Luxturna, it’s clearly beyond the reach 
of most in many of the emerging markets? 

SA: It’s early times to talk about how we 
would manage the economics of it but 
how we think about these things with all 
our other medicines is that we are com-
mitted to access. The way access is deter-
mined is by making sure that we are nego-
tiating and discussing with the appropriate 
stakeholders in each environment, the val-
ue added, what is possible and then devel-
oping options for what we might be able 
to do. Therapies like this that are one-time 
potentially curative therapies, of course, 
are an interesting question for the indus-
try in general and we have an interest in 
the outcome-based reimbursement. We 
continue to explore options for that. More 
often than not, those are extremely locally 
dependent because you have to make the 
agreements in settings that have local de-
terminants, but we’re committed to this 
and this will be an important element of 
evaluating how we progress. 

SCRIP: What are the key next steps for No-
vartis to take Luxturna to other markets? 

SA: The deal is so new that we now start 
making plans for what are we going to do 
with the data and the first step is regula-
tory interactions outside of the US. And 
those processes will start but that’s about 
it. In addition, from a strategic perspective 
we do know that this is an important way 
to address diseases of the eye. We have 
other programs on gene therapy in the 
eye. We are working with collaborators to 

identify new vectors; we are also working 
on targeting other mutations than the 
one targeted by Luxturna. It’s early days 
but a clear commitment to recognize that 
the eye is an interesting space for the po-
tential for curative gene therapies. 

SCRIP: We’ve seen M&A in gene therapy 
involving some of the big names – Cel-
gene Corp. – Juno Therapeutics Inc. and 
Gilead Sciences Inc. – Kite Pharma Inc. 
Do you expect more deal making as com-
panies up their play?

SA: I’ll answer the question philosophi-
cally. The focus for us is transformative in-
novation and we recognize that transfor-
mative innovation can come from sources 
within and without. The world is full of 
smart people and certainly not all of them 
are with us. We think that we are always 
looking for the people who are making 
unusual progress in innovative technolo-
gies and we actually have the bandwidth 
and the plans to say that when something 
disruptive and innovative is possible from 
outside then we will certainly be open 
to looking at making the necessary col-
laborations in whatever form they may 
be to move things forward. There’s a great 
openness to this now.

SCRIP: As medical lead for the FTY720 Gile-
nya program for nearly five years, you were 
involved in managing the Phase III program 
in transplantation and then executing the 
complex clinical program in MS. How has 
technology/other scientific tools perhaps 
made large clinical programs now more ef-
fective or fail-safe than in years prior? 

SA: Maybe the best way to think about it 
could be to think along the entire continu-
um of clinical trial conduct and then kind of 
think about how technology might change 
the way things would happen today. Start-
ing with the identification of patients and 
sites for participating in a trial, access to new 
data, information about patients, the way 
we are able to assess prior performance, 
predict performance of the sites. From the 
science of operations perspective, simply 
the planning and execution of the trial, of 
course, starts getting better with the use of 
technology and analytics. When one thinks 
on the scientific side, how does one mea-
sure outcomes in a difficult disease like MS? 
In the case of the FTY720 program, for ex-
ample, we used clinical end points, MRI end 

points and measurements of disability. You 
can imagine that with the use of technol-
ogy the ability to secure images, transfer 
them, analyze them maybe now could be 
done in a very different way than what we 
did before. Although this is not yet in full 
clinical trials we have made efforts in find-
ing video imaging analysis-based ways of 
assessing neurological function. And there’s 
ASSESS MS – again early times but we have 
a huge effort in our research and early de-
velopment teams to identify new ways to 
measure neurological function that could 
then be deployed in a more reliable man-
ner, with the primary goal being that if you 
have a larger amount of information that is 
more reliable you might be able to reduce 
the number of patients that you need to de-
termine whether or not there is efficacy. At 
all levels, I just imagine that if I had to do it 
again in the new world I am pretty sure that 
it would certainly feel easier than it did then.

SCRIP: AI and machine learning can 
potentially impact the speed and cost of 
clinical trials. What about the impact of 
programs like Nerve Live, developed in 
partnership with Quantum Black?

SA: Maybe two-three years ago, we de-
cided that we are not only going to focus 
on the science of medicine but also on 
the science of operations. And the sci-
ence of operations was informed by the 
opportunity for using the new data, sci-
ence of data and technology. And we cre-
ated Nerve Life, which was with Quantum 
Black, which was a large data lake into 
which we put all our operational data of 
prior performance on sites, patients from 
a large number of sources, and we are 
now in the stage of having piloted some 
of those approaches to better place trials 
in different parts of the world, monitor 
them live in a real-time basis, predict per-
formance, which allows us anticipatory 
actions to improve it. It’s still early times 
in terms of pilots being deployed across 
a selection of trials but I expect that like 
all other things technology, the progress 
starts becoming exponential as you keep 
learning from it. And that’s an interesting 
feature of the use of machine learning 
and AI where the more time you have to 
give more data into the system the more 
efficient it starts becoming in terms of be-
ing predictive.  
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Sanofi’s Diversity Head Building An Inclusive Workforce
LUCIE ELLIS lucie.ellis@informa.com

Wema Hoover, head of global diversity and inclusion at 
Sanofi, speaks to Scrip about the benefits of broad think-
ing for big businesses and the steps Sanofi has taken to 

improve upon bias in its workforce. The big pharma has launched an 
inclusive work environment program this year. 

Hoover, based in Paris, joined Sanofi from Pfizer Inc. as head of di-
versity and inclusion for North America before taking on the role at a 
global level. She told Scrip the foundation of her role was to respect-
fully embed diversity and inclusion into Sanofi’s day-to-day business.

Hoover has worked in the pharmaceutical industry all of her ca-
reer. She was drawn to Sanofi though because of its multi-functional 
setup. “I don’t think a lot of people appreciate what we have,” she said. 
“We have, obviously, a very big therapeutic area in terms of our ma-
jor business unit, but we also have very broad and deeply rooted 
consumer health products that are all over the world,” Hoover noted, 
adding that the company also does a lot of work in rare and infec-
tious diseases.

As head of diversity and inclusion, Hoover is responsible for estab-
lishing practical and pragmatic guidelines to create an environment 
that engages all employees – regardless of gender, race or background.

As an example, Hoover supports initiatives within the French 
big pharma focused on creating a stronger gender balance. “We 
have a lot of significant engagement around that and really driv-
ing diversity of women, throughout the organization,” she said. 
Sanofi has created a board to assess and support gender equality 
across its units. 

One way the company is trying to change is by improving leave 
flexibility for working parents. “We are transitioning our [maternity] 
leave policy to be more of a family leave, recognizing that within the 
definition of family there is no norm, it takes many different forms.”

GENDER EQUALITY IN THE C-SUITE
While Hoover believes the pharma sector fares better than other 
industries when it comes to gender diversity and equality, she said 
there was still more to do to improve gender balance at the top of 
the business. Across Sanofi as a whole, there was a good gender bal-
ance, she said. However, “as the career ladder goes up, those levels of 
representation go down.”

“We have really been very deliberate around our gender focus and 
our gender balance, ensuring it is not something that has to be an 
initiative or program, but something really woven into how we look 
at developing talent,” Hoover said. 

To improve this gender representation at the higher career levels, 
Sanofi is focused on equipping employees with the tools for achieve-
ment. “We can enable people, no matter what their work situation is 
and where they are in their lifestyle, to be successful,” she said. 

To help increase the representation of women at the senior level, 
Sanofi has established talent and mentorship programs, and has in-
troduced “preceptorships and targeted development opportunities.”

“Preceptorships are short-term development assignments where 
individuals are seconded from their full-time job to take on a full- or 
part-time role to develop themselves. The time frame is usually be-
tween 30-90 days,” Hoover said. 

DIVERSITY HEADS FOR BIG BUSINESSES
Despite steps being taken by many large businesses, in all sectors, 
to improve equality, Hoover thinks specific leadership for this issue is 
necessary in companies like Sanofi. 

For example, Sanofi has seen a lot of growth over the past de-
cade. “With that growth, we’ve acquired businesses, we’ve acquired 
different ways of working, organizational cultures, that are deeply 
rooted in their legacy companies and their specific businesses,” 
Hoover highlighted. 

Because of this accumulation of businesses, cultures and people, 
Wema said having a leader for diversity and inclusion was critical. 
“We are developing ways to optimize those differences, to come up 
with more effective teaming, that will allow us to tap into the mul-
titude of cultures, backgrounds and perspectives.” Visible leadership 
for equality and inclusion helps to get all of Sanofi’s business on the 
same page and drives the company to work to the same standards 
worldwide, she said.  

“How do we ensure that we can get the brightest and best talent, 
wherever they sit across the world, and allow them the tools and 
flexibility to be successful, and to have an upward mobile career?” 
This is Sanofi’s key question when it comes to designing equality and 
diversity guidelines, Hoover said. 

The company is generating globally accessible manager tools 
and resources. For example, unconscious bias training is required 
for all senior leaders and managers. “This training enables our em-
ployees to drive diversity and inclusion by identifying their own 
unconscious biases and employing individual and team interven-
tions to mitigate them, consciously including all people, ideas and 
approaches,” Hoover said. 

Sanofi avoids methods like gender quotas because it wants diver-
sity to be integral to how the business operates in the long-term, and 
not based on a one-off initiative. Success is when “we no longer have 
to call it diversity and inclusion, but call it effective talent manage-
ment,” Hoover said. 

NOT JUST A GENDER ISSUE
“Diversity is not just something that you need to do because it feels 
good, which it does, but you need to do it if you really want to live 
your purpose and truly be a provider of health,” Hoover said. 

Companies that do not have a culture of inclusion and variety 
“miss out on truly having people coming to work and showing up 
as their full selves,” Hoover said, adding that in healthcare this “has a 
direct impact on how they are truly able to serve the patient.”

“We focus on gender, it is very important, and one of our big focus 
areas here at Sanofi. However, if you look at how most of the pharma 
and biopharma companies are structured, you are looking at having 
different countries and different cultures all over the global market,” 
Hoover noted.  

There should be a greater focus on all forms of diversity not just 
gender, she highlighted. “We are starting to see more emphasis on 
collaboration, on teaming, on courage, on risk taking – these are all 
elements of the inclusion narrative.”  
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Getting Women On Boards: LifeSci Advisors’ After-
Party Mission Is Valued - But Achieving Results Is Hard
ELEANOR MALONE eleanor.malone@informa.com

T he public condemnation of LifeSci Advisors’ employment of 
female models at its now-notorious cocktail party during the 
J.P. Morgan conference of 2016 led to the Damascene conver-

sion of founding partner Mike Rice. Turning his back on sexist social 
events, Rice formed an alliance with venture capitalist Kate Bingham 
after she co-authored a public rebuke to the biotech communica-
tions advisory firm. He is now committed to promoting women’s 
representation in biotech boardrooms. 

Scrip caught up with Rice and Bingham to find out what LifeSci 
Advisors has achieved since it gave up recruiting women to entice 
male conference attendees to its parties and embarked on a mission 
to get them into the boardroom instead.

The outcry around the party prompted Rice to call Bingham and 
ask for help to turn the situation into a positive. Bingham got behind 
the effort, and that call led to LifeSci Advisors sponsoring Women in 
Bio’s Boardroom-Ready Program, which is entering its third year now. 
The initiative selects 20 female applicants to take part in a five-day 
training course that gives them insights and networking opportuni-
ties to help prepare them for non-executive roles.  

It also resulted in LifeSci Advisors setting up its Board Placement 
Initiative, a free service to match boardroom-ready women with non-
exec positions in life sciences companies. “As a case study of starting 
with a stroppy letter and seeing what the consequence is, I would 
say this has gone way beyond what I could have imagined,” Bingham 
told Scrip. “I have to say this has been an astonishing experience and 
not one that I really would have expected.” 

Nevertheless, the fact that the initiative set out to get at least 15 
women placed on boards in its first year but has only got to 13 in a 
year and a half is testament to the size of the challenge.

With women making up less than 15% of biotech boards, accord-
ing to Liftstream and MassBio’s 2017 report Opening The Path To A 
Diverse Future, the gender inequality challenge is clear. Rice and Bing-
ham agree that this isn’t just a problem for women, it’s a problem 
for companies too. “It’s very clear that when you have a diversified 
boardroom and a diversified C-suite, the performance of your stock is 
better, return on equity is higher, return on EBIT is better,” noted Rice. 

“I would like to see all my boards have multiple women and for it 
to be absolutely accepted that you have better decision making if 
you have greater diversity of views around the board table,” declared 
Bingham. “We need greater acceptance that the sort of ‘boys’ clubs’ 
where boards are all people that go golfing together on Saturdays 
are less likely to make good decisions than ones where you have 
greater diversity of thought.”

Rice confessed that he had “never realized how big an issue this 
truly is” but that he came to “recognize that there is definitely a prob-
lem from the standpoint of diversity on these boards and in the C-
suite.” Having seen the light, he was determined to do something that 
would result in actual change: “I’m really all about showing results.” 

Since LifeSci Advisor’s Board Placement Initiative was launched in 
the summer of 2016, it has succeeded in placing 13 women on com-

pany boards. The company has more than 700 resumés of female po-
tential board candidates. “The resumés are outstanding. One of the 
big surprises to me is that those women aren’t on boards already,” 
said Rice. 

“I think [the scheme] has been really good,” said Bingham. “If you 
look at the number of people who’ve been placed since it’s been 
going, it’s fantastic. And I’ve spoken to people who’ve been on the 
boardroom-ready program and they are just delighted with it.”

BOARDROOM BARRIERS
According to Bingham, there are two major barriers to better female 
boardroom representation. One is women not being “pushy” enough: 
“It’s the classic story – a man looks at the job spec for which they are 
qualified for 50% of the task, and they say ‘yeah, I’ll go for it’. And a wom-
an will look at the job spec and say ‘no, I’m not qualified’. This scheme 
[the Boardroom Ready Program] helps give them that experience.” The 
other is that women don’t always have the same visibility as men. 

Rice agrees about the latter, noting that with many early-stage bio-
tech companies, their investors “have a big say as to who’s going to 
be sitting on those boards initially. VCs pick those who’ve been suc-
cessful in the past, a lot get recycled, and a lot are men. It’s repetitive 
behavior, using men who built successful companies on the boards 
of new ones. And there aren’t a lot of women partners in the VC com-
munity.” He also pointed out that “companies stick with an internal 
network that they know, among others CEOs or CFOs or board mem-
bers, which tend generally to have been men. It’s the old networking 
culture. We’re trying to change that dynamic.”

Cynthia Smith, chief commercial officer of ZS Pharma, which was 
acquired by AstraZeneca PLC in 2015, was placed on the board of 
Nivalis Therapeutics (subsequently acquired by Alpine Immune Sci-
ences Inc.) via LifeSci Advisors’ Board Placement Initiative. She also 
participated in the Boardroom Ready program. She agrees that one 
of the biggest issues is that there are far more men in the biotech 
investment community, as well as at the CEO level, so it “tends to be 
a little bit harder for women to break into that network.” 

“LifeSci Advisors are good because they do a lot of publicity 
around the initiative, and they are very well connected in biotech 
community,” she noted.

“I haven’t found in my career that being a woman has been a prob-
lem in getting into a C-suite position but I think for both CEO and 
board positions everyone is looking for someone who has been in 
that spot before. So if there aren’t a lot of women it just makes it harder.”

Pat Andrews, CEO of Boston Biomedical, who was placed on the 
board of GlycoMimetics Inc. via the Board Placement Initiative, con-
curs. “There is a belief that you should have board experience before 
you go on a board. It’s a chicken and egg situation. Historically it’s 
been dominated by men, that’s why there’s such a small percentage 
of women on boards, and if you have to have board experience it 
keeps women off boards. So it does help to have an initiative helping 
women get on boards: it breaks a cycle.” 
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Andrews, who had been “working very diligently” to try and get 
on a board without success before LifeSci Advisors contacted her on 
referral to add her to its database, thinks that sometimes “the things 
that have made women strong and rise through an organization – 
performance among them – they may have done in a way that is not 
as valued by the people making the decisions. They may have been 
more collaborative, they may have shared credit more – and there 
are studies suggesting that men are given opportunities based on 
potential but women have to show they’ve already been successful 
doing it.”

She believes unconscious bias can act as a barrier. “It’s not just 
women who are stopping themselves getting ahead. There’s a lot of 
unconscious bias out there about what makes someone good on 
a board or in the top leadership position. For example, one of the 
things boards will say all the time is ‘we want someone who can be a 
good collaborative board member’ – but then they seek to fill it with 
CEOs who have always done exactly what they individually want to 
do, rather than be a good collaborative member of the team. A lot of 
women who get to the top have done it in a more collaborative way. 
That’s a generalization and it’s not true of everyone, either men or 
women, but I do think there’s a perception that some women don’t 
show that clear authoritative visionary leadership because they’ve 
worked in a group, leading that group forward rather than being out 
in front. That works against women more than it does men.”

One thing that the Boardroom Ready Program may help with is 
breaking that chicken and egg cycle of needing boardroom experi-
ence to get a non-exec role. “Every time you do an interview for a board, 

the first question you have is ‘have you been on a board before?’,” said 
Smith. “Now I could at least say ‘no, but I’ve participated in this train-
ing initiative to give me familiarity with what sitting on a board would 
be like’.” She thinks that introducing more women to the boardroom 
through such programs will change the dynamic. She also thinks that 
board diversity could be enhanced if the generally accepted criteria for 
board positions were expanded to other C-suite experience beyond 
CEO and CFO roles, which are the most heavily male-dominated.

Andrews sees the Board Placement Initiative as a better way for 
women to break into boardroom ranks than using traditional search 
firms. “What makes it different is that it recognizes that many people in 
the database do not have prior board experience but still have all the 
skills that one would want to have to be on a board. I think being more 
targeted has made it more successful. It’s pretty hard actually to have 
a contact at an executive search firm because really they’re only inter-
ested in you when you are a match for a search they’re currently work-
ing on.” With search firms’ databases already populated with men with 
boardroom experience, women have a harder time getting noticed.

Both Andrews and Smith agree that LifeSci Advisors’ schemes were 
key to helping them secure board positions, and Bingham believes 
that such experience can also help women advance their careers 
further: “Getting that experience as a non-exec to have different ex-
periences and decisions and challenges on boards where they are 
not employees…sets them up much better to move up the career 
promotion ladder to bigger C-suite jobs and to become CEOs and 
chairmen of companies,” she said.  

Published online 9 March 2018

“We are very proud to receive the WuXi AppTec Biotech Company of the Year 
Award, which is an extraordinary distinction for us. Our last year was marked by 
important achievements such as concluding a deal with Genentech, a member 
of the Roche Group, further progression of our clinical pipeline and additional  
publications in Nature,  further supporting our scientifi c approach.”

Sean Marett, Chief Operating Offi cer of BioNTech

WuXi AppTec’s Biotech 
Company of the Year 
Award
The German company enjoyed a year of outstanding 
business and development achievements, including a 
landmark deal with Genentech for individualized mRNA 
cancer vaccines, in which the partners will equally 
share costs and profi ts. It also described in Nature the 
fi rst example of a clinically applicable and systemic 
mRNA cancer immunotherapy vaccine.

Scrip Awards
Winner 2017

Winner: BioNTech

Sponsored by

JN000 Scrip Awards 2017 Winner Advert M.indd   1 2018/03/14   19:26

scripintelligence.com


12   |   Scrip   |   16 March 2018 © Informa UK Ltd 2018

P B M S

Cigna/Express Scripts: The End Of The Standalone  
PBM Era
JESSICA MERRILL jessica.merrill@informa.com

Express Scripts Holding Co.– the larg-
est pharmacy benefit manager in the 
US, which has staked its reputation for 

lowering drug spending on a message of 
independence – is poised to be acquired by 
the health insurer Cigna Corp. for $67bn in 
cash and stock, including $15bn in Express 
Scripts debt. 

The news will reverberate across the 
pharmaceutical industry as stakeholders 
scramble to decipher what this latest con-
solidation in an ongoing wave will mean for 
the way drugs are managed and distributed 
to patients. One certainty is that the era of 
the independent PBM dominating drug dis-
tribution is over. 

Express Scripts emerged as the leader 
in the middleman business, managing the 
drug benefit and distribution for health 
plans and other third-party administrators. 
The company has held up its independence 
as a benefit to customers in the fight to 
lower drug spending, but the argument has 
drawn scrutiny more recently.

PBMs have worked aggressively to drive 
generic drug use and negotiate lower brand 
drug prices with manufacturers, but are 
now answering questions over the cut they 
take on drug price as profit and rebating 
practices that could incentivize them to sell 
higher-priced drugs to patients, who don’t 
typically receive the benefit of the rebate 
at point of sale. One of the largest insurers 
in the US – United Healthcare Services 
Inc. – recently announced it will redirect 
drug rebates to offset member costs at 
point-of-sale beginning in 2019.

As drug spending has increased, driven pri-
marily by specialty drugs, health plans have 
also woken up to opportunities to better 
manage costs by aligning medical and drug 
benefits and integrating claims data more ef-
fectively to make coverage and value-based 
reimbursement decisions for drugs. A wave 
of vertical integration has followed. 

Express Scripts has certainly changed its 
tune as the pressure has mounted. “PBMs 
can succeed in many different types of 
models, but it all comes down to the value 
they bring patients and clients, and we firm-

ly believe that this is the right deal for us, 
the clients we serve, and our shareholders,” 
Express Scripts CEO Tim Wentworth said in 
a joint conference call with Cigna announc-
ing the merger on March 8.

Cigna CEO David Cordani highlighted 
the opportunity to expand the insurer’s in-
tegrated health services and the opportu-
nity to have 1 billion customer touch points 
each year that will create value across the 
system. Cigna plans to establish a new busi-
ness unit that will offer pharmacy and spe-
cialty pharmacy services and health man-
agement to employees, health plans and 
government agencies.

Cigna already operates a small PBM, al-
though the addition of Express Scripts will 
greatly increase the size. Cigna’s PBM man-
ages 8.9m lives as of Dec. 31, 2017. Cigna 
also has some pharmacy benefit services 
under a contract with UnitedHealth’s Op-
tumRx. Wentworth is poised to stay on as 
president of Express Scripts under the own-
ership of Cigna.

Rival health plans that currently use Ex-
press Scripts services may be wary about re-
lying on a competitor for pharmacy benefit 
services, however. But Cordani and Went-
worth both said their respective companies 
have a track record of collaborations that 
involve data privacy, separate governance 
structures and firewalls. 

“We have many health plans that cross 
compete in certain markets, whether that’s 
the vertical that they’re in or the geography 
that they’re in, and we have deep experi-
ence and a proven track record of retaining 
those clients by virtue of dedicating a team 
to them,” Wentworth added.

VERTICAL INTEGRATION WAVE
Many of the biggest health plans are mov-
ing to integrate their own pharmacy benefit 
services. UnitedHealth has long operated 
the PBM OptumRx. More recently, 

CVS Health Corp., which operates the 
PBM Caremark, and Aetna Inc. announced 
a $69bn merger in December. Anthem an-
nounced plans to establish an internal PBM 
called IngenioRx in October when its 10-

year contract with Express Scripts expires 
on Jan. 1, 2020. Anthem is accusing Express 
Scripts of $3bn in pharmaceutical over-
charges in a lawsuit.

The loss of the Anthem business has been 
a big hit for Express Scripts, which has been 
trying to assure investors it would be able to 
fill the void. Anthem represented 19% of the 
company’s consolidated revenues in 2017. 

Cigna too has been looking for oppor-
tunities to get bigger through acquisition. 
The company was on target to be acquired 
by Anthem for $54.2m but the deal was 
blocked by federal regulators. 

Sweeping consolidation has been driven 
by rising healthcare costs and the pressure 
to wring out synergies, as well as defend 
against the potential for big disruption in the 
space if online retail giant Amazon dives in. 
In January, Amazon, Berkshire Hathaway and 
JPMorgan Chase & Co. jarred the industry 
with news of a partnership to work on ways 
to lower health care costs. Amazon had been 
rumored to be interested in Express Scripts.

Jefferies analyst Brian Tanqilut noted the 
success UnitedHealth has had with an inter-
nal PBM has driven interest from other pay-
ers to follow a similar integrated strategy, 
particularly when it comes to integrating 
medical and pharmacy data. 

“We view the deal as favorable as the in-
tegrated medical-pharmacy benefit gives 
Cigna a much more competitive offering in 
its domestic fully insured health plan busi-
ness, where medical and pharmacy claims 
are both paid by Cigna,” Deutsche Bank ana-
lyst Glen Santangelo said. 

With growing costs and increasing un-
certainty in healthcare, going it alone has 
become a daunting prospect. At least two 
small independent PBMs are still carrying 
the standalone torch – MedImpact, based 
in San Diego and the largest privately held 
PBM, and Navitus Health Solutions, head-
quartered in Madison, Wis. 

Express Scripts, based in St. Louis, was 
incorporated in 1986. It grew into a power 
player but morphed into a dominant leader 
with the acquisition of  rival Medco Health 
Solutions Inc. in 2012.  
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L E A D E R S H I P

Digital Gets Top Billing As Novartis CEO Wields 
Management Broom
KEVIN GROGAN  kevin.grogan@informa.com

Novartis AG has taken another sig-
nificant step in its aim to lead the 
digital revolution in healthcare with 

the appointment of chief digital officer Ber-
trand Bodson, who has only been with the 
company since January, onto its executive 
committee (ECN), the group’s main deci-
sion-making body. 

The appointment fits with new CEO Vas 
Narasimhan’s strategy of shaping Novartis 
into a data-centric, digitally enabled organi-
zation. Bodson will be on the ECN from April 
1, having joined Novartis on Jan. 1, and the 
Swiss major noted in a statement that he 
has already begun to shape the new digital 
organization across the group.

He comes with an impressive track 
record. Before becoming Novartis’ first 
chief digital officer, Bodson served as 
chief digital and marketing officer of 
Sainsbury’s Argos, where he led its trans-
formation from a traditional catalogue 
business to the third-largest online re-
tailer in the UK. 

Prior to that, he was executive vice 
president of the global digital business at 
EMI Music and also co-founded Bragster.
com, a social networking and content 
sharing website. Bodson, who earned a 
Master of Business Administration from 
Harvard Business School, has also held 
senior roles at Amazon.com Inc. and 
Novartis said he has been instrumental 
in “creating and implementing digital 
innovation and culture change across 
global companies.”

Bodson’s remit when he came into the 
Basel-based group was to help improve 
the way the Novartis uses data in drug 
discovery and development, engages 
with patients, doctors and other stake-
holders, as well as automating business 
processes. Announcing his appointment 
in August last year, then-CEO Joe Jimenez 
said that “this is not just about digital 
helping the business. Bertrand will help 
us transform our business model using 
digital technologies.”

His appointment onto the ECN clearly in-
dicates how serious Novartis is about digital. 

Bodson will be in a position to drive change 
across the business, and his experience out-
side pharma should bring some creative 
solutions to the firm’s efforts to improve ef-
ficiency and cost effectiveness. 

The company has signed a couple of 
high-profile deals recently that demon-
strate its commitment to digital in the clini-
cal space. Last week, Novartis expanded its 
alliance with Science 37 to launch up to 10 
new virtual trials using the latter’s technol-
ogy which uses mobile devices and tele-
medicine services and earlier this month it 
linked up with Pear Therapeutics Inc. in a 
prescription digital therapeutics collabora-
tion aimed at treating patients with schizo-
phrenia and multiple sclerosis.

As well as Bodson, Steffen Lang, global 
head of Novartis Technical Operations, and 
Shannon Klinger have also been appointed 
to the ECN. Klinger joined Novartis in 2011, 
as general counsel Sandoz US, then be-
came global head legal and general coun-
sel for the generics unit, before assuming 
her current role which has been expanded 
to chief ethics and compliance officer and 
head of litigation.

Narasimhan said that “we are making 
these changes to harness the full strength 
of Novartis as we build the leading medi-
cines company, powered by data and 
digital.” He added that the appointments 

of Bodson, Lang and Klinger to the ECN 
“will help us accelerate our efforts to lead 
in data and digital, increase our focus on 
operational execution, and reinforce our 
commitment to return more to society 
than we take.”

Novartis is not the only big pharma which 
has looked outside the industry for senior 
executives to help met their digital aspira-
tions. Last summer GlaxoSmithKline PLC 
CEO Emma Walmsley named Karenann 
Terrell, former chief information officer for 
Walmart, to the newly-created post of chief 
digital and technology officer.

In a further illustration of this changing 
of the guard at the top, Novartis also an-
nounced that André Wyss, president of No-
vartis Operations and country president for 
Switzerland, has decided to step down from 
the ECN and leave the group on April 1 to 
pursue his career elsewhere, after three de-
cades with the company.

As a result, Novartis Operations will be 
split into Novartis Technical Operations and 
Novartis Business Services. Philippe Barrois, 
the company’s head of corporate affairs, 
will lead the latter on an interim basis and 
an internal and external search for a new 
head has started. Matthias Leuenberger 
will assume the role of country president 
for Switzerland.  
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 L E A D E R S H I P

Gilead’s R&D Leadership Change Ends Bischofberger Era
MANDY JACKSON mandy.jackson@informausa.com

Gilead Sciences Inc. Executive Vice 
President-Research & Development 
and Chief Scientific Officer Norbert 

Bischofberger is moving on – though where 
he is going is not clear – after nearly three 
decades and the establishment of two multi-
billion-dollar franchises in HIV and hepatitis C. 

Bischofberger leaves the R&D pipeline 
in the hands of two Gilead veterans as the 
company works to diversify its holdings: 
Executive Vice President-Clinical Research 
John McHutchison will be appointed chief 
scientific officer and assume responsibility 
for the R&D organization, while Executive 
Vice President-Clinical Research & Devel-
opment Operations Andrew Cheng will be 
appointed chief medical officer and have re-
sponsibility for the company’s HIV portfolio. 

The changes go into effect at the end of 
April, though Bischofberger will remain with 
Gilead through July, the company said on 
March 12.

Jefferies analyst Michael Yee said in a 
same-day note about various biopharma-
ceutical company announcements that Gil-
ead’s management changes were “not that 
surprising to us.”

Yee wrote that “we believe Gilead is tran-
sitioning to a new era from antivirals and 
small molecules to new areas in inflamma-
tion, [non-alcoholic steatohepatitis (NASH)] 
and, of course, [chimeric antigen receptor 
T-cell (CAR-T)]/cancer, and with new mo-
dalities in biologics, etc. – and much more 
needed business development (which has 
lagged its peers).” 

He said the management change does 
not alter Jefferies’ view of Gilead’s stock, 
which should move higher in 2018 and 
2019 on the heels of changes occurring dur-
ing the past few years that will lead to better 
performance in the next few years. 

Investors appeared to be similarly optimis-
tic, since the company’s share price closed 
0.4% higher at $81.06 per share on March 12. 
The stock is trading toward the high end of 
its 52-week range of $63.76 to $89.54.

BISCHOFBERGER MOVES ON
Gilead did not indicate what kind of changes 
are in store for Bischofberger, but President 
and CEO John Milligan thanked the long-
time R&D executive for his service in the 

company’s statement and wished Bischof-
berger “all the best in the next phase of his 
professional career,” suggesting that he is 
moving on to a new opportunity, not retiring. 

Bischofberger joined Gilead in 1990 – just 
three years after the company was estab-
lished, two years before it went public and 
11 years prior to its first antiviral therapy to 
treat HIV. That drug, Viread (tenofovir), has 
since become the backbone of various 
multi-drug HIV treatments, and the com-
pany has introduced a next-generation ver-
sion known as TAF that’s part of the newly 
approved drug Biktarvy.

Bischofberger was named executive vice 
president in 2000, just a year shy of Viread’s ap-
proval, and added the chief scientific officer 
title in 2007 – the year that Letairis (ambrisen-
tan) for pulmonary arterial hypertension was 
approved in the US and the HIV combo drug 
Atripla (efavirenz, emtricitabine and tenofovir) 
was approved in the EU and Canada (it was 
approved in the US in 2006). In total, 25 drugs 
were approved during his time at Gilead.

“There are few people across the en-
tire biopharmaceutical industry who have 
had the kind of impact Norbert has had 
on transforming the treatment of serious 
diseases, or who have demonstrated his 
depth of understanding of and caring for 
the needs of people living with those dis-
eases,” Milligan said. 

HCV HERALDED PERIOD  
OF CHANGE
Gilead has been through a whirlwind of 
change since its acquisition of Pharmas-
set Inc. in 2011 to establish the company’s 
blockbuster hepatitis C virus (HCV) fran-
chise: Sovaldi (sofosbuvir) approved in the 
US in 2013, followed by Harvoni (ledipasvir 
and sofosbuvir) in 2014, Epclusa (sofosbuvir 
and velpatasvir) in 2016 and Vosevi (sofos-
buvir, velpatasvir and voxilaprevir) in 2017.

Each drug in the HCV business was an 
instant blockbuster and each one cannibal-
ized the sales of its predecessor. Adding in 
competing products from AbbVie Inc., Mer-
ck & Co. Inc. and Johnson & Johnson and in-
tense pricing pressure from payers, Gilead’s 
HCV franchise continues to bring in billions 
of dollars in revenue, but sales growth has 
moderated. The company remains a market 

leader in HCV, but Vosevi is its last R&D en-
deavor in that disease.

Gilead reported $25.7bn in 2017 revenue, 
down from $30.6bn in 2016 due in large 
part to declining HCV product sales, which 
totaled $9.1bn last year versus $14.8m in the 
prior year. The company forecast $3.5bn to 
$4bn in 2018 HCV product sales, but antici-
pates $1.2bn to $1.5bn in sales growth for 
its HIV and hepatitis B drugs, which brought 
in $14.2bn in 2017 versus $12.9bn in 2016.

This year will be the first full year of sales 
for the CAR-T therapy Yescarta (axicabta-
gene ciloleucel), which Gilead gained last 
year in its $11.9bn acquisition of Kite Phar-
ma Inc. – an investment that’s meant to 
expand the company’s oncology business 
and serve as the foundation of a new cell 
therapy platform.

NEW LEADERSHIP FOR NEW 
GROWTH
Gilead already brought in new leadership to 
help the company shape its R&D priorities in 
oncology when it hired Novartis AG veteran 
Alessandro Riva as executive vice president 
for oncology therapeutics in January 2017 
to assess the existing portfolio, and bring in 
new oncology and hematology assets. 

Newly promoted McHutchison joined 
Gilead in 2010 as senior vice president over-
seeing liver disease therapeutics and was 
named executive vice president for clinical 
research in 2014; his tenure to date included 
the approval of five medicines for HCV and 
hepatitis B as well as the establishment of a 
multi-drug NASH portfolio.

Cheng joined the company in 1999 to 
lead development-stage HIV/AIDS pro-
grams, adding oversight of development 
operations in 2009 and gaining the execu-
tive vice president title in 2015. 

Gilead told Scrip that Cheng will take on 
the new role as CMO, reporting to John 
Milligan. “We will benefit from his con-
tinued oversight of the HIV therapeutic 
area and from the expertise he will bring 
in clinical research to the Medical Affairs 
organization. This is a newly created role, 
reflective of Gilead’s growth and the in-
creasing complexity of the areas in which 
we work,” Cheng said.  
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A C C  M E E T I N G 

Bristol/Pfizer’s Eliquis Better For Preventing Strokes 
And Bleeding In Large Real-World Trial
EMILY HAYES emily.hayes@informa.com

Bristol-Myers Squibb Co./Pfizer Inc. say that atrial fibrillation 
patients treated with their novel oral anticoagulant Eliquis 
(apixaban) had significantly fewer strokes with significantly 

lower major bleeding rates compared with competitors in the real-
world, retrospective ARISTOPHANES study of 162,707 anonymized 
patient records.

Results were presented March 11 at the American College of Car-
diology annual meeting in Orlando. 

The data are important for all people involved in anticoagulation 
treatment, “meaning payers as well as the scientific community as 
well as the patients,” Christoph Koenen, head of cardiovascular devel-
opment at Bristol, told Scrip.

Four novel oral anticoagulants (NOACs) have been approved 
for the US market since 2010, three of which are Factor Xa inhibi-
tors – Eliquis, Bayer AG/Johnson & Johnson’s Xarelto (rivaroxaban) 
and Daiichi Sankyo Co. Ltd.’s Savaysa (edoxaban). Boehringer In-
gelheim GMBH’s direct thrombin inhibitor Pradaxa (dabigatran) is 
also approved. Prevention of stroke in patients with nonvalvular atrial 
fibrillation is a leading indication for the anticoagulants.

Xarelto and Eliquis are by far the world leaders of the NOACs, with 
global sales of $5.6bn and $4.9bn, respectively, in 2017. The drugs 
are thought to be safer than the traditionally used warfarin, but the 
lack of an antidote in emergencies for Factor Xa inhibitors has been 
a cause for concern. 

Portola Pharmaceuticals Inc. has developed AndexXa (andex-
anet alfa) as an antidote for all of the Factor Xa inhibitors, but it has 
had some setbacks gaining acceptance on the market; the company 
is presenting additional data at the ACC meeting, which is being held 
March 10-12 in Orlando.  Boehringer has an approved antidote for 
Pradaxa called Praxbind (idarucizumab) and also will be releasing 
data at the ACC meeting. Nevertheless, some payers have selected 
Xarelto and Eliquis for their beneficiaries and have excluded Pradaxa, 
and some Medicaid programs prefer Xarelto and Eliquis. 

ELIQUIS PERFORMS WELL IN REAL WORLD 
The ARISTOPHANES study retrospectively analyzed the use of anti-
coagulants with data drawn from five large databases: Centers for 
Medicare and Medicaid Services Medicare data, Truven MarketScan 
Commercial Claims and Encounter and Medicare Supplemental and 
Coordination of Benefits Database, the IMS PharMetrics Plus Data-
base, the Optum Clinformatics Data Mart, and the Humana Research 
Database. In total, the plans cover more than 180m beneficiaries an-
nually, the companies noted.

Many real-world studies have been done on the new anticoagu-
lants, but most used single data sources rather than data from mul-
tiple sources, Pfizer and Bristol noted.

Bristol and Pfizer presented rates of stroke and stroke/systemic 
embolism (SE) as well as major bleeding after one year of starting 
therapy, from a total of 194,532 patients treated with Eliquis, Xarelto 
or Pradaxa from Jan. 1, 2013 through Sept. 30, 2015. The company 

did not break down results by the type of stroke or bleeding. Eliquis 
has been associated with better safety, which has translated into 
fewer hemorrhagic strokes, in the past.

In an analysis of Eliquis vs. Xarelto including a total of 125,238 
patients, Bristol and Pfizer reported that Eliquis was associated 
with a significant, 17% lower rate of stroke and systemic embo-
lism (p=0.004) and 46% less major bleeding (p=<0.001) com-
pared with Xarelto. 

The analysis of Eliquis vs. Pradaxa included 55,076 patients. Com-
pared with Pradaxa, the stroke/systemic embolism rate was 31% 
lower (p=<0.001) and major bleeding was 33% lower (p=<0.001).

The companies also did an analysis of Pradaxa vs. Xarelto and con-
cluded that the rate of major bleeding was 33% lower with Pradaxa, a 
statistically significant result, but the rate of stroke and systemic em-
bolism was numerically higher, in fact, 18% higher.

Bristol and Pfizer have also analyzed results for the novel antico-
agulants compared with warfarin and will be publishing that data at 
a later date. Compared with warfarin, the stroke/systemic embolism 
rate with Eliquis was 38% lower and the major bleeding rate was 33% 
lower, both significant results. Pradaxa was associated with a stroke 
rate that was 15% lower and major bleeding rate 29% lower com-
pared with warfarin. Xarelto was found to have a significantly lower 
rate of stroke and systemic embolism – 24% –  but also a significantly 
higher rate of major bleeding –  9% – compared with warfarin.

Bristol’s Koenen commented that the study methods were rig-
orous and the study numbers were large, so the data reinforce re-
sults from randomized trials that supported initial approval as well 
as observational studies based on just one dataset.  ARISTOPHANES 
“shows how robust the body of evidence we have generated with 
Eliqus now is,” the exec said.

WHAT ABOUT COSTS?
All of the stroke/SE and major bleeding endpoints in the ACC presen-
tation were defined based on primary/first-listed diagnosis of hospi-
talization. The future direction of ARISTOPHANES will focus on evalu-
ation of stroke/SE and major bleeding in high-risk patient subgroups, 
according to the companies.

“While it is a safe assumption that fewer hospitalizations would 
reduce costs, it is difficult to pool cost data across multiple databas-
es as there are variations across databases in how cost is reported,” 
Bristol explained. 

One important advantage of NOACs over warfarin – in addition to 
shorter half-life, which minimizes the risk of bleeding – is that it is not 
necessary to routinely perform international normalized ratio (INR) 
testing. However, while this is cumbersome, payers in Europe have 
found that eliminating this testing doesn’t mean that anticoagulants 
provide cost benefits to healthcare systems.

There is a high degree of comparability for data in the US and Eu-
rope, so the results should be meaningful in both regions, Koenen said.

CONTINUED ON PAGE 16
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A C C  M E E T I N G 

PCSK9 Turning Point? Sanofi/Regeneron Dangle Lower 
Price Carrot For Praluent
EMILY HAYES emily.hayes@informa.com

Sanofi/Regeneron Pharmaceuticals Inc.’s release of the OD-
YSSEY outcomes data for Praluent (alirocumab) may be usher-
ing in a new era for PCSK9 inhibitors, for treatment of the high-

est risk people at the lower cost ever, and with fewer headaches for 
prescribing doctors.

The ODYSSEY trial tested Praluent against placebo in 18,924 pa-
tients who had a recent acute coronary syndrome (ACS) event, most 
of whom (89%) were on high intensity statin treatment. Patients 
were followed for up to five years. Those on the test drug had a 
significant, 15% lower rate of major adverse cardiovascular events 
(MACE), which included heart attack and stroke and unstable angina 
requiring hospitalization, satisfying the primary endpoint, Sanofi and 
Regeneron reported on March 10 at the American College of Cardiol-
ogy (ACC) annual meeting in Orlando. 

Importantly, Praluent was associated with a significantly lower risk 
of all cause mortality – a 15% reduction – and a numerically lower 
(8%) rate of deaths related to coronary heart disease (CHD).

However, the all-cause mortality benefit was only nominally sig-
nificant, as per the study design’s hierarchical analysis it was depen-
dent on first proving a significant reduction in deaths related to heart 
disease.

The classification of why a patient dies is sometimes very difficult – 
in the case of a sudden death, for example, it may be unclear wheth-
er it is from a cardiovascular cause, Eric Peterson, director of the Duke 

Clinical Research Institute, explained during Sanofi/Regeneron’s joint 
investor call on March 10. 

Amgen Inc.’s competing PCSK9 inhibitor Repatha (evolocumab) 
showed a similar MACE benefit in the FOURIER outcomes study – 
15%  –  but not a mortality benefit. However, there were a number of 
important differences in the trial design, including shorter follow-up 
and a lower-risk population relative to ODYSSEY.

In ODYSSEY, patients who had LDL-C levels at 100 mg/dL or more 
benefited the most from treatment, with a 24% lower MACE rate, ac-
cording to a pre-specified analysis. Praluent was also associated with 
a 29% lower rate of death from any cause in a post hoc analysis of 
this subgroup.

Sanofi/Regeneron described the study’s safety data as “remarkably 
clean.” There had been concerns about diabetes, cataracts and neu-
rological deficits, but rates on all of these were numerically lower for 
Praluent compared with placebo, Peterson noted. There was a slight 
increase in injection site reactions, but the overall rate was low.

CUTTING PRICES
Sanofi also announced on March 10 that it would be lowering the 
price of treatment and aligning it with the conclusions of the Insti-
tute of Clinical and Economic Review (ICER), the independent drug 
pricing review body, which got the ODYSSEY data in advance and 
performed a new value benchmarking analysis. 

HUNGRY FOR REAL-WORLD DATA
The ARISTOPHANES study is part of the Bristol/Pfizer alliance’s real-
world, retrospective data-gathering program ACROPOLIS, which 
involves outcomes-based analyses from more than 16 databases 
around the world, including medical records, medical and pharmacy 
health insurance claims data, and national health data systems.

Across therapeutic areas, there has been enormous effort going 
into studies comparing various pharmaceuticals in real-world set-
tings, including GlaxoSmithKline PLC’s Salford Lung study of chron-
ic obstructive pulmonary disease in the UK.

Roche’s $1.9bn acquisition in February of the cancer-focused tech-
nology firm Flatiron Health Inc. illustrates the importance compa-
nies are placing on patient data.

Since the anticoagulants were approved in 2010/2011, an enormous 
amount of real-world data has been published.  This includes the FDA’s 
own analysis of the mini-Sentinel pilot program, which included data 
for 126 million lives and found that gastrointestinal and bleeding rates 
were two to three times higher with warfarin compared with Pradaxa.

JANSSEN WEIGHS IN
Janssen notes that more than 196,000 people have been evaluated 
in published real-world research of its Xarelto across all six of its indi-
cations in the US, “making it the most studied oral Factor Xa inhibitor 
in the world today.”

Janssen also noted that real-world studies may be more represen-
tative of a broad population compared to clinical trials, but they have 
limitations and can have biases that may not be controlled with sta-
tistical techniques.

The company highlighted conflicting results from what it sees as 
two important independent trials.

A study from the Mayo Clinic’s Peter Noseworthy and colleagues 
published in CHEST in December 2016 demonstrated superiority 
of Xarelto vs. Pradaxa in ischemic stroke reduction – in particular, in 
patients with a CHA2DS2-VASc score in the 2-3 range, similar to the 
population studied in ARISTOPHANES. 

But a Mayo Clinic cohort study presented at the American Heart 
Association annual meeting in 2017, which assessed the impact of 
dosing on stroke/systemic embolism and major bleeding, showed a 
five-fold higher increase in stroke/SE and similar risk of major bleed 
of reduced dose vs. standard dose apixaban in patients defined as 
potentially under-dosed. 

“This difference in outcomes was not observed with ‘potentially 
under-dosed’ patients who received reduced dose vs. standard dose 
rivaroxaban. Given that the real-world use of reduced dose rivar-
oxaban and apixaban appears to be similar at about 20% and 22%, 
respectively, these results may be considered when evaluating the 
real-world impact of reduced dose apixaban on net clinical benefit 
reflected in ARISTOPHANES,” Janssen said.  
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The wholesale acquisition cost for both PCSK9 inhibitors is $14,500 
per year, but the sponsors have been offering substantial discounts. In 
a March 12 note, ISI Evercore analyst Umer Raffat concluded that the 
sales figures for the second half of 2017 suggest an annual net price 
of about $8,000 for PCSK9 inhibitors.

ICER concluded that the range for the net price for Praluent for 
high-risk patients with LDL of at least 100 mg/dL despite intensive 
statin therapy should be from $4,500 to $8,000 per year, depending 
on risk, with the highest-risk patients at the upper end.

“The higher end of the price range would likely apply if treated 
patients more closely approximate those in the clinical trial, and the 
lower end of the price range would likely apply if treated patients 
have the range of comorbidities – and therefore the risk of death from 
non-cardiovascular causes – of the broader population of patients in 
the US who have had an acute coronary event in the past year and 
have continued elevated LDL-C,” ICER said in a statement on March 10. 

For those who have had an acute coronary syndrome and event 
in the past year and an LDL-C ≥70 mg/dL, ICER concluded the value 
price range is from $2,300 to $3,400 per year.

ICER’s findings for Amgen’s Repatha remain unchanged. Due to 
the lack of mortality benefit and no trend for benefit for those with 
higher LDL-C, ICER concluded the value pricing range for Repatha is 
$1,700 to $2,200 per year.

Sanofi and Regeneron pledged that they will apply a “precision 
medicine” approach in line with ICER’s analysis with US payers “that 
agree to reduce burdensome access barriers for high-risk patients.”

Describing himself as an optimist, Regeneron CEO Leonard Schle-
ifer said during the investor call that he believes payers will see the 
data and realize that covering the drug is the right thing to do.

“We put out the carrot and we hope they will respond. We hope 
there’ll be a wave of payers to do this, and we’ll just have to see how 
it works. The phones are already starting to buzz at Sanofi and Regen-
eron, so we’ll see what happens,” Schleifer said.

The partners want to improve access to high-risk patients immedi-
ately so that there is more prescribing of Praluent to those patients, 
said Marion McCourt, head of commercial at Regeneron. “How that 
plays out in terms of volume changes, patient access, pricing per pay-
er, is something that is going to take some time to see,” McCourt said.

Jefferies analyst Michael Yee commented in a March 11 note that 
net pricing could come down to $4,000 to $5,000 per year.

However, Sanofi CEO Olivier Brandicourt said that the companies 
are not committing to the entire cost-effectiveness price range. 
Where the price falls depends on the level access the companies can 
get with individual payers, he said.

Each year in the US, 300,000 to 400,000 people have ACS events 
and LDL of at least 100 mg/dL despite being on statins. ISI Evercore’s 
Raffat noted that the prevalence is 3.5m to 4.5m in the US and pene-
tration of just 10% penetration of this particular market and $6,000 an-
nual pricing could bring in $2.5bn in sales for the class in the US alone.

Using the proposed discounted price and the high-risk group with 
LDL of at least 100 mg/dL, the number needed to treat to prevent 
one death is about 30 and “the cost ranges from $650,000 to $1.3mm, 
which should be compelling to most payers,” Leerink Swann analyst 
Geoffrey Porges said in a March 11 note. 

It’s unclear whether Amgen could target a population with higher 
LDL, because a difference in performance based on baseline LDL was 
not reported in FOURIER.

CHUMMING WITH ICER
Sanofi/Regeneron’s engagement with ICER got mixed reviews, as 
some fear that the strategy gives too much power to the compara-
tive effectiveness group, which could present problems with launch-
es of other products down the line.

Roger Longman, CEO of the reimbursement intelligence firm Real 
Endpoints, sees the decision to lower price in line with ICER as a 
smart move, noting the PCSK9 inhibitors have been challenged in 
their commercial success at least in part because payers have not 
been convinced of the value. 

The new view on pricing corrects a big mistake made in 2015 to 
launch at the price of almost $14,500, in Longman’s view. At that time, 
“the pharmaceutical industry in general had still not understood the 
power of the payers and the resistance to continued increases in spe-
cialty pharmaceutical costs,” he said.

However, it remains to be seen the extent to which payers remove 
barriers to access. Requirements for documentation of things like 
prior statin use to justify a PCSK9 script have proven onerous in the 
market. While payers are likely to lower restrictions, the “data for Pralu-
ent still isn’t strong enough for payers to have to allow this drug to be 
relatively freely dispensed,” Longman said.

Payers may still be concerned about cost as even with a lower 
price tag, the amount could add up over time, Biomedtracker ana-
lysts commented.

“Moreover, if the contracts are for higher-risk patients, they would 
likely still want some type of prior authorization to document who 
those patients are. Hence there could still be some hassles for physi-
cians, though lower barriers could well increase demand. For remov-
al of prior authorization altogether, payers may well require volume 
discounts, to ensure their losses would be limited,” the Biomedtracker 
analysts concluded.

ROOM TO GROW
There is much room for sales to grow. Amgen reported $319m in 
2017 and Sanofi reported €171m ($211m).

Jefferies’ Yee said that the positive Praluent outcomes data further 
confirms the LDL hypothesis and should accelerate ACC cholesterol 
guideline revisions for PCSK9 inhibitors as early as fall 2018 and help 
increase payer/patient access for the entire PCSK9 class.

Amgen’s Repatha had benefited from positive results in the FOU-
RIER study in March 2017 and a change in labeling at the end of the 
year to incorporate the outcomes benefit; analysts see ODYSSEY as a 
chance for Praluent to regain market share.

Amgen said in a statement about ODYSSEY that it was “delighted” 
to have yet another longer-term outcomes study that definitively 
shows that lowering LDL cholesterol through PCSK9 inhibition, be-
yond what is currently achieved with maximally tolerated statins, 
significantly reduces major cardiovascular events.

The company added that it is actively working with insurers to im-
prove patient access, though it declined to provide specifics on price.

“Over the last several weeks, we have been in negotiations with 
insurers and have offered dramatic reductions in price for those who 
significantly improve access. We all need to do our part to identify 
new solutions which will improve access and affordability for these 
high-risk patients, and we stand ready to work with others in the 
healthcare system to make progress together,” Amgen said.  
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Esperion’s Oral Bempedoic Acid Passes First Phase III 
Cholesterol Test
EMILY HAYES emily.hayes@informa.com

Esperion Therapeutics Inc.’s oral, 
once-daily bempedoic acid delivered 
its first set of positive Phase III results 

for LDL cholesterol reduction, in a trial done 
in statin intolerant patients,though there still 
are questions about how the drug would be 
received by payers if it does ultimately get to 
the market.

Esperion plans to report results this year 
from all five pivotal studies in the Phase III 
CLEAR development program for bempe-
doic acid, which inhibits ATP citrate lyase, 
an enzyme on the cholesterol biosynthesis 
pathway. Development includes a fixed-
dose combination with Merck’s oral Zetia 
(ezetimibe), a commonly used alternative to 
statins that inhibits cholesterol absorption 
and which is now available in generic form. 

Ezetimibe provides about 15% to 20% 
LDL cholesterol lowering, but that may not 
be enough to get patients to treatment 
goals, depending on what level of lowering 
patients are getting from statins.

Esperion reported positive top-line results 
on March 7 from Study 4 (also called 1002-
048) of bempedoic acid in reducing LDL-
cholesterol over 12 weeks in 269 patients 
with atherosclerotic cardiovascular disease 
(ASCVD) or at high risk for ASCVD and who 
had a hard time tolerating statins. The trial 
compared bempedoic acid to placebo, 
both on top of ezetimibe and, for some pa-
tients, the lowest dose of a statin.

In the bempedoic acid arm, the reduc-
tion in LDL – the primary endpoint – was 
more than 28% versus an increase of 5% for 
placebo. The company also reported that in 
the bempedoic acid arm there was a 33% re-
duction in high sensitivity C-reactive protein 
(hsCRP), a marker of underlying inflammation 
in cardiovascular disease and a secondary 
endpoint in the study, versus an increase of 
2% for placebo. Both were significant results.

The use of hsCRP as a marker of inflam-
mation has been controversial in the past, 
but gained some credibility with the 2017 
release of positive results from Novartis 
AG’s 10,000-patient CANTOS Phase III out-
comes study of its inflammation-targeting 
IL-1β inhibitor ACZ885 (canakinumab) in 

atherosclerosis. Novartis is pursuing a label-
ing claim based on inflammation to target 
the drug to patients with heart disease 
based on those data.

To date, no drug has been granted such a 
labeling claim – AstraZeneca PLC’s Crestor 
(rosuvastatin) expanded its labeling in 2010 
to include patients at risk of events based on 
hsCRP, but labeling does not cite a benefit.

Esperion’s Marianne Andreach, senior 
vice president of product planning, said 
during a March 7 investor call that the out-
come of Novartis’  bid could have an impact 
“further down the road on the regulatory 
authorities’ willingness to reference hsCRP 
as part of a label.”

The company expects to submit filings 
for bempedoic acid and a bempedoic 
acid/ezetimibe pill in the US and Europe 
in the first two quarters of 2019, prior to 
the availability of cardiovascular outcomes 
data in 2022.

CEO Tim Mayleben said that based on 
interactions with regulatory authorities, the 
company remains confident that the LDL 
cholesterol-lowering labels for bempedoic 
acid and the bempedoic acid/ezetimibe 
combination pill will be highly similar to 
the initial LDL cholesterol-lowering labels 
granted to injectable PCSK9 inhibitors. Both-
Sanofi/Regeneron Pharmaceuticals Inc.’s 
Praluent (alirocumab) and Amgen Inc.’s Re-
patha (evolocumab) were approved initially 
as add-on therapies for high risk patients 
not able to get adequate LDL reduction 
with available therapies, prior to the avail-
ability of outcomes studies. 

HOW TO PLEASE PAYERS?
Bempedoic acid is being positioned as an 
add-on therapy to statins and other oral 
cholesterol-reducing medicines for patients 
who are not able to reach targets despite 
many available therapies – some 12.1m pa-
tients in the US and 28.6 to 30.6m in the US, 
Europe and Japan, according to the compa-
ny’s estimates. Like the developers of inject-
able PCSK9 inhibitors, the company’s pivotal 
program covers a range of populations, in-
cluding those who are statin-intolerant.

“The vast majority of patients need less 
than 30% additional LDL cholesterol lower-
ing to achieve their treatment goal. And this is 
truly the sweet spot for bempedoic acid and 
the bempedoic acid/ezetimibe combination 
pill, which are convenient, once-daily oral pills, 
complementary to all standard-of-care oral 
therapies that have consistently delivered LDL 
cholesterol lowering of 20% to 50%. In today’s 
environment, we know that payers will pay 
for therapies to help patients reach their treat-
ment goals, but not necessarily exceed their 
LDL cholesterol-lowering treatment goals,” 
Mayleben told the investor call.

The potential population size is indeed 
attractive, but that doesn’t mean it’s easy to 
tap into. Injectable PCSK9 inhibitors demon-
strated robust LDL lowering, but have had a 
very hard time breaking into the market. To 
be sure, the high $14,000 launch price tag 
at launch has been a barrier, but the drugs 
reportedly have been selling closer to the 
$8,000-$9,000 range in the US when rebates 
are included.

Amgen’s Repatha demonstrated an out-
comes benefit in the FOURIER outcomes 
study, released in March 2017, which was 
an important development, but there’s still 
a long way to go – sales of Repatha were up 
by 126% in 2017 at $319m for the year.

Results for Sanofi/Regeneron’s Praluent in 
the ODYSSEY outcomes study are slated for 
release on March 10 at the American College 
of Cardiology annual meeting in Orlando.

Mayleben has said that the company is 
planning to charge a list price of $9 or $10 
a day ($3,285 to $3,650 per year) for bem-
pedoic acid and that’s clearly lower than 
the biologic PCSK9s, but it’s questionable 
whether it will be low enough.

Roger Longman, CEO of reimbursement 
specialist consultancy Real Endpoints has 
noted adherence has been a big issue for 
payers and that new products on the market 
will need to address that issue, in addition to 
pricing their drugs more competitively.

SOLID START IN PHASE III
Nevertheless, the release of positive Phase III 
data in Study 4 is a good start and analysts 

mailto:emily.hayes@informa.com


scrip.pharmaintelligence.informa.com 16 March 2018   |   Scrip   |   19

A C C  M E E T I N G / D E A L S

viewed the results as in line with expecta-
tions, based on Phase II data.

In addition to the efficacy data, the drug 
also was well-tolerated, with similar rates of 
muscle-related adverse events, serious ad-
verse events and treatment-related adverse 
events in the bempedoic acid versus pla-
cebo arms, the company reported.

Esperion did report that two patients 
had increases in ALT/AST liver function 
tests of greater than three times the upper 
limit of normal.

However, the company pointed out that 
of 919 patients evaluated to date in Phase II 
and the first Phase III study, only six or 0.65% 
had elevations in liver function tests.

“This rate of elevations in liver function 
test is consistent with the rate observed in 
Phase II clinical trials and with all other previ-
ously approved oral LDL-C-lowering thera-
pies, including statins and ezetimibe,” Esper-
ion said in its statement about the data.

Needham & Co. analyst Chad Messer said in 
a March 7 note that the incidence of liver func-
tion elevations for bempedoic acid was well 
within the labeled incidence for approved 
statins, which range from 0.2% to 2.3%.

Credit Suisse analyst Martin Auster said 
in a March 7 note that overall the data 
bodes well for the cardiovascular outcomes 
study as the populations were similar, that 
is, statin-intolerant patients with a baseline 
LDL-C level of about 135 mg/dL.

The overall pivotal Phase III program in-
cludes five studies of 4,000 patients and 
important data releases are coming up. 
Also, results from an exploratory study of 
bempedoic acid with PCSK9 inhibitors are 
expected this month. 

Two pivotal trials are set to report in May – 
Study 1, a one-year safety trial in patients with 
ASCVD on maximally tolerated statins, and 
Study 3, which is another study of patients 
with statin intolerance. Whereas the just-re-
ported Study 4 used what the company sees 
as a real world definition of statin intolerance, 
that is those who were not reaching targets 
after trying one statin, Study 3 applied a defi-
nition preferred by regulators, that is those 
who failed at least two statins, including one 
at the lowest dose.

Results for the bempedoic acid/ezetimibe 
fixed combination in the pivotal 1002FDC-
053 study are expected in August, followed 
by Study 2 of patients with ASCVD on maxi-
mally tolerated statins in September.  
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More Deals Like Loxo On The Cards 
As Bayer Ups Ante In Oncology
LUCIE ELLIS lucie.ellis@informa.com

Bayer AG has high hopes to be a key 
player as next generation immuno-
oncology candidates approach the 

market; successfully launching larotrectinib 
as soon as possible with its partner Loxo 
Oncology Inc. is a first major test for Bayer’s 
IO outlook. The German big pharma is also 
looking for external development candi-
dates to supplement its pipeline as its key 
growth products, such as Xarelto (rivaroxa-
ban), creep closer to their patent cutoffs. 

Bayer entered a global collaboration with 
Loxo in November 2017 for larotrectinib 
(LOXO-101), an oral, potent and selective 
inhibitor of tropomyosin receptor kinases 
(TRK). Under this agreement, Loxo is respon-
sible for global development and US regula-
tory activities, while Bayer has taken charge 
of ex-US regulatory activities. However, Bay-
er will lead commercialization for the drug 
worldwide, and co-promote the product in 
the US.  The pair will share commercial costs 
and profits on a 50/50 basis.

Head of Bayer pharmaceuticals Dieter 
Weinand told Scrip on the sidelines of the 
company’s full year 2017 earnings confer-
ence in Leverkusen, Germany, that Bayer 
hoped to have US approval for larotrec-
tinib this year. “Certainly, we will be ready to 
launch this year,” if the regulatory proceed-
ings conclude quickly, he said.

“It would be irresponsible not to make a 
product with an 80% response rate available 
to patients; the response rate is very dramat-

ic,” Weinand said. “We will focus on getting 
larotrectinib to market as fast as we can.” 

Larotrectinib (LOXO-101) was purpose-
built to target TRK, turning off the signaling 
pathway that allows TRK fusion cancers to 
grow. The US FDA has granted larotrectinib 
orphan drug designation for the treatment 
of solid tumors harboring NTRK-fusion pro-
teins. Additionally, the FDA gave the drug 
breakthrough therapy designation for the 
treatment of unresectable or metastatic sol-
id tumors with NTRK-fusion proteins in adult 
and pediatric patients who require systemic 
therapy and who have either progressed 
following prior treatment or who have no 
acceptable alternative treatments.

Loxo initiated a rolling new drug appli-
cation (NDA) for larotrectinib in December 
2017. This is expected to be complete in the 
first half of 2018. Furthermore, a marketing 
authorization application (MAA) submission 
in Europe is expected this year.

Weinand has high expectations for Bayer 
to be a bigger player in the next wave of 
immuno-oncology innovation. He cited the 
company’s deal with Loxo as an example 
of how Bayer is putting more cash in IO. He 
said that at the time of agreeing its collabo-
ration with Loxo, Bayer was not aware of 
who the other bidders were for the emerg-
ing IO company. “It was the usual big players 
like Novartis AG, yet we were able to get 
that deal,” Bayer’s pharma chief said. “We got 

 Dieter Weinand, Kemal Malik and Werner Baumann at Bayer’s annual results conference in Leverkusen
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a very reasonable deal that was win-win for 
both companies and a good strategic fit for 
both of us.”

Bayer paid $400m upfront for the joint US 
rights and ex-US rights to larotrectinib and 
will pay certain milestone and royalty fees 
to Loxo; the partnership also includes LOXO-
195, a next-generation TRK inhibitor for which 
Phase I data are expected later this year. 

Analysts are predicting a US approval for 
larotrectinib in the third quarter of this year. 
By 2025, the drug is expected to see sales of 
$1bn globally. 

PLAYING IN THE BIG LEAGUES
In December 2016, Bayer separated its on-
cology R&D activities from the rest of the 
development division, a setup it calls the 
Oncology Strategic Business Unit. 

“We used to develop oncology products 
like cardiovascular products, Phase I, fol-
lowed by Phase II, followed by Phase III – 
that’s not how you do oncology research,” 
Weinand said. For example, he noted Bayer 
is conducting basket trials for some of its 
cancer therapies. In these trials, “wherever 
you see a signal in Phase I, you immediately 
take the patients with that particular cancer 
and expand the Phase I into a Phase II with 
registration intent,” he said, noting that with 
Phase II data it is possible to get approval in 
the US with a post-marketing commitment. 

“Our old setup was not conducive to on-
cology product development, so we sepa-
rated that out,” Weinand said. 

So, where does Weinand see Bayer within 
the highly competitive and evolving oncol-
ogy market? “Will we be the next Novartis 
across all of oncology? No,” he said. “But we 
have a unique position and capability that 
will allow us to achieve leadership in partic-
ular areas, similar to what we have with our 
radiotherapeutic platform.”

Weinand also hopes to see Bayer lead in 
some cancer areas when it comes to the 
next wave of innovation for immunothera-
pies. “We are making good progress there, 
because the current immunotherapies 
only benefit around 30% of patients, which 
leaves a lot of patients vulnerable,” he said, 
again nodding to larotrectinib as a central 
product for Bayer’s oncology strategy. 

“Two things we have always said: we want 
to build a stronger presence in the US and 
we want to continue evolving our strengths 
in oncology,” Weinand said, “We want to 

augment our internal oncology efforts with 
external candidates – Loxo fits into this.”

COLLABORATIONS ON THE 
CARDS
Bayer is likely to seek other collaborative 
deals or bolt-on acquisitions this year, similar 
to its arrangement with Loxo. Weinand said, 
“We constantly look at opportunities inter-
nally and externally.” 

The German firm is facing loss of US pat-
ent exclusivity in August 2024 for one of its 
best-selling products, the oral anticoagulant 
Xarelto. Other key patent expiries are com-
ing up for the company’s growth products 
also. As such, Bayer needs to augment its 
development pipeline via acquisitions and 
licensing deals. 

“Cardiovascular and oncology area our two 
focus areas in R&D, but we also have positions 
of strength in women’s healthcare, ophthal-
mology and hematology, “Weinand said. “We 
will focus in these therapeutic categories,” he 
said when asked about Bayer’s focus for po-
tential M&A or deal making this year. 

However, big M&A is off the table for 
Bayer’s pharma business. “With an acquisi-
tion the size of Monsanto ongoing, another 
acquisition the size of Monsanto would not 
be reality,” Weinand said. Bayer shortly ex-
pects to close a $62.5bn deal for the huge 
US agrochemical and agricultural company 
Monsanto, a transformation deal for its crop 
science business. 

“Smaller bolt-on acquisitions and license 
deals we will continue to do,” Weinand said, 
though he added that Bayer would only 
commit to deals that make both strategic 
and financial sense. “There is a bit of feed-
ing frenzy in the market at the moment,” but 
Bayer will steer clear of rash buying he said. 

While big acquisitions are not expected 
by Bayer this year, the company could even-
tually buy Loxo in a similar fashion to the 
company’s past purchase of Algeta. Bayer 
entered into a licensing agreement with 
Algeta in 2009 and eventually acquired the 
company four years later. 

“Given Loxo’s pipeline looks interesting, we 
see this as a potential outcome, once Bayer 
have successfully integrated Monsanto and 
leverage allows them to do so,” Bernstein ana-
lysts said in a Feb. 27 note. They said a Loxo 
buyout would be feasible for Bayer in 2019, 
even with the company’s massive Monsanto 
deal only closing in 2018.  
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MYSTIC Delay 
Boost To Merck
AstraZeneca and its global biologics 
R&D arm, MedImmune, have pushed 
back the timeline for the final results 
of the Phase III MYSTIC trial of Imfinzi 
(durvalumab). The delay is not neces-
sarily more negative for the product’s 
overall prospects in late-stage lung can-
cer but could provide a small additional 
boost for rival Merck & Co’s Keytruda 
(pembrolizumab).  

The study is event-driven trial and 
based on current predictions, the final 
analysis of overall survival (OS) is now 
expected in the second half of 2018; it 
had been expected in the first half.

MYSTIC is testing Imfinzi as a 
monotherapy and in combination with 
tremelimumab, versus platinum-based 
standard-of-care chemotherapy in pre-
viously untreated patients with meta-
static (Stage IV) first-line non-small 
cell lung cancer (NSCLC). The data are 
keenly awaited following MYSTIC’s fail-
ure to hit the initial primary endpoint 
of progression-free survival endpoint 
for the combination last July.
Imfinzi forms the backbone of Astra-
Zeneca’s cancer immunotherapy ambi-
tions, and late-stage lung cancer is a key 
battleground for the new IO products 
where its competitors from Merck & Co. 
Inc., Bristol-Myers Squibb Co.(Opdivo; 
nivolumab) and Roche (Tecentriq; at-
ezolizumab) have had better luck.

Analysts at BMO Capital Markets 
believe the MYSTIC development could 
be incrementally negative for both 
AstraZeneca and BMS with its Check-
Mate-227 study of Opdivo and Yervoy 
(ipilimumab) in first-line NSCLC, but 
provide another positive for Merck. 
Further data from KEYNOTE-189 
are due at the AACR meeting in April 
which they believe should cement its 
position. “The goal of cancer treatment 
is prolonged survival in more patients, 
and we highly doubt MYSTIC or CM-
227 will have superior survival data 
vs. KN-189,” they said in a March 12 
research note.  

alex.shimmings@informa.com, 12 Mar 2018
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Evotec Leverages Infectious Diseases Space With 
Sanofi R&D Deal
STEN STOVALL sten.stovall@informa.com

By partnering with German biotech Evotec AG, Sanofi has in-
creased its options for finding viable drugs against infectious 
diseases at a lower cost than if it did it on its own, the German 

biotech’s CEO told Scrip.
Werner Lanthaler also said it’s an avenue that other big pharma 

companies should explore if they are serious about helping to tackle 
tackling antimicrobial resistance. 

He was commenting on Evotec’s just announced partnership with 
the French pharma to develop an infectious disease pipeline using 
the German company’s technology platform, seeded with more 
than 10 undisclosed early stage, preclinical assets from Sanofi’s infec-
tious disease portfolio excluding vaccines. 

The deal will see around 100 researchers move from Sanofi over 
to Evotec, making the German biotech the world’s largest antibiotics 
discovery company. 

“Evotec will now have by far the largest translational plat-
form, as this gives us some 180 scientists in translation in infec-
tious disease – from early drug discovery to drug development,” 
Lanthaler said.

Under the proposed terms of the deal, Sanofi will pay Evotec €60m 
up front to support the development of the portfolio and will retain 
certain option rights to develop, manufacture and commercialize 
the anti-infectives. The transaction should close in the second quar-
ter of 2018.

AMR BUSINESS MODEL
“For Sanofi, this arrangement is fantastic because they can switch 
their patent building from what has been for them a ‘fixed cost’ op-
eration over into a ‘variable cost’ operation, with the optionality to 
take on projects at a later stage if they want to progress discovered 
products into the market,” Lanthaler told Scrip.

Evotec established its anti-infectives platform in 2013 with the ac-
quisition of Euprotec Ltd, expanding its expertise with the acquisi-
tion of Aptuit in 2017.

Its infectious diseases platform has experience working with all 
drug formats: small molecules, natural products, biologics, peptides, 
antibodies, combinations and biocides with in-house expertise in 
multiple mechanisms and compound classes.

The German biotech pursues a two-pronged drug discovery 
strategy, using its so-called ‘Execute’ segment allying with exter-
nal pharma partners which in turn supports reinvestment into 
Evotec’s internal pipeline within its so-called ‘Innovate’ segment.  

“The most important point with this partnership deal with Sanofi 
is that, here, we are creating an Evotec ‘Innovate’ alliance aimed at 
creating a co-owned pipeline with Sanofi,” Lanthaler said. 

“With this, we get an initial upfront payment of €60m but also 
the promise of long-term committed significant funding from 
Sanofi, so that ensures that Evotec doesn’t lose money, we will 
always make money with this business exercise. Of course, the 
goal is to make products, not just money here.” Evotec intends 

to build out the pipeline by in-licensing additional assets from 
universities, biotech and Big Pharma groups, foundations and 
government agencies.

OPEN PLATFORM
“The key thing in this for Evotec is that we will progress the portfolio 
that we take over from Sanofi, running that as efficiently as possible 
into product pipelines.  It doesn’t stop there though, because we will 
be continually adding new projects to it, from academia and other 
research centers,” Lanthaler said. 

“The platform we have created is and should be open for many 
academic initiatives. We have for example a number of projects com-
ing from Oxford University where we have Lab282,” he said, referring 
to the joint effort by Oxford University, Oxford University Innovation 
Ltd, Oxford Sciences Innovation and Evotec to select and accelerate 
early-stage projects out of Oxford.

Lanthaler expects assets also to be fed to Evotec’s infectious dis-
ease platform by other entities keen on finding new anti-infectives. 

One is Novo Holdings, which recently announced it was launching 
a $165m venture fund to address the early-stage funding gap.  The 
REPAIR (Replenishing and Enabling the Pipeline for Anti-Infective 
Resistance) Impact Fund will invest $20–40m per year over three–
five years in 20 projects to combat antimicrobial resistance, with the 
hope that at least one of them will get to market.

“The REPAIR fund was something in the making completely inde-
pendently of this but it’s fantastic to see that Novo Holdings – who 
happens to be Evotec’s largest shareholder – is in parallel supporting 
these initiatives,” Lanthaler said.

 “What Novo Holdings and the REPAIR fund will do is use our plat-
form for the projects that they select. We have a platform that brings 
this money to work on these scientific projects. “

On the positive side, there is a wealth of initiatives in anti-infectives 
being generated in the science world. 

POSITIVE
“But all these projects are missing a platform that brings them into 
this preclinical and then clinical stage and that’s the offering that 
we’re creating with this open platform. Then of course funds like the 
REPAIR fund and the Bill and Melinda Gates Foundation and others 
should hopefully support these academic projects that then fall on 
our platform, allowing us to progress these projects.”

He said Evotec’s infectious disease platform was open to all phar-
ma companies. “This is not something that we will only do for Sanofi. 
We are open to the idea of doing something similar with other phar-
ma companies,” the CEO said.

But vaccines for fighting infectious diseases will not be an area of 
research for the project. “We are a small molecule ‘expert shop’ and 
there is no vaccines ex pertise within Evotec at the moment and we 
have no intention to build it,” Lanthaler said.  
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P I P E L I N E  WAT C H

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.

Click here for the entire pipeline 
with added commentary: 

http://bit.ly/2mx4jY3

Selected clinical trial developments for the week 2–8 March 2018

LEAD COMPANY/PARTNER COMPOUND INDICATION COMMENTS

Phase III Results Published

GlaxoSmithKline PLC Fluarix Tetra (flu vaccine)
influenza prophylaxis  
in infants

The Lancet Child & Adolescent Health online,  
March 5, 2018.

Phase III Interim/Top-line Results

Dermira Inc. olumacostat glasaretil acne vulgaris
CLAREOS-1, 2; missed co-primary endpoints, 
program likely to be discontinued.

VBL Therapeutics VB-111 glioblastoma GLOBE; missed primary endpoint.

Purdue Pharma LP/Eisai Co. Ltd. lemborexant sleep disorders SUNRISE 1; achieved endpoints.

Vanda Pharmaceuticals Inc. Hetlioz (tasimelteon) jet lag disorder JET8; clinically meaningful effects on sleep.

Esperion Therapeutics Inc. bempedoic acid dyslipidemia CLEAR Tranquility; met primary endpoint.

Glenmark Pharmaceuticals Ltd.
Ryaltris (mometasone/ 
olopatadine) nasal spray

seasonal allergic rhinitis Rapidly improved nasal symptoms.

Clearside Biomedical Inc.
suprachoroidal CLS-TA 
(triamcinolone acetonide)

macular edema in  
non-infectious uveitis

PEACHTREE; met primary endpoint.

ViiV Healthcare Tivicay (dolutegravir) HIV/AIDS with tuberculosis INSPIRING; well tolerated and effective.

Gilead Sciences Inc.
Biktarvy (bictegravir/ 
emtricitabine/tenofovir 
alafenamide)

HIV/AIDS in adolescents Viral suppression observed.

Updated Phase III Results

Shire PLC lanadelumab
prevention of hereditary 
angioedema

HELP; clinically meaningful efficacy.

Aimmune Therapeutics Inc. AR101 peanut allergy PALISADE; positive results.

DBV Technologies SA Viaskin Peanut peanut allergy PEPITES; mixed results.

Phase III Initiated

Nightstar Therapeutics Ltd. NSR-REP1 gene therapy chorioderemia STAR; using a AAV2 vector.

Allena Pharmaceuticals Inc. ALLN-177 enteric hyperoxaluria URIROX-1; data expected in 2019.

Bioverativ Inc./Sanofi BIVV009 cold agglutinin disease Cardinal, Cadenza; in adult patients.

Insys Therapeutics Inc. cannabidiol oral solution infantile spasms A rare type of epilepsy in very young children.

Clearside Biomedical Inc.
suprachoroidal CLS-TA 
(triamcinolone acetonide)

macular edema associated 
with retinal vein occlusion

TOPAZ; combined with an anti-VEGF agent.

Biohaven Pharmaceuticals  
Holding Co. Ltd.

rimegepant migraine, acute A Zydis oral dissolving tablet formulation.

Source: Biomedtracker
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A P P R O VA L S /A P P O I N T M E N T S

Dr. John C. Reed, head of Roche Phar-
ma Research and Early Development 
(pRED) since 2013, is to leave the company 
for personal reasons, effective April 2. He will 
be replaced by Dr. William Pao, who is cur-
rently global head of the oncology discov-
ery and translational area for pRED, who will 
become a member of the enlarged corpo-
rate executive committee. Pao will be based 
in Basel and assume his new role on April 
2. Before joining Roche, he simultaneously 
held the positions of professor of medicine 
and director of the division of hematology/
oncology at Vanderbilt University, and di-
rector of personalized cancer medicine at 
Vanderbilt-Ingram Cancer Center.

Dr Maura Dickler will join Lilly Oncology 
as vice-president of late phase development 
on May 7. Dickler is currently the section 
head, endocrine therapy clinical research 
program at Memorial Sloan Kettering Cancer 
Center (MSKCC). She concurrently serves as 
associate member, breast medicine service, 
department of medicine, MSKCC and as-
sociate professor of medicine, Weill Cornell 
Medical College, NY. She will report to Dr. Levi 

Garraway, senior vice-president, global devel-
opment & medical affairs of Lilly Oncology.

Ipsen has made two appointments to 
its executive leadership team. Dr. Ivana 
Magovčević-Liebisch, joins as execu-
tive vice-president, chief business officer, 
and Régis Mulot joins as executive vice-
president, chief human resources officer. 
Magovčević-Liebisch joins Ipsen from Ax-
cella Health Inc., where she served as exec-
utive vice-president, chief strategy and cor-
porate development officer. Prior to joining 
Axcella, Magovčević-Liebisch was senior 
vice-president and head of global business 
development at Teva Pharmaceutical In-
dustries Ltd and previously worked at Dyax 
Corp. Mulot joins Ipsen from Staples Inc., 
a global specialty retail and e-commerce 
company, where he served as executive 
vice-president, chief human resources. 

Joseph J. Ferra has been appointed chief fi-
nancial officer at Syros Pharmaceuticals, a 
biopharmaceutical company pioneering the 
development of medicines to control the ex-
pression of genes. Ferra most recently served 

as managing director and co-head of health-
care investment banking at JMP Securities. 
Before JMP, he was a member of the invest-
ment banking groups at UBS and JP Morgan. 

EUSA Pharma has appointment of Rolf 
K Hoffmann to its Board. Hoffmann is cur-
rently chairman of Biotest AG, sits on the 
board of Genmab AG and is a Director of San 
Francisco-based Trigemina Inc. He brings to 
EUSA over 30 years’ international pharmaceu-
tical experience having served in a number 
of senior roles in the industry, most recently 
12 years with Amgen as senior vice-president 
of commercial operations for the US.

Autolus Limited, a clinical-stage biop-
harmaceutical company developing next-
generation programmed T cell therapies 
for the treatment of cancer, has appointed 
Cynthia M. Butitta to its board, effective 
immediately. Butitta most recently served 
as Kite Pharma, Inc.’s Chief Operating Officer 
and before that as its chief financial officer. 
Prior to joining Kite, Butitta served as senior 
vice-president and chief financial officer of 
NextWave Pharmaceuticals, Inc.

Theratechnologies Sets $118k Price For Trogarzo
EMILY HAYES emily.hayes@informa.com

Montreal-based Theratechnolo-
gies Inc. has set a $118,000 annu-
al list price for the just-approved 

HIV-1 biologic Trogarzo (ibalizumab-uiyk) 
in the US, though it expects to net 30% less 
than that after rebates, and plans to launch 
in six weeks.

The US FDA approved the drug March 6 
for multidrug resistant HIV (MDR HIV), that 
is people with HIV-1 who are heavily treat-
ment experienced and are no longer re-
sponding to available therapies. It will be 
Theratechnologies’ second commercial 
product marketed alongside Egrifta (tesa-
morelin) for lipodystrophy in patients with 
HIV, which had sales of Can$42.8m ($33.1m) 
in 2017.

Ibalizumab is a humanized monoclonal 
antibody that, unlike other antiretroviral 
agents, binds primarily to the second extra-
cellular domain of the CD4+ T cell receptor, 
preventing HIV from infecting CD4+ im-
mune cells, but preserving CD4 function, 
according to the company. Theratech-

nologies, which licensed the therapy from 
TaiMed Biologics Inc. in 2016 for $2m up 
front, is touting Trogarzo as the first biologic 
and monoclonal antibody approved for HIV 
and the first HIV therapy that doesn’t require 
daily dosing.

About 20,000 to 25,000 patients have 
multidrug resistant HIV-1 and of those 
12,000 are failing on treatment and in ur-
gent need of a new option, because their 
viral load has risen to detectable levels, ac-
cording to the company.

The wholesale acquisition cost for Trogarzo 
is much higher than the going list prices for 
HIV therapies on the US market, which Ther-
atechnologies said range from $15,000 to 
$50,000 annually. The company plans to offer 
a generous co-pay program and patient as-
sistance for those who are not insured.

In setting the price, Theratechnologies 
took into account a range of factors, includ-
ing the size of the patient population and 
feedback from stakeholders and the need 
to invest in a subcutaneous/intramuscular 

formulation of the drug that is in develop-
ment, CEO Luc Tanguay said during a March 
6 investor call.

The drug was cleared for use in HIV-1 
along with other antiretroviral medications 
and it must be administered by a health pro-
fessional every two weeks. 

Multidrug resistance typically is caused by 
noncompliance, so the company believes 
that giving therapy by infusion could be 
reassuring for health providers. The first infu-
sion takes about a half hour and subsequent 
infusions about 10-15 minutes.

Tanguay said in an interview that since 
only 1% of patients are multidrug resistant, 
one of the challenges is reaching those 
who are in need wherever they are, not 
just in big cities like New York or Los Ange-
les. The company has established a way for 
patients to receive treatment at home or at 
infusion centers or doctor’s offices, he said.

During the call, execs pledged to make 
the drug available “as quickly as we can.”  
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