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Amgen Drops Repatha List Price 
60% To Cut Medicare Co-Pays
MANDY JACKSON mandy.jackson@informausa.com

Amgen Inc. has found a way to help 
US patients with high-risk cardio-
vascular disease who are covered 

by Medicare Part D plans spend the same 
amount of money out of their own pockets 
for Repatha (evolocumab) as patients cov-
ered by commercial plans.

Because Medicare Part D co-payments 
are based on Repatha’s current list price of 
$14,523, those individuals may pay as much 
as $370 per dose of the cholesterol-lower-
ing PCSK9 inhibitor. As a result, about 75% 
of Medicare Part D patients who aren’t eli-
gible for low income subsidies abandon Re-
patha at the pharmacy counter. To reduce 
the abandonment rate, Amgen said on Oct. 
24 that it is introducing the same version of 

its product with a new national drug code 
(NDC) and a list price that, at $5,850, is 60% 
below Repatha’s original wholesale acquisi-
tion cost (WAC). 

The company will maintain the original 
Repatha NDC product with the higher list 
price so that it’s available to health plans 
and pharmacy benefit managers (PBMs) 
that have negotiated discounts and rebates 
based on the higher WAC. That higher list 
price product will be available into 2020 to 
comply with reimbursement agreements 
based on that drug cost, and to accommo-
date contracts that won’t be renegotiated 
until after deals for calendar year 2019.

The move could bring Repatha’s reach 
in the US into alignment with the drug’s 

addressable population of about 3.4 mil-
lion Americans. About half of the biolog-
ic’s sales are reimbursed by commercial 
health plans and about half by Medicare, 
but about 65% of patients with high-risk 
cardiovascular disease who would be eli-
gible for Repatha treatment are covered by 
Medicare Part D. 

About 45% of that 65% covered by Medi-
care – more than 1 million patients – are 
not eligible for low income subsidies that 
bring Repatha co-pays to a little more than 
$8 per dose. That means most Medicare 
Part D patients could see their co-pays 
drop from as much as $370 down to $150 
– or as low as $25, depending on how suc-
cessful Amgen is with its Medicare Part D 
health plan negotiations. This could put 
Medicare Part D co-pays on par with other 
commercial health plans.

AMGEN HOPING FOR  
‘OFF-CYCLE’ DEALS
Amgen’s newly installed Executive VP-Com-
mercial Murdo Gordon told Scrip that while 
Medicare Part D plans have concluded the 
contract negotiation cycle for 2019 health 
plans, Amgen is hoping that the plans will 
make off-cycle additions to their formular-
ies. Gordon said the company has found 
these and other payers to be receptive to 
the lower list price version of Repatha.  (Also 
see “Harper, Hooper Exit As Amgen Revenues 
Rise” - Scrip, 26 Jul, 2018.)

He noted that Amgen is talking to Medi-
care Part D plans as well as other commer-
cial plans and PBMs, which also may be 
willing to adopt agreements related to Re-
patha at the lower list price before existing 
contracts expire. 

Presumably, agreements for the product 
at the lower list price will not include re-
bates as large as those included in existing 
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Scrip

Amgen’s launch of a lower list price for Repatha is osten-
sibly about ensuring Medicare Part D patients avoid the 
forbiddingly high co-pay that is putting them off pick up 
their prescriptions, but it could end up driving sales vol-
ume and ultimately revenues for the company (see cover 
story). A few weeks ago, Gilead Sciences launched a subsid-
iary to sell authorized generics of the company’s branded 
hepatitis C drugs, again to reduce co-pays especially for 
Medicare Part D patients, and again, in a move that should 
help it competitively in the market against rival AbbVie. 

Both cases highlight how hard it can be simply to lower 
list prices of drugs on the market, and also how opaque 
the system is made by the complicated contrivances of 
the current US drug market, with rebates, bundles and 
discounts – and multiple stakeholders and middlemen. 

They also highlight how pharma companies can take 
concrete action to respond to the political and public 
pressure to lower drug prices, beyond pointing to the 
high cost of R&D and blaming PBMs for exploiting 
the system.

As I write this, an even bigger pricing bombshell is 
landing. News is just coming in that the watershed 
moment has arrived for the world’s best-selling drug 
with the award of the first tender for Humira (adali-
mumab) in the EU following the launch of the first 
biosimilars just a couple of weeks ago. Shockingly, it 
has reportedly been won by AbbVie itself with an 80% 
discount to its current price. It is highly ironic that 
branded Humira could be about to price copycats out 
of the market.
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Gilead’s Yescarta Growth Continues,  
But Momentum Slowed
https://bit.ly/2Oh1WBc

Yescarta brought in $75m in the third quarter, up 10% 
sequentially, and well above the $20m tallied by competitor 
Kymriah. Gilead also saw continued HIV sales growth, with HCV 
sales in line with expectations.

Biogen’s Busy Pipeline: Continued Confusion  
On BAN2401, But Other Irons In The Fire
https://bit.ly/2Q6e2Pn

Company highlighted recent pipeline advances in a variety of 
neuroscience indications during its third-quarter earnings report.

Early Stage Candidates Carving Out New Routes In 
Cystic Fibrosis
https://bit.ly/2OgJubZ

Scrip spoke to two companies from a fresh wave of innovators 
that are approaching drug development for cystic fibrosis from 
a new angle.

Deal Watch: Alexion Encouraged By RNAi 
Developments, Partners With Dicerna
https://bit.ly/2CQY4oB

Alexion thinks Dicerna’s RNAi technology could address 
complement-mediated conditions further upstream from 
antibodies like Soliris. AbbVie takes over CF collaboration with 
Galapagos, paying $45m up front.

Cash-Rich Ipsen Opens Up Checkbook For 2019
https://bit.ly/2Sm8TVd

2019 looks set to be a transformative year for Ipsen, with a pivotal 
clinical trial readout expected for combination Cabometyx in 
frontline kidney and liver cancer, and a series of deals promised 
by the company to investors looking for reassurance over long-
term growth. 

India Pharma Firms Eye China, Dr Reddy’s Sees ‘Great 
Opportunity’ There
https://bit.ly/2OZid3g

Dr Reddy’s Laboratories appears to be the among the Indian 
firms considering increasing its activities in China, enthused by 
the evolving regulatory environment and consequent market 
opportunities there. The Indian company believes a large basket 
of products could meet China’s new norms.
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deals with commercial health plans, because Gordon said in an Oct. 
24 investor call that “we don’t expect a change to our blended net 
price going forward.” 

That could put Repatha back in the good graces of Express Scripts 
Holding Co., which negotiated a much-reduced post-rebate price 
with Sanofi and Regeneron Pharmaceuticals Inc. for their com-
peting PCSK9 inhibitor Praluent (alirocumab) in a deal that excluded 
Amgen’s product. 

Jefferies analyst Michael Yee said in an Oct. 24 note about Re-
patha’s reduced price that the product’s net price already has taken a 
hit due to competition with Praluent, but Amgen’s new lower priced 
Repatha eventually may boost its revenue from the product. Re-
patha’s price is going down to stay competitive, but volume is going 
up over the long term, Yee said. 

Gordon insisted in an interview with Scrip and during the com-
pany’s investor call that Amgen is not introducing the low list price 
Repatha for competitive reasons, but rather to make out-of-pocket 
costs for the drug more affordable to Medicare patients.

He did note, however, that Express Scripts has indicated support 
for the new Repatha price. Indeed, Express Scripts Chief Medical Of-
ficer Steve Miller said in the company’s announcement about the 
price cut that “Amgen is taking an important step forward to help 
payers be better positioned to afford breakthrough medicines and 
help people achieve better outcomes.”

Express Scripts indicated in a letter to two US senators in July that 
it has been talking to drug makers about introducing lower-priced 
versions of their products.  (Also see “Express Scripts Pushing Manufac-
turers To Lower List Prices By Offering Cheaper Brand Alternatives” - Pink 
Sheet, 15 Jul, 2018.)

OUTCOMES DATA, REBATES DIDN’T BOOST 
MEDICARE USE
Amgen anticipated that data from its FOURIER cardiovascular out-
comes trial (CVOT), which were added to Repatha’s label in Decem-
ber, would boost prescribing and use of its drug. That seems to be 
the case, since the company reported a 78% jump in worldwide Re-
patha sales to $148m during the second quarter of this year – and 
that total was up 20% from the first quarter.

The data have helped boost prescribing, but while newly nego-
tiated reimbursement agreements with higher rebates helped in-
crease access to Repatha for patients covered by commercial health 
plans, access for patients covered by Medicare Part D plans has not 
increased, because of the higher co-pay burden. 

Limited access, especially in light of the FOURIER data showing a 
reduction in cardiovascular events for Repatha-treated patients, has 
been a major frustration for Amgen, Executive VP-R&D David Reese 
told Scrip.

“When we first introduced Repatha into the clinic, I was actually 
running Amgen’s early development organization at the time, and 
we knew after the first couple of dozen patients that we have a 
potentially transformative medicine based on the dramatic lower-
ing of LDL cholesterol that we were observing,” Reese said. “So, to 
me, it’s been intensely frustrating to see the barriers to access that 
patients have had.”

“We know in particular in the Medicare population that up to 
three quarters of them – 75% – who are prescribed the drug are 

leaving the pharmacy without their PCSK9 inhibitor prescription, 
because of barriers around the co-pays,” he continued. “So, by re-
ducing the list price 60%, we really hope that we can greatly broad-
en access to the drug.”

SIMPLY CUTTING THE PRICE NOT SO EASY
When asked why Amgen couldn’t just lower the list price for the exist-
ing Repatha NDC or introduce an authorized generic at a lower price, 
the answers were complicated, because of the complex structure 
of the prescription drug supply chain and reimbursement process. 
Gilead Sciences Inc., for instance, introduced authorized generics 
for its hepatitis C drugs earlier this year at more than 60% discounts 
to the branded drugs’ prices.  (Also see “Gilead Lowering HCV Drug List 
Prices With Authorized Generics “ - Pink Sheet, 25 Sep, 2018.)

Gordon told Scrip that for administrative reasons, it’s difficult for 
health plans and PBMs to take in a new product, such as the new 
Repatha NDC at the lower list price, and remove an old product, like 
the original Repatha NDC at the higher list price.

“If we were to do that too abruptly, it could be possible that some 
patients could receive interruption in care,” he said. “The high list price 
could be made unavailable before the new lower list price becomes 
a benefit, so it’s really to afford payers, PBMs and the marketplace 
some time to make that adjustment.”

Simply lowering the price associated with the original Repatha 
NDC also could be a blow to payers used to negotiating big rebates 
for brand-name drugs. 

Amgen, asked further about why it didn’t just cut the Repatha list 
price rather than introduce a new NDC at a lower cost, told Scrip: 
“This is a unique solution for a unique situation. We have been work-
ing to identify a solution that would reduce out of pocket costs to 
patients while minimizing the disruption to the drug supply chain. 
This solution will positively impact patients and physicians and im-
portantly has the support of several PBMs and health plans. Lowering 
the list price for a product already on the market has not been well 
received by PBMs and others in the supply chain and could poten-
tially result in further access challenges.”

Gordon said Amgen hopes for a fast transition from contracts 
based on the higher priced Repatha NDC to agreements based on 
the new lower priced NDC. 

“We’re working very closely with payers; we’ve heard a good 
response so far,” he said. “I think it’s their intent to ensure that Re-
patha becomes a treatment option for high-risk cardiovascular pa-
tients in a more broad way than it is right now. We’re hoping that 
will go quickly.”

It’s worth noting that the lower list price for Repatha is more than 
$1,000 below the list price that Amgen and its partner Novartis 
AG set in May for their CGRP inhibitor, Aimovig (erenumab), ap-
proved to prevent migraine headaches – another indication with 
millions of patients eligible for treatment. However, Aimovig’s WAC 
is less than half of Repatha’s original list price and there was specula-
tion ahead of the migraine drug’s approval that Amgen would apply 
lessons learned from Repatha to its Aimovig launch. 

Aimovig’s list price of $575 per month, which comes to $6,900 an-
nually, was copied by the two CGRP inhibitors approved since then 
from Teva Pharmaceutical Industries Ltd. and Eli Lilly & Co.  (Also 
see “Lilly Looks To Emgality Access, Injector And Data To Differentiate 
Its CGRP Inhibitor “ - Scrip, 28 Sep, 2018.) Express Scripts subsequently 

CONTINUED FROM FRONT COVER
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decided to cover Aimovig and Lilly’s Emgality (galcanezumab), but 
excluded Teva’s Ajovy (fremanezumab).  (Also see “Teva Stands By Mi-
graine Strategy After Ajovy Misses Boat On Express Scripts Deal” - Scrip, 
17 Oct, 2018.)

BRINGING REPATHA MEDICARE CO-PAYS IN LINE 
Gordon believes that the lower list price will finally solve Re-
patha’s adoption and access issues. If Amgen is able to negoti-
ate Medicare Part D contracts so that co-pays reach $40, he said, 
“we believe we’re in the realm of other chronic cardiovascular 
medicines that have helped millions and millions of patients. 
It’s our hope that after all of this is said and done we’re able to 
help more patients and in turn generate incremental revenues.” 
Gordon came to Amgen recently after a 29-year career at Bris-
tol-Myers Squibb Co., whose products include the anticoagu-
lant Eliquis (apixaban), the antiplatelet agent Plavix (clopidogrel) 
and the statin Pravachol (pravastatin).  (Also see “Teva Stands By 
Migraine Strategy After Ajovy Misses Boat On Express Scripts Deal” 
- Scrip, 17 Oct, 2018.)

Also, at that low co-pay, he noted that the Medicare Part D pre-
scription abandonment rate at the pharmacy counter could drop to 

15% to 20% – the same that’s seen with Repatha prescriptions cov-
ered by commercial health plans. 

Amgen noted in its announcement about the new lower-priced 
Repatha that, “Today’s action reflects the company’s active participa-
tion in the American Heart Association’s (AHA) Value in Healthcare 
Initiative. It also reflects Amgen’s support for the goal of President 
Trump and his Administration to lower the price of drugs for US 
consumers. In May, the company decided not to proceed with price 
increases on its medicines that had been planned for July. No price 
increases on any Amgen medicines have been taken since then or 
are planned for the balance of the year. 

Jefferies analyst Yee said the lower Repatha price may look es-
pecially good in the current political environment where President 
Donald Trump continually chastises drug makers for their products’ 
costs, but he anticipated that Amgen will be rewarded at some point 
with increased Repatha revenue. 

“It’s certainly not a bad thing to ‘lower drug pricing’ from a head-
line high level by lowering gross prices in plain view for the US ad-
ministration, but importantly improving patient access and care, and 
improving underlying volumes/revenues over time through greater 
utilization,” he said.                            Published online 24 October 2018

Part B’s Foreign Price Bench-marking Will Only Hurt 
Bad Negotiators, HHS’s Azar Argues
DERRICK GINGERY derrick.gingery@informa.com

HHS Secretary Alex Azar, once a pharmaceutical company ex-
ecutive, believes his former colleagues can easily make up the 
loss President Trump’s new drug pricing proposal would cre-

ate. If not, they may need to make personnel changes, he suggested.
An advanced notice of proposed rulemaking released Oct. 25 by 

CMS seeks to test whether using a combination of three approach-
es – an international drug price reference standard for some Part B 
drugs, a change in physician reimbursement from a percentage to 
a flat fee, and allowing private-sector vendors to negotiate prices 
and compete for physician and hospital business – would “lead to 
higher quality of care for beneficiaries and reduced expenditures to 
the Medicare program.”

CMS’ Center for Medicare and Medicaid Innovation (CMMI) would 
run the program, which would apply only to selected geographic 
areas. Fifty percent of Medicare Part B spending is expected to be 
included in the model, should it be implemented. The notice solicits 
public comment on the proposal. HHS said in a written statement 
that it is considering issuing a proposed rule in the spring of 2019 
with the model launching a year later and lasting five years.

Shortly after President Trump announced the plan, industry groups 
panned it as potentially restricting access and tantamount to foreign 
price controls.

HHS Secretary Alex Azar offered a quick response to the indus-
try critique in a surprise appearance at the Biotechnology Innova-
tion Organization’s Patient and Health Advocacy Summit. Azar said 
it would be “mathematically impossible” for industry research and 
development spending to be dramatically affected and that over 

the life of the model, Medicare would go from paying 180% of what 
other countries pay to 126%.

“So contrary to any fearmongering you may hear about undercut-
ting innovation, we are not even going to go as low as what our 
wealthy peers pay,” he said.

Azar said at most 1% of annual R&D spending collectively would 
be lost, and if companies could not recover that amount negoti-
ating higher prices in Europe and Japan, “they need new people 
doing the negotiations.”

“I assure you, if I believed this proposal would meaningfully af-
fect incentives for producing new cures … I would not be standing 
here in front of you today telling you about this proposal,” Azar told 
the conference.

US PRICES WOULD MOVE TOWARD 
INTERNATIONAL INDEX 
The HHS International Price Index (IPI) Model initially would focus on 
single-source drugs, biologics, and biosimilars in Part B that account 
for a “high percentage” of use and spending, according to the notice 
of proposed rulemaking. Instead of using the average sale price, drug 
payments would be based on a target price derived from the index 
of drug prices in other countries. Target prices would be phased in, 
beginning with an 80% ASP/20% target price blend in year one. By 
year five, 100% of the target price would be used.

CMS would contract with model vendors that would acquire the 
drugs and supply hospitals and physicians and then bill Medicare. 
Vendors would be reimbursed based on the international prices.

scripintelligence.com
mailto:derrick.gingery@informa.com
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The model would use pricing data from Austria, Belgium, Canada, 
Czech Republic, Denmark, Finland, France, Germany, Greece, Ireland, 
Italy, Japan, Netherlands, and the UK. CMS wrote the countries are 
“either economies comparable to the United States or they are in-
cluded in Germany’s market basket for reference pricing for their 
drug prices, and existing data sources contain pricing information 
for these countries.”

HHS estimated using the target price instead of ASP would save 
30% in total spending for the drugs in the model.

HHS’ Office of the Assistant Secretary for Planning and Evaluation 
issued a report prior to Trump’s speech that said Medicare pays nearly 
twice as much as other countries pay for the same drugs. ASPE con-
sidered a basket of 27 medicines available in multiple countries and 
estimated that Medicare spends an additional $8.1bn more on the 
products than if they had been scaled by international price ratios.

In addition, rather than a percentage add-on payment based on 
the price paid, under the model physicians would receive a fixed 
add-on payment that is intended to remove the incentive to pre-
scribe high-cost drugs.

Indeed, the proposal appears to be bold and far-reaching. Matt 
Brow, president of Avalere Health, said in an interview with the Pink 
Sheet that it would be “extraordinarily disruptive” if implemented.

“It is indicative of their intent to take meaningful and sweeping ac-
tion here,” Brow said. “It does not feel like a piddling around the edges 
proposal. That will make it difficult to get done, but it is a meaningful 
aspiration to change the environment.”

The model is similar to one proposed in 2016 by the Obama  
Administration that never gained traction, in part because of wide-
spread opposition. That proposal included reference pricing, dis-
counting or eliminating coinsurance payments, and outcomes-
based risk-sharing arrangements for certain Part B categories. 

TRUMP RELATES AMERICA FIRST POLICIES 
In a speech at HHS headquarters announcing the proposal, Trump 
focused on the perceived unfair prices American patients pay for 
drugs compared to other countries. He called it “global freeloading 
that forces American consumers to subsidize lower prices in foreign 
countries through higher prices in our country.”

“At long last the drug companies in foreign countries will be held 
accountable for how they rigged the system against American con-
sumers,” Trump said. “This is not a change for industry or companies 
or pharma. This is a change for the people.”

Trump also lamented that US patients pay the bulk of global re-
search and development costs, saying “the world reaps the benefits 
of American genius and innovation while American citizens, and es-
pecially our great seniors, who are hit the hardest, pick up the tab.”

Trump’s statement is interesting because it bemoans the socialist 
health care systems that are negotiating lower prices for drugs, while 
at the same time his proposal seeks to capitalize on the power single-
payer purchasing wields.

This new proposal is the latest of several administration moves in-
tent on lowering drug prices. CMS also recently issued a proposed 
rule requiring drug companies to place the list price of their prod-
ucts in direct-to-consumer television ads  (Also see “US Drug Pricing: 
CMS Seeks Feedback On DTC Ad Enforcement Mechanism, Disclosure 
Statement” - Pink Sheet, 21 Oct, 2018.), and there have been hints that 
rebate reform is upcoming.

The FDA has been working to encourage development and ap-
prove more generic drugs to create competition and pricing pressure. 

DRUG INDUSTRY OPPOSES PROPOSAL; PBMS 
ENCOURAGED 
It appears that the industry reaction to Trump’s proposal is much the 
same as the Obama proposal.

BIO President and CEO Jim Greenwood in a statement called the 
proposal “foreign price controls on American innovation,” and said it 
would put “America’s patients last.” He also said the proposal “contin-
ues a troubling trend towards undermining” Part B.

“Contrary to the president’s repeated promises to end ‘foreign 
free-loading,’ this proposal embraces it and exacerbates its harmful 
effects,” Greenwood said. “By adopting foreign price controls on the 
very small number of innovative medicines that make it to market, 
this proposal will severely chill investment in new cures and thera-
pies for America’s seniors.”

Stephen Ubl, president and CEO of the Pharmaceutical Research 
and Manufacturers of America, employed similar rhetoric, saying the 
administration wants to impose “foreign price controls from coun-
tries with socialized health care systems that deny their citizens ac-
cess and discourage innovation.”

Ubl also suggested the US market already includes a price contain-
ment mechanism.

“The United States has a competitive marketplace that controls 
costs and provides patients with access to innovative medicines far 
earlier than in countries with price controls, and it’s why we lead the 
world in drug discovery and development,” he said in a written state-
ment. “We oppose changes to Medicare that threaten patient access 
to innovative, lifesaving medicines and are disappointed the admin-

HHS Secretary Alex Azar offered 
a quick response to the industry 
critique in a surprise appearance 
at the Biotechnology Innovation 
Organization’s Patient and Health 
Advocacy Summit

Alex Azar
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istration put the needs of patients aside with these proposals.”
Pharmaceutical Care Management Association President and CEO 

J.C. Scott said in a statement that the group was “encouraged the 
administration is exploring greater use of competitive pharmacy 
benefit manager tools” in Part B.

PBMs have been cast as a primary driver of high drug prices in 
the ongoing pricing debate.  (Also see “PBMs Play Outsized Role … 
In Hearing On Health Sector Consolidation” - Pink Sheet, 5 Mar, 2018.)

The Association for Accessible Medicines and Biosimilars Forum, 
trade associations touting lower-cost alternatives to novel drugs, 
did not praise the proposal directly, but said they looked forward to 
working with the administration to get more generics and biosimi-
lars to the market.

ARE CONGRESSIONAL LEADERS WILLING TO 
CONSIDER PROPOSAL NOW? 
CMS believes it has the authority to implement the proposals 
with its existing authority, but Congressional reaction will still be 
a critical factor in how the plan goes forward. Reps. Greg Walden, 
R-Ore., and Kevin Brady, R-Texas, who chair the House Energy and 

Commerce and Ways and Means committees respectively, also 
did not offer overwhelming support for the plan, but also were 
not overly negative. 

“We commend the president for remaining steadfast in his com-
mitment and appreciate Secretary of Health and Human Services 
Azar’s efforts to encourage lower drug costs for patients,” Walden and 
Brady said in a joint statement. “We will continue working with Presi-
dent Trump and his administration to make good on his promise to 
the American people and will continue the Energy and Commerce 
Committee’s and Ways and Means Committee’s efforts to create an 
affordable and competitive marketplace for prescription drugs, while 
maintaining our nation’s leadership role in medical innovation and 
ensuring patient access to new, lifesaving therapies.”

When Obama’s CMS issued its proposal in 2016, Brady, Rep. Fred 
Upton, R-Mich., who chaired the Energy and Commerce Committee 
at the time, and Senate Finance Committee Chairman Orrin Hatch, 
R-Utah, issued a joint statement criticizing the idea as being hatched 
behind closed doors by unelected bureaucrats.  

Published online 26 October 2018
Michael Cipriano contributed to this report.

Keytruda Is King, But Merck Faces Questions About 
Business Development
MARY JO LAFFLER maryjo.laffler@informa.com

Merck & Co. Inc.’s Keytruda may 
have taken the lead in global 
immuno-oncology sales, but 

the company isn’t resting on its laurels. As 
it treads a careful line of lauding pembro-
lizumab’s growth potential and avoiding 
becoming a one-product company, Merck 
used its third quarter earnings call Oct. 25 to 
push the idea of diversity. 

The company reported $9.7bn in phar-
maceutical sales for the third quarter, up 
5% year-over-year, driven primarily by on-
cology and hospital acute care. Keytruda 
was Merck’s top-seller, at $1.89bn – an 
80% increase from $1.05bn in Q3 2017. Af-
ter Keytruda, the next biggest contributor 
to sales was Merck’s Januvia/Janumet dia-
betes franchise, which was down 2% from 
$1.53bn last year to $1.49bn, a decline the 
company attributed to pricing pressure in 
the US.

A surprise growth driver was from the 
firm’s human papillomavirus vaccine Gar-
dasil, which grew 55% to $1.1bn on the 
back of an expanded age range, to now 
include adults 25-45. Merck execs also 
stressed the overall value of the vaccines 
business, which along with animal health 

is a historic diversification Merck has held 
onto as others concentrated more on 
pharmaceuticals.

BULLISH ON BUSINESS 
DEVELOPMENT
Business development was repeatedly dis-
cussed during the Oct. 25 call, both as part 
of exec comments and in questions from 
analysts. Bristol-Myers Squibb Co. CEO 
Giovanni Caforio also stressed business 

development during its third quarter call, 
which followed Merck’s on Oct. 25. 

Even with the capital investments in in-
frastructure, which will total $16bn by 2022, 
CEO Ken Frazier told the call “we continue to 
have ample capacity for business develop-
ment, which remains a major priority.” 

Merck Chief Financial Officer and EVP-
Global Services Robert Davis added, “With 
our strong balance sheet, we have the fi-
nancial flexibility to pursue all forms of busi-

scripintelligence.com
mailto:maryjo.laffler@informa.com


8   |   Scrip   |   2 November 2018 © Informa UK Ltd 2018

Q 3 F I N A N C I A L S

ness development, including acquisitions, 
partnerships and collaborations.” 

Pushed to explain why Merck should 
spend on business development, not just 
whether it could, Frazier explained “we’re 
pleased with the way in which our business 
is growing now, particularly in the oncology 
field, but that doesn’t make us comfortable. 
At the end of the day, we know that we’d 
have to continue to build our portfolio and 
build on our pipeline and that’s why it’s an 
important priority for us going forward.”

But Frazier also noted alliances, licensing 
and M&A are part of the regular business 
model for pharma R&D. “I think everybody 
recognizes that for any pharmaceutical 
company at our scale, it will always be the 
case that business development contrib-
utes materially to our pipeline. It must be 
the case and typically something over a ma-
jority of the molecules that we develop are 
licensed in from the outside or acquired in 
some way,” the CEO said. “If we can acquire 
those in a way which also adds meaningful 
revenue right from the beginning, terrific, 
but we’re fundamentally interested the best 
science, the best opportunities that could 
have the biggest impact on patient care. I 
think that should be clear.” 

When asked whether Frazier’s decision to 
stay on longer as CEO was a sign Merck was 
thinking about transformational activity, the 
chief exec demurred – though he did point to 
earlier comments that Merck has “the capac-
ity to do deals of all sizes and all types.” (Merck 
recently rescinded a policy that would have 
required Frazier to retire at 65, which would 
have meant his departure in December 2019.)

The political climate is also affecting BD 
strategy. Merck’s call came hours before 
President Donald Trump announced new 
drug pricing reforms in the US.  (Also see 
“Medicare’s Foreign Price Bench-marking Will 
Only Hurt Bad Negotiators, HHS’s Azar Ar-
gues” - Pink Sheet, 25 Oct, 2018.)

Given the prevailing winds, which have 
companies limiting annual price increases 
and the administration advancing further 
initiatives, Merck President-Global Human 
Health Adam Schechter said “I would not 
want to be a late entry, non-differentiator 
product and I wouldn’t want to necessarily 
be a new mechanism that doesn’t give signif-
icant additional benefit. So when we’re look-
ing at business development, we’re looking 
for real breakthroughs that can increase the 
health of large numbers of patients.”

The current focus on Medicare Part B 
would affect many of the IO drugs – in-
cluding Keytruda. Merck execs managed 
to escape any direct questioning because 
the investor call came several hours be-
fore Trump’s speech – but analysts were 
still concerned. 

“Right now there’s a lot that’s being 
talked about in Washington, but we really 
need to see further details to better under-
stand how all of this is expected to be im-
plemented. What we do agree with is that 
we need to find ways of getting patients 
more meaningful access to these Part B 
drugs,” Frazier said. “But at the end of the 
day, while we’re open to that, we would be 
opposed to anything that would actually 
create a problem from the standpoint of 
patient access or innovation. But, again, it’s 
really early to try to comment on some of 
the things,” he said. “We’ll just have to con-
tinue to interact with the administration 
and Congress on those issues.” 

Schechter declined to specify how much 
of Merck’s revenues came from the Medi-
care Part B segment, but he acknowledged 
that Keytruda, and many other cancer drugs, 
are covered by Part B and, “as we go forward, 
obviously, oncology is going to play a much 
bigger role for us.” 

KEYTRUDA A RISING STAR
The PD-1 inhibitor certainly pulled through, 
with nearly $1.9bn in third quarter sales. 
“Keytruda’s performance after four years on 
the market is unprecedented,” Schechter 
said. “Not only in the field of oncology, but 
also in the pharmaceutical industry more 
broadly.” It holds the lead in the US in IO 
therapy in both new patient starts and total 
patient volumes, he added, and five appli-
cations are pending with the US FDA with 
“numerous” pivotal trial readouts expected 
over the next 18 months.

That compares with $1.79bn for Bris-
tol’s competing PD-1 inhibitor Opdi-
vo (nivolumab) in the third quarter, up 42% 
year-over-year. Opdivo has traditionally 

been the leader among checkpoint immu-
notherapies, but Keytruda began to over-
take it in the second quarter, with $1.67bn in 
sales vs. $1.63bn for Opdivo.  (Also see “First-
Line Chemo Combo Data Help Merck’s Key-
truda Power Past Opdivo” - Scrip, 29 Jul, 2018.)

Keytruda’s growth and move to the lead-
ing position are owed to use in lung can-
cer. Schechter reported that Q3 growth 
was driven by first-line, nonsquamous 
non-small cell lung cancer (NSCLC).  (Also 
see “Merck’s Keytruda Enjoys Clean Sweep 
In Lung Cancer, At Bristol’s Expense” - Scrip, 
17 Apr, 2018.) Morningstar analyst Damian 
Conover expects Keytruda’s leading edge 
“in first-line NSCLC should support gaining 
almost 50% of the immuno-oncology mar-
ket by 2022.” He predicts Keytruda sales will 
peak at over $15bn. 

The chemo combo was recently ap-
proved in Europe, which is tripling Keytru-
da’s market there. Use began immediately 
upon approval in Germany and reimburse-
ment decisions are beginning in other mar-
kets as well. 

In the US, 65% of Keytruda’s use is in 
NSCLC, with about 10% in melanoma, 5% in 
head and neck, 5% in bladder, 5% MSI-high 
and about 10% in other cancers. 

Coming out of the recent European Soci-
ety for Medical Oncology (ESMO) meeting, 
Keytruda should emerge as the new stan-
dard of care in first-line squamous cell head 
and neck cancer.  (Also see “Key Cancer Data 
To Be Unveiled At ESMO In Munich” - Scrip, 10 
Oct, 2018.) The KEYNOTE-048 study showed 
an improvement in overall survival for both 
monotherapy and in combination with 
chemo, compared to the standard of care 
EXTREME regimen of cetuximab/chemo. 
Regulatory filings should be coming soon, 
Merck Research Labs President Roger Perl-
mutter said. 

The Keytruda results keep rolling in. Also 
at ESMO, Phase II data in muscle-invasive 
bladder cancer from the KEYNOTE-057 
study showed a 40% complete response 
rate for Keytruda monotherapy. And last 
week Merck released topline results from 
the Phase III KEYNOTE-426 study showing 
improved overall survival and progression-
free survival for Keytruda in combination 
with Pfizer’s Inlyta (axitinib) in first-line treat-
ment of locally advanced or refractory renal 
cell carcinoma – which will open up com-
petition with Bristol’s Opdivo/Yervoy (ipi-
limumab) combination and Pfizer/Merck 

The PD-1 inhibitor  
certainly pulled through, 
with nearly $1.9bn in third 
quarter sales
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KGAA’s Bavencio/Inlyta pairing.  (Also see 
“Merck & Co.’s Keytruda/Inlyta Combo Invades 
Kidney Cancer Territory” - Scrip, 18 Oct, 2018.)

THE BEST OF THE REST
Merck’s oncology business may be domi-
nated by Keytruda, but the company also 
reported alliance revenue of $49m related 
to the PARP inhibitor Lynparza, partnered 
with AstraZeneca PLC, and $43m for Len-
vima (lenvatinib), partnered with Eisai Co. 
Ltd.; the alliance revenue represents Merck’s 
share of profits, which are product sales net 
of cost of sales and commercialization costs. 

Lynparza (olaparib) now leads the PARP 
inhibitor class in both new and total pre-
scriptions. 

“US sales grew significantly, driven by 
growth in ovarian cancer as well as up-
take in breast cancer,” Schechter reported. 
The drug is due for a bump following the 
presentation of the SOLO-1 trial at ESMO, 
in first-line maintenance use in BRCA-mu-
tated advanced ovarian cancer. “Lynparza 
reduced the risk of disease progression or 
death compared with placebo by an aston-
ishing 70%, such that at the three-year time 
point 60.4% of women receiving Lynparza 
remained progression-free compared to 
just 26.9% of women receiving standard-of-
care placebo,” Perlmutter said. 

Combination studies of Lynparza and 
Keytruda are due “in the near future,” and 
Perlmutter noted future expansion op-
portunities for the PARP inhibitor in breast, 
prostate and pancreatic cancers. 

EYE ON THE PIPELINE
Merck offered what Perlmutter called a 
“birth announcement” for its STING agonist 
MK-1454 at ESMO, where it also granted an 
early peak at its CTLA-4 inhibitor MK-1308. 
Both drugs will be developed first in combi-
nation with Keytruda.

The exec noted Merck “worked quite hard 
to select a CTLA-4 directed molecule,” and 
said the combination (which would mirror 
the checkpoint combination of Bristol’s Op-
divo and Yervoy) looked a little promising. 
“We’re sort of still stepping through it. Haven’t 
made explicit decisions, but it looks like there 
may be an opportunity there,” he said. 

For MK-1454, Perlmutter said the data 
showed the STING agonist could be given 
intratumorally effectively, that it stimulates 
inflammation and that the injected tumors 
had more response than would be expect-
ed with Keytruda alone. 

“It’s early days so we have very few patients,” 
he added, but “we’re enthusiastic about these 
kinds of approaches, not just 1454 but other 
inflammatory mediators including onco-

lytic viruses, including TLR agonists and other 
things that we are studying in this setting.” 

“Outside of oncology, Merck’s innovation 
in early-stage drugs is improving in virol-
ogy with HIV drug MK-8591 (Phase II data in 
2019) and in vaccines with pneumococcal 
vaccine V114 (Phase II infant data in 2019),” 
according to Morningstar’s Conover.

MK-8591 is a first-in-class nucleoside 
derivative that durably blocks reverse tran-
scriptase translocation, as well as poly-
merase activity. The drug is being studied 
in combination with Merck’s Pifeltro (dora-
virine), with Phase II data expected later this 
year. A second-generation non-nucleoside 
protease inhibitor, Pifeltrio was approved in 
August as monotherapy and in combina-
tion with lamivudine and tenofovir as Del-
strigo, and both recently received positive 
opinions in Europe.  (Also see “Merck To Build 
Case For Doravirine-Based HIV Products On 
Efficacy, Safety Differences” - Scrip, 31 Aug, 
2018.) Merck did not report product sales for 
the new HIV drugs. 

Merck’s vaccine initiatives include D114, a 
15-valent pneumococcal conjugate vaccine 
currently in Phase III trials, and V160, a novel 
vaccine for the prevention of primary CMV 
infection in healthy women, which is cur-
rently in a large Phase II study.  

Published online 25 October 2018

Amid PD-1 Uncertainty, Bristol Under Pressure For 
M&A Activity
EMILY HAYES emily.hayes@informa.com

W ith Bristol-Myers Squibb Co.’s 
sales of its PD-1 inhibitor Opdivo 
still strong but slipping behind 

Merck & Co. Inc.’s competing Keytruda, the 
company is under pressure to acquire new 
assets as a backup plan. 

Bristol reported on Oct. 25 that its net 
sales totaled $5.7bn in the third quarter, 
up 8% from the year-ago period. Opdivo 
(nivolumab) is an enormous contributor to 
sales, bringing in $1.79bn – a gain of $528m, 
or 42%, from the year-ago period.

Morgan Stanley analyst David Risinger 
said in an Oct. 25 note that revenue was 
in line with expectations and that Opdivo 
and the $382m in sales for the CTLA-4 
checkpoint inhibitor Yervoy (ipilimumab) 

beat expectations, while the anticoagulant 
Eliquis (apixaban)’s sales of $1.6bn were 
lower than expected.

Eliquis is the number one anticoagulant 
in the US, but the drug likely was affected 
by the donut hole for Medicare patients to a 
greater degree than expected, analysts said.

Opdivo is facing an uncertain future due 
to a changing immuno-oncology (IO) com-
petitive landscape.

The drug traditionally has been the leader 
among checkpoint immunotherapies, but 
in the second quarter, Merck’s Keytruda 
(pembrolizumab) began to overtake Op-
divo and assume the lead position, with 
$1.67bn in Keytruda sales versus Opdivo’s 
$1.63bn for the April-to-June period. 

In its third-quarter earnings release, also 
on Oct. 25, Merck reported that Keytruda 
brought in $1.89bn in sales, up 80% from 
the year-ago period. Keytruda is the only 
PD-1/L1 inhibitor approved for first-line 
non-small cell lung cancer (NSCLC) and 
its KEYNOTE-189 study of the drug in non-
squamous disease combined with chemo-
therapy set a high benchmark for the field, 
as the hazard ratio for the overall survival 
(OS) benefit was 0.49.

That puts Merck in the leading position 
for the most valuable indication targeted by 
checkpoint immunotherapies.

Bristol spent much of its third quarter 
earnings call addressing concerns about 
its first-line CheckMate 227 study for the 
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combination of Opdivo and Yervoy as well 
as chemotherapy in first-line NSCLC, and ex-
plaining its commitment to M&A and diver-
sification generally. 

Opdivo is approved for second-line NSCLC 
and has been able to maintain a 30% share 
for this use, despite increasing competition.

Bristol announced a three-month delay 
on Oct. 19 for its supplemental biologic li-
cense application (sBLA) filed with the US 
FDA for the combination of Opdivo with 
low-dose Yervoy in first-line NSCLC. The sBLA 
seeks approval to treat newly diagnosed pa-
tients with high levels of tumor mutational 
burden (TMB), defined as ≥10 mutations 
per megabase (mut/Mb), and high PD-L1 
expression, based on results from Part 1 of 
CheckMate 227, which showed a benefit for 
the IO combo vs. chemo in these groups. 

European regulators requested additional 
data, including a descriptive overall survival 
analysis for participants with <10 mut/Mb, 
and when the same information was pro-
vided to the FDA it triggered a three-month 
extension to the original user fee date, push-
ing it out to May 20.

TMB refers to the number of mutations 
in tumor cells, which likely hinders normal 
cellular methods of repairing damage to 
DNA. TMB seemed to gain steam as a new 
valuable biomarker at the American Society 
of Clinical Oncology meeting in June, but 
the regulatory delay raises questions about 
whether it’s going to be viable, as the overall 
survival analysis of CheckMate 227 showed 
similar effects for those over and under the 
10 mut/Mb threshold.  (Also see “Roche, Bris-
tol On The Defensive After Merck’s Lung Can-
cer Wins At ASCO” - Scrip, 6 Jun, 2018.)

Overall survival results for the IO combo 
vs. chemo in PD-L1-positive patients in the 
Part 1 of the CheckMate 227 study and data 
from Part 2 of the study testing Opdivo with 
chemotherapy vs. chemo alone are expect-
ed in the first half of 2019.

Bristol CEO Giovanni Caforio started the 
earnings call by addressing concerns about 
TMB in his opening comments. 

“With regard to the current regulatory fil-
ing for TMB, we have always said this was go-
ing to be a complex review, and we recog-
nized that the additional OS data increases 
that complexity. We remain committed to 
working with health authorities on the ap-
plication. We continue to believe that TMB 
is scientifically important and, as you know, 
several other companies as well as academ-

ic institutions are working to advance the 
understanding of TMB,” Caforio said.

The CheckMate 227 study had been 
amended to examine progression-free sur-
vival (PFS) in high-TMB participants, but this 
study and other studies do not stratify by 
expression of TMB and Bristol does not plan 
to use high TMB as a primary endpoint in 
future trials.

The company believes that high TMB is 
at least in part prognostic, but the research 
about this biomarker is still developing. 
About 15% of frontline lung cancer patients 
are being tested for TMB, Bristol said.

“Based on everything we’ve seen, we be-
lieve TMB will play a role in the treatment of 
cancer and we look forward to advancing 
our research in this area,” Caforio added.

Asked whether the company can com-
pete with the hazard ratio results in Merck’s 
KEYNOTE-189 study in non-squamous 
NSCLC, Chief Medical Officer Thomas Lynch 
said that hazard ratios are not discussed 
with patients – what’s important is duration, 
depth and durability of treatment.

BRISTOL PLANS TO HANG ON 
TO KIDNEY CANCER LEAD 
In addition to lung cancer, there are con-
cerns about positioning in renal cell car-
cinoma (RCC) as this indication becomes 
increasingly competitive. Bristol’s Opdivo/
low-dose Yervoy combination was ap-
proved for first-line treatment of interme-
diate- and poor-risk patients in April, add-
ing to a second-line indication for Opdivo 
gained in November 2015, and quickly cap-
tured 30% of the market.

Today, in the US, lung cancer accounts for 
35% of Opdivo sales, RCC about 20%, and 
melanoma 30%, with the rest spread across 
other tumors, Chief Commercial Officer Chris-
topher Boerner said. Outside the US, lung can-
cer accounts for a much larger share – 60% vs. 
20% for RCC and 20% for melanoma 20%.

Opdivo is approved for adjuvant melano-
ma in the US, whereas that indication is just 
launching in other countries.

“So what you’re going to likely see is the 
continued diversification of the business in 
the US. You’ll likely see the percentage of 
the business in lung cancer outside of the 
US continue to decrease, as we get more 
business in other markets like adjuvant mel-
anoma,” Boerner said.

Boerner acknowledged that in the long 
term, the kidney cancer market will become 

much more fragmented, yet said that the 
company expects that Opdivo and Yervoy 
will continue to have a competitive profile.

Competitors in kidney cancer include 
Merck KGAA/Pfizer Inc.’s PD-L1 inhibitor 
Bavencio (avelumab), for which positive PFS 
data were presented in combination with 
Pfizer’s tyrosine kinase inhibitor (TKI) Inlyta 
(axitinib) at the European Society for Medi-
cal Oncology meeting on Oct. 21.  (Also see 
“Key Cancer Data To Be Unveiled At ESMO In 
Munich” - Scrip, 10 Oct, 2018.)

Also, Merck recently announced that its 
combination of Keytruda with Inlyta hit 
both OS and PFS endpoints in the Phase III 
KEYNOTE-426 study in first-line advanced/
metastatic RCC.

In the US, Opdivo has more than a 50% 
market share of the second-line RCC market, 
having been launched three years ago, and 
the Opdivo/Yervoy combination has a 30%-
35% first-line share.

Boerner said that the position of Opdivo/
Yervoy in RCC is solid, due to a strong overall 
survival benefit and durable responses with 
manageable safety.

“I actually ran the US business when we 
launched in the second-line setting. That 
was a market that was dominated by TKIs. 
We not only introduced IO, but we made 
it standard-of-care. That same dynamic has 
played out in the first-line setting and I feel 
very good about our team’s ability to con-
tinue to compete in this space,” Boerner said.

Across all of Opdivo’s markets, Caforio 
said, “based on the strong trends through 
three quarters, we continue to believe that 
Opdivo will grow in 2019 based on the cur-
rent set of indications today.”

However, BMO Capital Markets analyst 
Alex Arfaei said in an Oct. 25 note that the 
“focus remains on long-term growth pros-
pects, which have become more uncertain, 
particularly for the IO franchise.”

“Uncertainty about growth prospects 
in key IO markets (NSCLC, RCC and mela-
noma) has increased with recent trial read-
outs, and we don’t see that changing soon,” 
Arfaei added.

FOCUSING ON DIVERSITY IN 
PIPELINE 
As in its second quarter call, Bristol stressed 
efforts aimed at diversification in the third 
quarter report.

Caforio said that the company has made 
good progress in further diversifying its 
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portfolio in 2018. Bristol released promis-
ing results for its internally discovered and 
developed TYK2 inhibitor BMS-986165, 
which is already in Phase III, and is looking 
to broaden the drug’s reach into other in-
dications, with Phase II studies ongoing in 
Crohn’s disease, ulcerative colitis and lupus.  
(Also see “Bristol Engineers An Oral TYK2 In-
hibitor With Biologic-Like Efficacy That Rivals 
JAK Safety” - Scrip, 12 Sep, 2018.)

The company announced in April that 
it was teaming up with Janssen Pharma-
ceutical Cos. to develop and commercial-
ize Factor XIa inhibitors, including its own 
BMS-966177, for prevention and treat-
ment of major thrombotic conditions. 
Bristol has said that the class may be supe-
rior to the anticoagulants on the market, 
including Eliquis.

The company has its fibroblast growth 
factor 21 (FGF21) candidate BMS-986036 in 
mid-stage development for non-alcoholic 
steatohepatitis (NASH).  (Also see “Stealthy 
NGM And Bristol Emerge As Serious NASH 
Competitors” - Scrip, 25 Apr, 2017.)

And Bristol is looking forward to get-
ting Phase II data for BMS-986231 CXL-
1427, an intravenous prodrug nitroxyl do-
nor treatment for acute decompensated 
heart failure in 2019.  (Also see “Cardioxyl 
Buy To Resuscitate Bristol’s CV Pipeline?” - 
Scrip, 2 Nov, 2015.)

Caforio addressed the importance of ac-
quisitions in his opening comments and 
fielded a number of questions from analysts 
on this topic.

“Business development has always been 
a core part of our strategy as we look to 
source innovation externally, to diversify the 
portfolio, and then further support long-
term growth. This remains a company pri-
ority, one that I am very focused on. Our 
strong balance sheet gives us flexibility in 
this regard,” he said.

The company is looking for business de-
velopment opportunities where it can de-
velop “truly transformational science,” the 
CEO added. 

“They need to be strategically aligned 
with areas where we already have pres-
ence and expertise, and obviously [it] 
needs to make sense financially. So, there 
is a clear focus on BD, but I think the el-
ements of that focus must be put in the 
context of a significant set of internal op-
portunities,” Caforio said.  

Published online 25 October 2018

Takeda Offers Shire Asset Disposal 
To Assuage EC Merger Concerns
IAN HAYDOCK ian.haydock@informa.com

Takeda Pharmaceutical Co. Ltd. has 
proposed the divestment of a late-
stage Shire PLC pipeline asset in or-

der to pass the first phase of the European 
Commission’s review of its proposed acqui-
sition of the company, and apparently to 
assuage the EC’s anti-competitive concerns 
around the deal.

After what one Takeda executive had pre-
viously described as a so far “seamless” series 
of antitrust clearances around the world, 
including by the Fair Trade Commissions in 
the US and Japan and authorities in China, 
the Phase 1 review by the EC seems to have 
provided a minor hiccup.

It appears to be the first time that a com-
petition authority has expressed potential 
concerns over competitive and possible 
business overlap relating to the Japanese 
company’s planned $62bn acquisition of 
larger quarry Shire. 

The initial review forms part of the EC’s 
Merger Regulation and related control pro-
cedures, which prohibit mergers and ac-
quisitions that would “significantly reduce 
competition” in the EU, including market 
dominance in any particular area.

In this case this would be inflammatory 
bowel disease, where the Commission ap-
parently saw possible significant overlap 
between Takeda’s big-selling marketed 
ulcerative colitis and Crohn’s disease drug 
Entyvio (vedolizumab), and Shire’s Phase III 
stage asset SHP647, which is being devel-
oped for the same indications and has a 
similar mode of action.

CONSIDERING PRIORITIES?
Takeda said in a statement that it was in 
discussions with the EC over the potential 
overlap, and “has proposed a remedy of a 
potential divestment of SHP647 and certain 
associated [unspecified] rights.” Given that 
Entyvio is already established commercially 
in more than 60 markets globally and grow-
ing rapidly, it is clear where the priorities lie. 

Revenues from the alpha4beta7 integrin 
antagonist are expected by Takeda to hit 
$3bn in moving annual total revenues with-
in fiscal 2019 (starting in April of that year), 

making it a key pillar of the firm’s mid-term 
growth strategy. 

“The company [Takeda] remains commit-
ted to Entyvio…[which] is the cornerstone 
of Takeda’s specialty gastrointestinal portfo-
lio,” it stressed in the statement.

Takeda in Tokyo told Scrip that, in relation 
to the ongoing discussions in Europe, the 
EC’s initial Phase 1 review period “will now 
be extended by 10 working days.” Investors 
did not appear too concerned about the 
proposal, possibly seeing the offered divest-
ment as clearing the path towards the deal, 
and Takeda’s share price in Tokyo rose about 
2.7% in morning trading on October 29.

TIMING STILL ON TRACK 
Takeda confirmed that no other discussions 
are going on with the EC authorities over 
any other marketed or pipeline assets re-
lated to the $62bn Shire deal. 

This is still currently expected to complete 
in the calendar first half of 2019, although it 
does still remain subject to other regulatory 
clearances and the approval of shareholders 
of both companies.

The EC notes in general in relation to its 
reviews of corporate M&A transactions that 
the bulk of concerns are usually resolved at 
the Phase 1 stage. 

Even so, the potential loss of SHP647 puts 
a dent into the two companies’ combined 
portfolios of marketed and pipeline prod-
ucts, and the molecule had been highlight-
ed by some analysts as one of the late-stage 
assets that could drive longer-term, post-
merger potential upside, given its comple-
mentarity with Entyvio.

Other key Phase III assets at Shire include 
maribavir for cytomegalovirus, and SHP621 
for eosinophilic esophagitis, and Takeda 
said during its recent R&D Day that Shire 
would also bring broad expertise and rare 
disease assets. SHP647 moved into Phase III 
for ulcerative colitis this April, and is being 
developed in both intravenous and subcuta-
neous formulations; Shire acquired all global 
rights from originator Pfizer in mid-2016.  

Published online 29 October 2018
From the editors of PharmAsia News.
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Pfizer, Lilly Weigh In On Dosing And Safety  
Of Non-Opioid Pain Drug Tanezumab 
EMILY HAYES emily.hayes@informa.com

T he Phase III program for the non-opioid pain drug tanezum-
ab is designed to rigorously assess concerns about joint dam-
age in a way that will be acceptable to regulators, partners 

Pfizer Inc. and Eli Lilly & Co. said as data from the first and strongly 
positive pivotal study of the drug in osteoarthritis was fully reported 
on Oct. 23.

Tanezumab is a nerve growth factor (NGF) inhibitor – a mono-
clonal antibody in a new drug class that has been positioned as an 
alternative to opioids and non-steroidal anti-inflammatory drugs 
(NSAIDs). However, NGF inhibitors have been associated with neuro-
musculoskeletal and joint damage adverse events, resulting in clini-
cal holds on development of the class in 2010, making safety para-
mount in new studies.  (Also see “J&J, Regeneron follow Pfizer in clinical 

holds for anti-NGFs” - Scrip, 30 Dec, 2010.)

Nevertheless, tanezumab was one of the few neuroscience proj-
ects that survived Pfizer’s decision to de-emphasize early-stage 
neuroscience development in January, though some of the scuttled 
assets recently were shifted to a new start-up called Cerevel Thera-
peutics LLC.  (Also see “Pfizer Exits Early Neuroscience, But M&A Could 

Allow Later Re-Entry” - Scrip, 9 Jan, 2018.)

Tanezumab is being evaluated in six Phase III global studies of 
7,000 patients with osteoarthritis pain, chronic low back pain and 
cancer pain.

Positive results from the first study – the Phase III A4091056 – were 
reported during a late-breaking oral presentation at the American 
College of Rheumatology/Association of Rheumatology for Health 
Professionals (ACR/ARHP) annual meeting in meeting in Chicago, fol-
lowing a top-line release in July. 

(Also see “Pfizer/Lilly’s Tanezumab Reduces Osteoarthritis Pain, But Is 

It Safe?” - Scrip, 18 Jul, 2018.)

The study evaluated a subcutaneous formulation of tanezumab 
given for 16 weeks to 698 patients with moderate-to-severe osteoar-

thritis pain of the knee or hip. The patients enrolled in the study were 
particularly hard to treat in that they already had cycled through at 
least three different treatments, including opioids.

Patients were followed for safety for an additional 24 weeks. 
The study had three arms in which patients received two injec-

tions spaced eight weeks apart. Two doses of placebo were ad-
ministered in one arm of the study, patients in another arm were 
injected with two 2.5 mg doses of tanezumab, and in the third a 
2.5 mg dose of test drug was administered followed by a second 
5 mg dose. 

BOTH DRUG REGIMENS HIT EFFICACY MARK
The three co-primary endpoints related to improvement in pain 
and physical function based on the Western Ontario and Mc-
Master Universities Osteoarthritis Index (WOMAC) subscale, and 
each patient’s global assessment of OA, all relative to placebo, 
from baseline.

Both tanezumab regimens demonstrated significant improve-
ments for all three co-primary endpoints. And for both test drug 
study arms, at least half of patients had at least a 50% response to 
pain. (See chart.)

The response rates for those who had a 2.5 mg dose followed by 5 
mg were somewhat more favorable compared with those who had 
two 2.5 mg doses, but not “head and shoulders above,” Ken Verburg, 
tanezumab development team leader at Pfizer, said in an interview 
with Scrip. 

Where the sponsors found that 5 mg could be effective, they will 
continue to evaluate this dose.

“I don’t think it’s time to put a stake in the sand about whether 5 
mg is a fully efficacious and approvable dose or not,” Verburg said, 
noting that it’s still under investigation.

However, the exec added that there are subsets of patients who 
respond better when escalated to the top dose.

Pfizer/Lilly’s Phase III A4091056 Efficacy Results

PLACEBO (N=232) TANEZUMAB 2.5 MG (N=231) TANEZUMAB 2.5 MG/5 MG (N=233)

WOMAC pain score, change from 
baseline (p-value) vs. placebo 

-2.6 -3.2* -3.4** 

≥30% response 54.7% 68.0%** 70.4%*** 

≥50% response 37.9% 54.5%*** 57.1%*** 

≥70% response 25.0% 34.6%* 36.5%** 

≥90% response 9.5% 14.7% 14.2% 

WOMAC physical function, change 
from baseline (p-value) vs. placebo

-2.6 -3.2** -3.5*** 

PGA-OA, change from baseline (p-value)  
vs. placebo

-0.65 -0.87*  -0.90** 

*p ≤ 0.05; **p ≤ 0.01; ***p ≤ 0.001 vs. placebo
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BREAKING DOWN RPOA 
ADVERSE EVENTS 
On the safety front, the test drug was gen-
erally well-tolerated and similar to placebo. 
Rates of nasopharyngitis (colds) and par-
esthesia (tingling or numbing) were more 
common with the test drug, though lower 
than 6%. Drop-out rates related to adverse 
events were low at 0.4% and 1.3% for those 
in the 2.5 mg and 2.5/5 mg arms respective-
ly, vs. 1.3% for placebo.

Rapidly progressive osteoarthritis 
(RPOA), which is worsening of osteoar-
thritis potentially leading to joint replace-
ment, has been a side effect of particular 
concern in the past and in this trial was re-
ported in 1.3% of patients on tanezumab 
vs. 0 for placebo. 

Furthermore, 3.5% of those in the 2.5 
mg arm and 6.9% in the 2.5/5 mg arm 
received total joint replacement surgery 
vs. 1.7% for placebo. The companies re-
ported that 68% of the surgeries were 
done during the 24-week safety follow-
up period and all were done in par-
ticipants that had more severe osteo-
arthritis at the study start. No cases of 
osteonecrosis, a severe disease caused 
by reduced blood flow to the bones in 
joints, were reported.

“The bottom line is this study solidifies or 
at least begins the progress of solidifying the 
subcutaneous administration of tanezumab 
is efficacious and generally safe in this pa-
tient population … that’s a major milestone 
for us to get past,” Verburg said.

It is estimated that more than 27 million 
Americans are living with osteoarthritis, so a 
small rate of RPOA could get very costly if 
the drug was approved, which could pres-
ent a commercial barrier to use. 

Verburg noted, however, that the alter-
natives have their own side effects and 
that some people are unwilling to take 
opioids at all.

An assessment of the trade-offs in terms 
of benefits and risks of a particular medi-
cine often lends itself to individualization 
based on the needs of particular patients, 
he said. 

Verberg also said it is unclear what the ap-
propriate threshold for a manageable level 
of RPOA should be as it hasn’t been studied 
closely enough in the past. 

“The degree of assessment and scru-
tiny that we have placed on determining 
joint safety in this new program is leaps 
and bounds more rigorous than it was in 
the prior program where we did not sus-
pect there would be any issue with joint 

safety,” Verburg said. While this is the first 
pivotal study to read out, it is not defini-
tive in terms of elucidating what the joint 
safety profile is relative to other thera-
pies – those data will come later, he said. 
The other studies will help the sponsors 
evaluate the level of risk and potentially 
take risk mitigation steps to lower it, the 
exec noted.

“Where the drug is placed in terms of 
standard-of-care therapies is to be de-
termined. It will really depend not only 
on efficacy, but the safety profile,” Ver-
burg said. 

Diane Bakaysa, global brand develop-
ment leader at Eli Lilly, also highlighted 
the comprehensive surveillance and ro-
bust nature of the development program, 
which was developed in consultation with 
regulators. Bakaysa said the companies are 
hopeful that when the full data are deliv-
ered there will be a regulatory path and 
that tanezumab will be positioned to sat-
isfy a huge unmet need.

The companies are planning additional 
readouts from the Phase III program of tan-
ezumab beginning in the first half of 2019.

Pfizer/Lilly has one close competitor 
with an NGF inhibitor in Phase III – Regen-
eron Pharmaceuticals Inc./Teva Phar-
maceutical Industries Ltd.’s fasinumab. 
This drug demonstrated a significant re-
duction in osteoarthritis pain in a Phase 
III study, but a higher dose needed to be 
discontinued due to adverse events. The 
companies are testing a lower dose given 
at two different intervals in Phase III, but 
a study that reported results in August 
showed modest efficacy.   

Published online 24 October 2018

Rapidly Progressive Osteoarthritis Breakdown And Surgery Rates

STUDY ARM
RPOA TYPE 1 (ACCELER-
ATED JOINT SPACE NAR-

ROWING)

RPOA TYPE 2 (DAMAGE  
OR DETERIORATION OF 

THE JOINT)

PERCENT THAT RECEIVED 
TOTAL JOINT REPLACE-

MENT SURGERY

2.5mg 1.3% .9% 3.5%

2.5mg/5mg .4% 0 6.9%

Placebo 0 0 1.7%

Innate Pharma’s Expanded IO AstraZeneca Deal  
Jump-Starts US Ambitions
JOHN DAVIS john.davis@informa.com

France’s Innate Pharma SA has bounced back from last year’s 
R&D disappointments with an expanded, multi-layered oncol-
ogy development collaboration with AstraZeneca PLC, which 

will see the UK-based big pharma gaining rights or access to sev-
eral promising immuno-oncology candidates from Innate including 
monalizumab, and Innate Pharma taking a license to AstraZeneca’s 
rare oncology disease product, Lumoxiti (moxetumomab pasudo-
tox-tdfk) to further its own US and EU commercial ambitions.

Investors responded positively to the news, with Innate’s Euron-
ext price rising initially by 35% to €6.50 on Oct. 23, 2018, when the 
expanded deal was revealed. The announcement follows hard on 
the heels of Phase II data presented at the ESMO conference earlier 
this month, that showed a combination of monalizumab, a first-in-
class checkpoint inhibitor targeting NKG2A inhibitory receptors, and 
cetuximab was associated with durable responses in patients with 
head and neck cancer. 
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The expanded collaboration will build on AstraZeneca’s ex-
perience in developing and marketing the checkpoint inhibitor, 
Imfinzi (durvalumab), and give it increased traction in the highly 
competitive race to develop next-generation immuno-oncology 
products, exploiting the “world-class scientific team at Innate,” 
according to AstraZeneca CEO Pascal Soriot. Innate Pharma is 
collaborating with other big pharmas including Bristol-Myers 
Squibb Co., Novo Nordisk AS and Sanofi. However, one of In-
nate’s lead product candidates, its anti-KIR drug, lirilumab, in de-
velopment with BMS, reported disappointing Phase II results in 
November 2017.

As part of the deal expansion, AstraZeneca is taking an 9.8% 
equity stake in Innate Pharma, involving 6,260,500 new shares 
at €10 per share, and gaining full oncology rights to the human-
ized antibody, monalizumab. The initial agreement between the 
two European companies was entered into three years ago, in 
April 2015.

With the agreement, Innate Pharma has become a fully integrated 
biotech with early and late-stage clinical assets featuring a range of 
mechanisms of action, said the biotech’s CEO Mondher Mahjoubi, in 
a same-day analyst’s briefing. “But we’ve not put all our eggs in one 
basket – some of our candidate molecules are partnered and some 
are being developed by ourselves,” Mahjoubi added.

“The equity and upfront payments mean the company is in 
a stronger position financially to sustainably invest in our pipe-
line and to bring new medicines to patients,” Mahjoubi con-
tinued. He noted that Innate would work in partnership with 
AstraZeneca’s commercial team in the US to market the just-
approved Lumoxiti in the US, launch of which is expected im-
minently, and on a filing for EU approval, expected in the sec-
ond half of 2019.

The Marseille, France-based Innate has been granted US and EU 
commercial rights to Lumoxiti, which was approved by the US FDA 
in September 2018 for the treatment of hairy cell leukemia, and 
will take over commercialization in a “staged transition” expected 
to conclude in mid-2020 at the latest. Lumoxiti is a cytotoxin tar-
geted against CD22, approved in the US for adult patients with re-
lapsed or refractory hairy cell leukemia who have received at least 
two prior systemic therapies, including treatment with a purine 
nucleoside analog. 

Around 1,000 people are diagnosed with hairy cell leukemia in the 
US every year, and around a third could be eligible for Lumoxiti, Mah-
joubi said. It’s the first new treatment option for hairy cell leukemia 
in more than 20 years and Innate is working on a marketing transi-
tion plan which will include a medical affairs team and a small sales 
team in the field detailing to the approximately 200-250 hospitals 
that treat hairy cell leukemia in the US. Lumoxiti will cost $25,000 per 
cycle in the US, and treatment usually consists of six cycles, AstraZen-
eca reported.

Innate Pharma was keen to note that Lumoxiti’s eventual commer-
cial platform could be used as the basis for the marketing of other 
hematology-oncology drugs in Innate’s pipeline, including its wholly 
owned pipeline candidate, IPH4102. The opportunity comes at some 
financial cost to Innate, though. The biotech will pay AstraZeneca 
$50m upfront for Lumoxiti, and $25m for future commercial and 
regulatory milestones.

“The ESMO data were quite striking with regard to the level of tu-
mor shrinkage seen,” Mahjoubi remarked. The patients included in 
the study were very sick and don’t usually respond to therapy, and it 
might be interesting to test the combination in tumors like colorectal 
cancer that also don’t respond very well to PD-1/L1 inhibitors, and 
where there is a high unmet clinical need. 

MONALIZUMAB IN HEAD & NECK CANCER
The checkpoint inhibitor being bought by AstraZeneca, monali-
zumab, is targeted against the checkpoint receptor, NKG2A, which 
is expressed on tumor infiltrating cytotoxic T-cells and natural killer 
cells, inhibiting their antitumor activity. In a 40-patient Phase II study 
in head-and-neck cancer, reported at ESMO, treatment with a combi-
nation of monalizumab and cetuximab was associated with a 27.5% 
overall response rate, including one confirmed complete response 
and 10 partial responses.  Median PFS and overall survival were 5 and 
10.3 months, respectively.

Among the patients with recurrent and/or metastatic squamous 
cell carcinoma of the head and neck, there were three respond-
ers (18%) among the 17 patients previously treated with PD-1/L1 
antibodies. The majority of adverse events in the study were of 
grade 1-2 severity, rapidly reversible and easily manageable, Innate 
Pharma reported.

In return for expanding the monalizumab collaboration with 
AstraZeneca, Innate will receive $100m in the first quarter of 2019, 
with another $100m being due at the start of Phase III development, 
and could receive an additional $825m for development, regulatory 
and commercial-related milestones. AstraZeneca will book all sales 
of monalizumab and pay Innate double-digit royalties on net sales 
upon commercialization. 

AstraZeneca will also obtain option rights to IPH5201, an an-
tibody targeting CD39, and four other preclinical compounds 
in Innate’s pipeline. With IPH5201, Innate will receive a $50m 
upfront for the option to the exclusive license to co-develop 
and co-commercialize IPH5201 and up to $835m in opt-in pay-
ments, development and commercial milestones, and high-
single to double-digit tiered royalties. And for the option on 
four preclinical compounds, AstraZeneca will pay $20m for an 
exclusive license option on four to-be-agreed molecules from 
Innate’s preclinical portfolio, exercised before the molecules 
reach clinical development.  

Published online 23 October 2018
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The Darkest Hour Is After DAYBREAK For Lundbeck’s 
New Antipsychotic 
ALEX SHIMMINGS alex.shimmings@informa.com

Lundbeck Inc. would do well to turn its attention to its sparse 
pipeline after the failure of its novel therapy for treatment-resis-
tant schizophrenia Lu AF35700 in its first Phase III trial, DAYBREAK.

Shares in the Danish firm plummeted by 25% on the news on Oct. 
25, which came just days after the first generics to its biggest prod-
uct, the epilepsy drug Onfi (clobazam) were launched, and turned 
investors’ attention to the dearth of other investigational products 
coming through. 

“The company is now facing a confluence of negative factors 
that have not previously been reflected in its share price,” said 
analysts at Deutsche Bank in an Oct. 25 reaction note. “We believe 
earnings are likely to decline in 2019e and cashflow is likely to be 
redirected towards rebuilding a pipeline that can provide for a 
more sustainable business.”

Lu AF35700 is being targeted at a tough population: treatment-
resistant schizophrenia (TRS) is broadly defined in clinical guidelines 
as no or minimal clinical improvement in target schizophrenia symp-
toms following treatment with two or more anti-psychotic treat-
ments of adequate dose and duration. About a third of patients with 
schizophrenia have TRS with persistent core positive symptoms of at 
least moderate severity despite treatment with antipsychotics, mak-
ing this a substantial unmet medical need. The product has already 
received a US FDA fast-track designation.

Lu AF35700 – a dopaminergic, serotonergic and adrenergic recep-
tor antagonist – differs from currently available antipsychotics as it 

has a higher affinity for the human dopamine D
1 
receptor than it has 

for the D
2
 receptor. The hypothesis was that in TRS, a higher ratio of 

dopamine D
1
 versus D

2
 receptor activity would have a beneficial ef-

ficacy profile and a tolerability profile without the troublesome side 
effects associated with extensive dopamine D

2 
receptor blockade, 

such as extrapyramidal symptoms.
The theory has not been borne out by the data, however. The 

DAYBREAK trial included 964 TRS patients with persistent psychotic 
symptomatology who had at least one adequate and well-docu-
mented antipsychotic treatment trial without a satisfactory clinical 
improvement who were randomly assigned to 10 weeks of daily 
treatment with either 10 or 20 mg/day of Lu AF35700 or to contin-
ued treatment with risperidone or olanzapine (n=230).

Lu AF35700 did not show statistical superiority versus conven-
tional therapy on the primary endpoint (change in Total PANSS from 
randomization to week 10).

However, Lu AF35700 did show good anti-psychotic effects, was 
well tolerated at both doses. Further analysis is ongoing.

DAWN AFTER ALL?
As a wholly owned product, and with the commercial infrastructure 
already in place, analysts at Jefferies and Deutsche Bank had pitched 
Lu AF35700’s peak sales in the order of $1.2-$1.5bn, but both now 
feel the product is likely to be dropped. 

However, analysts at Biomedtracker retain a little more hope for 
it, based on the great need for a better tolerated option for TRS 
patients who at present are left only with clozapine as an evidence-
based therapy. 

“Physicians may be hesitant to adopt clozapine in clinical practice 
due to its association with a serious risk of agranulocytosis or seizures. 
Hence, depending on further analysis, Lundbeck may persist with Lu 
AF35700 as it has undertaken a global clinical development program 
and there is significant market opportunity for a well-tolerated thera-
py targeting TRS,” they said.

Lundbeck has invested considerably in Lu AF35700 with two 
other Phase III trials (NCT02892422 and NCT03230864) initiated, the 
Biomedtracker analysts added. Lundbeck details its mid-to-late stage 
development pipeline as follows:

Published online 28 October 2018

DRUG NAME   INDICATION DEVELOPMENT PHASE 

 Lu AF35700  schizophrenia  Phase III

 Brexpiprazole  bipolar disorder  Phase III

 Brexpiprazole  Alzheimer’s disease   Phase III

 Brexpiprazole  PTSD   Phase II

 Foliglurax  Parkinson’s disease  Phase II

Lundbeck website, Oct. 26, 2018

‘The company is now facing a confluence 
of negative factors that have not previously 
been reflected in its share price’
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InflaRx completed an IPO in November 2017, followed by a unique 
secondary offering during the lockup period that enabled current 
shareholders to offer shares to the public, in addition to shares being 
offered by the company itself in the primary offering. The proceeds 
will be used to continue clinical development of InflaRx’s pipeline, 
specifically the lead candidate IFX-1. 

InflaRx’s $100m IPO and secondary offering
Crescendo raised $70m, about 1.5 times the company’s capital base, 
in the largest Series B in Europe in 2018. The oversubscribed offering 
exceeded its initial objectives by double, adding Andera Partners 
(formerly Edmond de Rothschild), Quan Capital and Takeda Ventures to 
its investor base.

Crescendo Biologics’ $70m Series B financing

From October 2017 to January 2018, resTORbio went from Series A 
to IPO, raising a total of $162.8m from three separate transactions: 
a Series A financing raising $25m; Series B crossover round, raising 
$40m; and an IPO raising $97.8m. The capital has enabled the 
company to advance its novel TORC1 inhibitor program to address a 
key pathway of aging associated with disease.

resTORbio’s $163m Series A to IPO 

Enterprise closed an oversubscribed £29m Series B round, co-led by 
Versant Ventures and Novartis Venture Fund, to advance its pipeline 
of novel respiratory disease treatments into clinical development. The 
investment represented a three-fold increase in its capital base and 
was one of the largest Series B rounds for a preclinical stage company 
in Europe in 2018.

Enterprise Therapeutics’ £29m ($41m) 
Series B financing

In May, Polyphor listed on the SIX Swiss Exchange raising CHF165m. 
This made it the largest biotech IPO in Switzerland in over 10 years 
and one of the top three in Europe in the last three years in terms of 
proceeds raised to finance the development of its pipeline.

Polyphor’s CHF165m IPO

BioNTech completed a $270m Series A financing in January which 
significantly broadened its investor base to global institutional and 
other international investors that complement BioNTech’s existing 
investors. It was the seventh largest ever Series A financing globally 
for a biotech company, and the second largest ever achieved by a 
European biotech.

BioNTech’s $270m Series A financing 

Horizon Discovery Group completed a £80m financing in August 2017 
from new and existing shareholders including several new blue-chip 
specialist US healthcare investors. The financing was used to fund 
Horizon’s $85m (£65m) acquisition of GE Healthcare Dharmacon, Inc. 
from General Electric, establishing Horizon as a global leader in gene 
editing and gene modulation technologies.

Horizon Discovery Group’s £80m public placing 

AstraZeneca/MedImmune created this new company so it could spin 
out its non-core inflammation assets rather than sell or license them 
piecemeal. With the new company’s leadership team (all former 
MedImmune R&D leaders), AZ/MedI was able to secure $250m in 
funding from outside investors – believed to be a record for a non-
commercial-stage spinout.

AstraZeneca/MedImmune’s $250m financing 
for spin-out Viela Bio 

On October 27, 2017, Ablynx issued its US IPO on the NASDAQ 
market raising $200m. On October 30, an extra $30m was raised 
through closing of the underwriters’ option. The $230m raise 
represented the largest biotech IPO in the US for 2017 and closely 
followed positive Phase III data for Ablynx’s lead Nanobody drug 
candidate, caplacizumab. 

Ablynx’s $200m US IPO on NASDAQ

MorphoSys claimed a significant follow-on round in April 2018, 
bringing the company’s capital base to $607.5m. The round added 
$239m, including the overallotment option and a NASDAQ listing, 
meeting all the fundraising objectives and raising more than the 
$150m initially planned. The secondary listing was designed to 
attract US investors.

Morphosys’ $239m overallotment issue and 
NASDAQ listing 

Cambridge University spin-out PhoreMost, dedicated to drugging 
‘undruggable’ disease targets, completed an over-subscribed £11m 
Series A investment round. The funds will be used to expand its 
operations on the Babraham Research Campus and progress several 
novel drug targets from its next-generation SITESEEKER phenotypic 
screening platform into first-in-class drug discovery program s.

PhoreMost’s £11m ($15m) Series A financing 

NodThera, a biotechnology company focused on next-generation 
NLRP3 inflammasome inhibitors for the treatment of diseases driven 
by chronic inflammation, closed its Series A financing round for a 
total of £28m. The Series A second closing was co-led by Sofinnova 
Partners and 5AM Ventures.

NodThera’s £28m Series A financing 
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Plenty Of Potential For Roche’s Entrectinib Despite 
Lack Of ESMO Enthusiasm
KEVIN GROGAN kevin.grogan@informa.com

In the run-up to ESMO, much was made about how Roche’s entrec-
tinib and Bayer AG and Loxo Oncology Inc.’s larotrectinib would 
match up as treatments for patients with solid tumors who have a 

neurotrophic tyrosine receptor kinase (NTRK) gene fusion and by the 
end of the Munich meeting, it looked like the Swiss giant has some 
catching-up to do.

An integrated analysis of 54 patients on the pivotal Phase II STAR-
TRK-2, Phase I STARTRK-1 and Phase I ALKA-372-001 trials showed 
that entrectinib shrank tumors in 57.4% of people with NTRK fusion-
positive solid tumors. A median duration of response of 10.4 months 
was seen across ten tumor types including in people with central 
nervous system (CNS) metastases. 

Roche stressed that entrectinib shrank tumors that had spread to 
the brain in over half of people (an intracranial response of 54.5%), 
with more than a quarter of these people having a complete re-
sponse. In terms of the safety profile, the majority of adverse events 
were grade 1-2, reversible and managed with treatment interrup-
tion or dose reduction.

ANALYST SENTIMENT
A healthy set of results but the reaction from the investment com-
munity was not particularly positive. Credit Suisse analyst Vamil Di-
van issued a note saying that “while we thought the entrectinib data 
from Roche was solid, larotrectinib’s objective response rate (ORR) 
and duration data was significantly better. At the same presenta-
tion at ESMO, Bayer and Loxo’s offering, which selectively blocks the 
tropomyosin receptor encoded by the NTRK gene, demonstrated 
ORR of 81%, significantly higher than the Roche drug.”

Analysts at Leerink echoed those sentiments, saying that entrec-
tinib was broadly active in TRK patients, but its overall profile did not 
thrill them. They highlighted treatment-related adverse events which 
led to dose reductions in 27% of patients, dose interruptions in 25% of 
them and discontinuations in 4% of patients. “Given these data, we do 
not see a competitive threat to larotrectinib,” they claimed in a note.

Comparing the two drugs is tricky, however, given that larotrec-
tinib targets NTRK, entrectinib is designed to inhibit not just NTRK 
but also the kinase activity of ROS1 proteins, predominantly found 
in lung cancer. Last month, Roche presented impressive results from 
an analysis of the STARTRK and ALKA trials showing that entrectinib 
shrank tumors in 77% of people with locally advanced or metastatic 
ROS1-positive non-small cell lung cancer.

In an interview with Scrip at ESMO, global head of oncology Alan 
Sandler pointed out the differences between the patients selected 
for the trials which may explain in part the gap in response rates. 
There were no pediatric patients in the Roche studies and their re-
sponses tend to be better, while in some of the tumors covered in 
the Bayer trial such as infantile fibrosarcoma, the incidence of the TRK 
fusion cancers is high; in the latter case to well over 90%.

Another key point, he noted, was the entrectinib analysis included 
far more patients with metastases in the brain, which would also 

have an effect on the readout in terms of response rate and its dura-
tion. Roche was pleased with the data presented at ESMO, he said, 
and was confident about the prospects for the drug, which has been 
granted breakthrough therapy designation by the FDA, priority med-
icines (PRIME) designation by the European Medicines Agency and 
Sakigake designation by the Japanese health authorities for NTRK 
fusion-positive, locally advanced or metastatic solid tumors in both 
adult and pediatric patients.

Testing is key to identify patients and Roche is well-placed in 
this area. Sandler noted that the Basel-based group is working 
closely with recently-acquired Foundation Medicine to develop 
a novel diagnostics approach using next-generation sequenc-
ing that will help identify people with NTRK gene fusions likely to 
benefit from entrectinib.

More positive than some of their peers were analysts at Jefferies 
who were particularly impressed with the brain data on entrectinib, 
which Roche got hold of in February this year when it completed the 
$1.70bn acquisition of Ignyta. However they issued a note saying the 
“striking efficacy” of larotrectinib “may mean that entrectinib will have 
to carve out a niche based on its CNS activity [and] its intracranial ef-
ficacy may provide some differentiation.”

Jefferies currently forecasts peak sales of $750m for entrectinib “but 
given the strength of larotrectinib, we may review our estimate.”  

Published online 24 October 2018
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InflaRx completed an IPO in November 2017, followed by a unique 
secondary offering during the lockup period that enabled current 
shareholders to offer shares to the public, in addition to shares being 
offered by the company itself in the primary offering. The proceeds 
will be used to continue clinical development of InflaRx’s pipeline, 
specifically the lead candidate IFX-1. 

InflaRx’s $100m IPO and secondary offering
Crescendo raised $70m, about 1.5 times the company’s capital base, 
in the largest Series B in Europe in 2018. The oversubscribed offering 
exceeded its initial objectives by double, adding Andera Partners 
(formerly Edmond de Rothschild), Quan Capital and Takeda Ventures to 
its investor base.

Crescendo Biologics’ $70m Series B financing

From October 2017 to January 2018, resTORbio went from Series A 
to IPO, raising a total of $162.8m from three separate transactions: 
a Series A financing raising $25m; Series B crossover round, raising 
$40m; and an IPO raising $97.8m. The capital has enabled the 
company to advance its novel TORC1 inhibitor program to address a 
key pathway of aging associated with disease.

resTORbio’s $163m Series A to IPO 

Enterprise closed an oversubscribed £29m Series B round, co-led by 
Versant Ventures and Novartis Venture Fund, to advance its pipeline 
of novel respiratory disease treatments into clinical development. The 
investment represented a three-fold increase in its capital base and 
was one of the largest Series B rounds for a preclinical stage company 
in Europe in 2018.

Enterprise Therapeutics’ £29m ($41m) 
Series B financing

In May, Polyphor listed on the SIX Swiss Exchange raising CHF165m. 
This made it the largest biotech IPO in Switzerland in over 10 years 
and one of the top three in Europe in the last three years in terms of 
proceeds raised to finance the development of its pipeline.

Polyphor’s CHF165m IPO

BioNTech completed a $270m Series A financing in January which 
significantly broadened its investor base to global institutional and 
other international investors that complement BioNTech’s existing 
investors. It was the seventh largest ever Series A financing globally 
for a biotech company, and the second largest ever achieved by a 
European biotech.

BioNTech’s $270m Series A financing 

Horizon Discovery Group completed a £80m financing in August 2017 
from new and existing shareholders including several new blue-chip 
specialist US healthcare investors. The financing was used to fund 
Horizon’s $85m (£65m) acquisition of GE Healthcare Dharmacon, Inc. 
from General Electric, establishing Horizon as a global leader in gene 
editing and gene modulation technologies.

Horizon Discovery Group’s £80m public placing 

AstraZeneca/MedImmune created this new company so it could spin 
out its non-core inflammation assets rather than sell or license them 
piecemeal. With the new company’s leadership team (all former 
MedImmune R&D leaders), AZ/MedI was able to secure $250m in 
funding from outside investors – believed to be a record for a non-
commercial-stage spinout.

AstraZeneca/MedImmune’s $250m financing 
for spin-out Viela Bio 

On October 27, 2017, Ablynx issued its US IPO on the NASDAQ 
market raising $200m. On October 30, an extra $30m was raised 
through closing of the underwriters’ option. The $230m raise 
represented the largest biotech IPO in the US for 2017 and closely 
followed positive Phase III data for Ablynx’s lead Nanobody drug 
candidate, caplacizumab. 

Ablynx’s $200m US IPO on NASDAQ

MorphoSys claimed a significant follow-on round in April 2018, 
bringing the company’s capital base to $607.5m. The round added 
$239m, including the overallotment option and a NASDAQ listing, 
meeting all the fundraising objectives and raising more than the 
$150m initially planned. The secondary listing was designed to 
attract US investors.

Morphosys’ $239m overallotment issue and 
NASDAQ listing 

Cambridge University spin-out PhoreMost, dedicated to drugging 
‘undruggable’ disease targets, completed an over-subscribed £11m 
Series A investment round. The funds will be used to expand its 
operations on the Babraham Research Campus and progress several 
novel drug targets from its next-generation SITESEEKER phenotypic 
screening platform into first-in-class drug discovery program s.

PhoreMost’s £11m ($15m) Series A financing 

NodThera, a biotechnology company focused on next-generation 
NLRP3 inflammasome inhibitors for the treatment of diseases driven 
by chronic inflammation, closed its Series A financing round for a 
total of £28m. The Series A second closing was co-led by Sofinnova 
Partners and 5AM Ventures.

NodThera’s £28m Series A financing 
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More Good News For Bayer’s Larotrectinib Ahead Of 
FDA Verdict
KEVIN GROGAN kevin.grogan@informa.com

Updates on the tissue-agnostic drug 
larotrectinib presented at ESMO 
have confirmed that Bayer AG and 

Loxo Oncology Inc.’s tropomyosin receptor 
kinase inhibitor, which could be approved 
by the FDA in the next month, showed ro-
bust activity across different tumor types, 
consolidating its lead over Roche’s rival 
therapy entrectinib. 

Having reported impressive Phase III 
data at ASCO in 2017 on 55 patients, the 
companies presented updated results 
on larotrectinib at the Munich congress 
on those patients and an additional 67 
adults and children suffering from a wide 
range of cancers. The results proved to be 
equally impressive. 

At the new data cut-off of July 30 this year, 
the overall response rate (ORR) in the prima-
ry dataset was 80% including 18% complete 
responses (CR) and in the supplemental 
cohort 54 patients were evaluable and had 
an ORR of 81% with 17% CR. Duration of 
response (DOR) at 12 months was 75% and 
81% for the primary and supplementary 
datasets, respectively and Bayer noted that 
with follow-up of 17.6 and 7.4 months, me-
dian DOR had not yet been reached. Across 
the integrated dataset, 84% of responding 
patients remained on treatment or had un-
dergone surgery with curative intent.

In an interview with Scrip at ESMO, Robert 
LaCaze, head of Bayer’s oncology strategic 
business unit, said that the initial readout 
at ASCO last year “was outstanding, I don’t 
think anybody had seen these response 
rates.” The task after that for the German 
company, which licensed larotrectinib and a 
follow-on compound, LOXO-195, from Loxo 
last November, was to see if that benefit 
could be reproduced and the latest analysis 
means that question “has been answered 
now, “ he said.   (Also see “Loxo’s Tissue-Ag-
nostic Approach Brings $400m Upfront From 
Bayer” - Scrip, 14 Nov, 2017.)

In terms of safety, the majority of adverse 
events reported were grade 1 or 2. The 
profile is very good, LaCaze said, because 
larotrectinib is so specific and does not have 
off-target toxicities.

Observers are expecting FDA approval 
for larotrectinib, which was filed as a treat-
ment for adult and pediatric patients with 
locally advanced or metastatic solid tumors 
who have a neurotrophic tyrosine recep-
tor kinase (NTRK) gene fusion, on or before 
its Nov. 26 Prescription Drug User Fee Act 
(PDUFA) action date. If that happens, the 
launch “will be like no other in the industry 
before,” he noted, as it would be the first ap-
proval for a totally tissue-agnostic therapy; 
in May last year, the FDA okayed Merck & 
Co. Inc.’s already-established blockbuster 
immunotherapy Keytruda (pembrolizumab) 
in microsatellite instability-high (MSI-H) or 
mismatch repair deficient (dMMR) tumors 
last year.

LaCaze noted that with larotrectinib, “we 
follow the biology of the tumor, not the tu-

mor itself, and that poses a different mind-
set” for launch. The 122 patients that have 
been tested include patients who ranged 
from one month old to 80 years in 24 dif-
ferent tumor types, so the challenge is to 
identify patients who will benefit.

Bayer’s initial focus will be on rare solid 
tumors where NTRK gene fusions occur 
more frequently, such as sarcomas,  gastro-
intestinal stromal tumor (GIST) and thyroid 
cancer, LaCaze said. The incidence of the 
TRK fusion cancers is not a straightforward 
debate, he noted, with estimates of about 
0.3%, 0.5% and 1% depending on the can-
cers, but that rises up to well over 90% in 
infantile fibrosarcoma.

The future success of larotrectinib de-
pends on patients being screened but at 
present there is limited use of next-gener-
ation sequence (NGS) testing, the only reli-
able way to detect TRK fusion cancers. To 
help address that issue, Loxo formed a part-
nership in April this year with Illumina to de-
velop a companion diagnostic that will use 
sequencing to identify whether patients’ 
tumors carry a broad range of genomic sig-
natures, while LaCaze noted that Bayer was 
involved in discussions with several compa-
nies to produce a specific larotrectinib test.  
(Also see “Loxo Edges Closer To Commercial 
Market With Larotrectinib, But Diagnostic 
Challenge Persists” - Scrip, 29 May, 2018.)

The ESMO update has gone down well 
with the investment community. Analysts at 
Credit Suisse were impressed with the sus-
tained durable effect shown by larotrectinib, 
noting that the first patient recruited has 
now been on therapy for over 42 months 
and pointing out that “the treatment seems 
active in the CNS.”

Leerink issued a note, saying that the 
strength of the data presented to date for 
larotrectinib means it is likely to be ap-
proved. However, the analysts added that 
“we believe uptake may be challenged, 
given the low incidence of TRK mutations 
spread across a number of different tu-
mor types that transcend individual phy-
sician specialties.”  
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Cash-Rich Ipsen Opens Up Checkbook For 2019
JO SHORTHOUSE joanne.shorthouse@informa.com

“I’m a possibilist,” said David Meek when speaking to Scrip on the 
day the Paris-headquartered pharma company Ipsen released 
its strong third quarter results. “We’re constantly looking for 

bold and innovative ways to grow the business.”
While the success of Ipsen’s speciality pharma division is undis-

puted, contributing 24% growth in this quarter of €484m, analysts 
have been questioning how the company will fill the innovation 
gap after 2021, when the company’s stellar performer Somatuline 
(lanreotide), its somatostatin for neuroendocrine tumors (NET), los-
es its US patent in that indication.

Somatuline, which made sales of €217m in Q3, is the market leader 
in Europe and has a patient share of 40% in the US. It will be Ipsen’s 
first blockbuster product, “definitely in 2019,” says Meek.“We’ll be able 
to declare its a $1bn product.”

Ipsen is launching a new injector-friendly device that Meek thinks 
will give the company an opportunity to differentiate Somatuline 
from its main competitor, Novartis AG’s Sandostatin LAR. The new 
method of administration is patented until March 2020. 

Although there are no specific generic threats looming, analysts 
forecast that sales will flatten.

While Ipsen’s tyrosine kinase inhibitor (TKI) Cabometyx (cabo-
zantinib) and Onivyde (irinotecan liposome injection) Ipsen’s other 
growth drivers, are making €38.8m and €26.9m, respectively, in Q3, 
their margin impact is lower due to royalty payments. Analysts as So-
ciete General think it “vital that Ipsen continues to make acquisitions 
to fuel medium-term growth (post 2022)”, with both Somatuline, Ca-
bometyx and Onviyde growth likely to cool.

Meek told Scrip that building the Ipsen pipeline was his number 
one priority, and that the company could use “financial firepower” 
to build that pipeline. Ipsen would typically be interested in an as-
set which would make peak sales of $300m, the kind of asset a big 
pharma such as GlaxoSmithKline PLC or AstraZeneca PLC might 
pass by, says Meek, but would “move the needle” for a company such 
as Ipsen.

Ipsen wants to bring in assets in its three existing therapeutic ar-
eas; solid tumor oncology, rare disease and neuroscience, in a string-
of-pearls approach. Meek says the company plans to do a series of 
transactions in all clinical stages, and that it could be as much as “a 
couple of transactions a year in those three therapeutic areas”.

XXXXXXXXXXXXXX
Since Meek joined Ipsen as CEO in 2016 he has delayered the or-
ganization to make decision making very lean, and to do transac-
tions quickly. “We really have a biotech mindset,” he said. He has also 
brought in Teva Pharmaceutical Industries Ltd. dealmaker Ivana 
Magovčević-Liebisch as the company’s chief business officer, and 
moved the business development team to Cambridge, Massachu-
setts, to be at the epicenter of innovation. He has also ramped up 
the team of what he calls the “drug scouts” to prioritize the search for 
opportunities. 

Meeks says 2019 will be the year when these moves start to bear 
fruit, and the market will see a range of deals from the company, from 
“M&A all the way through to a licensing agreement and anything in 

between. All of that is on the table.”

“EXACTLY AS WE PREDICTED”
The kidney cancer space is starting to heat up, with competition 
for the Ipsen/Exelixis Inc. TKI Cabometyx coming from big pharma 
dominating the immuno-oncology (IO) sector.  (Also see “Pfizer/Merck 
KgAA Move Fast With Bid For Bavencio/Inlyta In Kidney Cancer Market” 
- Scrip, 11 Sep, 2018.)(Also see “Merck & Co.’s Keytruda/Inlyta Combo In-
vades Kidney Cancer Territory” - Scrip, 18 Oct, 2018.)

Meek is very relaxed when speaking about the recent activity in 
the renal cell carcinoma. “We’ve never had a high market share in 
the front-line setting,” he said . While cabozantinib is registered in the 
front-line setting as a monotherapy “we knew that would just be our 
entry, we knew we needed an IO in combination,” he explained.

Ipsen started its own a Phase III program, CheckMate9ER, for Ca-
bometyx + nivolumab more than a year ago in first-line RCC. The re-
sults from this are expected in September 2019.  “We knew that that 
combination of IO plus an oral agent would be the most effective 
treatment for patients in the front-line setting,” he said. 

“What’s playing out right now is exactly as we predicted. There 
could, at some point, be four different IOs, and four different regi-
mens in the front-line space.” Meek believes this “red ocean market 
share race” between the big pharma IO players opens opportunity 
for Cabometyx. “Our window of opportunity in the second-line set-
ting opens significantly because none of these IO trials are in the sec-
ond line,” he said. Currently Opdivo (nivolumab) is the market leader 
in that space.                                     Published online 25 October 2018
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Cerevel Launches With Pfizer’s Early CNS Assets  
And $350m From Bain Capital 
MANDY JACKSON mandy.jackson@informausa.com

Pfizer Inc. and Bain Capital LP are team-
ing up once again to launch a new 
company with a portfolio of Pfizer as-

sets. This time, the big pharma is spinning 
out some of the neuroscience programs it 
scuttled earlier this year into Cerevel Ther-
apeutics LLC, backed by $350m from two 
Bain private equity funds.

The start-up doesn’t even have a CEO yet, 
but it has a Parkinson’s disease drug candi-
date that Cerevel is expected to move into a 
Phase III clinical trial in 2019. Bain and Pfizer 
will put together a team of central nervous 
system (CNS) scientists and life science ex-
ecutives to work at the company’s Boston-
area headquarters. Pfizer will retain a 25% 
stake in Cerevel, just as it maintained a stake 
in assets spun out into SpringWorks Thera-
peutics LLC last year. 

The portfolios and funding for Cerevel 
and SpringWorks have some differences, 
but both start-ups allowed Pfizer to shift 
research and development for some of its 
programs outside of the company, and 
both opportunities gave Bain a chance to 
invest in assets somewhat de-risked by the 
big pharma. 

SIMILAR MODEL
Pfizer contributed drug candidates for 
post-traumatic stress disorder (PTSD) and 
neurofibromatosis – along with potential 
treatments for desmoid tumors and heredi-
tary xerocytosis – to SpringWorks in Sep-
tember 2017, which was three-and-a-half 
months before the pharma decided to end 
early R&D efforts in neuroscience. Bain and 
other investors provided $107m in Series A 
venture capital for SpringWorks.  (Also see 
“SpringWorks Launches With $103m, Four 
Pfizer Drugs And A Focus On Underserved Pa-
tients” - Scrip, 25 Sep, 2017.)

Pfizer used a similar model earlier this 
year when it took a 25% stake in Al-
logene Therapeutics Inc., a start-up 
formed in April around Pfizer’s allogeneic 
chimeric antigen receptor T-cell (CAR-T) 
therapy candidates. The company trans-
ferred 17 assets to Allogene along with 
the staff working on them.  (Also see “’We 

Jumped’ At Opportunity To Take On Pfizer’s 
CAR-T Program, Allogene’s Chang Says” - 
Scrip, 4 Apr, 2018.)

With Cerevel, Bain Capital Private Eq-
uity and Bain Capital Life Sciences are 
the sole sources of the $350m commit-
ted to fund the new company and they 
may provide additional capital as needed 
in the future. 

Cerevel is launching with three clini-
cal drug candidates and several preclinical 
compounds for the treatment of CNS disor-
ders, including Parkinson’s and Alzheimer’s 
diseases, epilepsy, schizophrenia and ad-
diction. The clinical candidates include a D1 
partial agonist moving into Phase III next 

year to treat Parkinson’s disease symptoms 
and a Phase II-ready selective GABA 2/3 ago-
nist with epilepsy targeted for the drug’s first 
indication.

Pfizer felt that putting the assets – a por-
tion of the neuroscience assets deprioritized 
at the start of this year – into a company 
dedicated to CNS disorders with specific 
neuroscience expertise “was the optimal 
next step,” according to an announcement 
about the Cerevel launch. 

Bain Capital Life Sciences Managing Direc-
tor Adam Koppel said in the joint statement 
with Pfizer that the broad Cerevel portfolio 
“consists of several clinical candidates with 
unique chemistry to enable specific recep-
tor targeting, which has the potential to 
drive a differentiated clinical profile.”

Its stakes in Cerevel and SpringWorks al-
low Pfizer to keep a hand in early neurosci-
ence R&D – despite exiting the field this year 
– as it did in June with a $600m expansion 
of its corporate venture fund. Pfizer Ventures 
will invest 25% of the new capital in com-
panies pursuing novel treatments for CNS 
disorders.  (Also see “Finance Watch: Pfizer 
Ventures’ Dalton Makes Sense Of Neurosci-
ence Focus Within New $600m VC Fund Com-
mitment” - Scrip, 12 Jun, 2018.)

Cerevel is launching 
with three clinical drug 
candidates and several 
preclinical compounds  
for the treatment of  
CNS disorders
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Next Up For AstraZeneca: Building Out In Renal Disease  
JESSICA MERRILL jessica.merrill@informa.com

AstraZeneca PLC is working to balance its fast-growing on-
cology portfolio against other priority therapy areas, which 
include a new specialty in renal disease. The company’s on-

cology portfolio has grown in importance in terms of revenues over 
the past two years, while growth in cardiovascular/metabolic and 
respiratory disease has lagged, under pressure from generic compe-
tition and other commercial challenges. 

US President and Exec VP-North America Ruud Dobber recently 
spoke with Scrip about opportunities to drive growth outside of on-
cology, where he has oversight for North American commercial op-
erations. Dobber took over the US role two years ago after oversee-
ing European operations. Oncology oversight was broken out into 
a separate global business unit overseen by Global Head-Oncology 
Dave Fredrickson last year, as the company prepared to launch sev-
eral new cancer drugs.

AstraZeneca’s other two therapy area pillars are cardiovascular/
metabolic disease and respiratory disease. In the second quarter, on-
cology generated $1.43bn in sales and represented 29% of AstraZen-
eca’s revenues, edging out respiratory sales and significantly narrow-
ing the gap with CV/metabolic. CV/metabolic still accounts for 32% 
of the company’s sales, led by the blood thinner Brilinta (ticagrelor) 
and diabetes medicine Farxiga (dapagliflozin), but revenues are de-
clining under pressure from the loss of Crestor (rosuvastatin). Respi-
ratory represented 24% of sales, dominated by the asthma inhaler 
Symbicort (budesonide/formoterol).

RETURN TO GROWTH
“Oncology is important and will become more important going for-
ward,” Dobber acknowledged. “Having said that, we have a level of 
pride that all the three businesses are crucial to the overall story of 
AstraZeneca, which is the return to growth story.”

AstraZeneca is on track to return to growth in 2018 after a long 
comeback road that wound through the loss of patent protection 
for Nexium in 2015, Crestor in 2016 and Seroquel in 2017. Now that 
AstraZeneca has cycled through those enormous patent cliffs, the 
time is right to reenergize the cardiovascular/metabolic and re-
spiratory portfolios. “The strength of the company is that we are 
trying to become a market leader in three of the areas that we are 
active in,” Dobber said.

FROM CVMD TO CVRM
Earlier this year, the company renamed its CVMD (cardiovascular/
metabolic disease) therapy area to CVRM (cardiovascular/renal medi-
cine) to reflect the company’s budding renal portfolio.

“The R in CVRM is very exciting,” Dobber said. The company is 
gearing up to launch two new drugs in renal disease in the near-
term. The first is Lokelma (sodium zirconium cyclosilicate) for hy-
perkalemia, which was approved by the US FDA in May after two 
delays, but the drug won’t launch in the US until 2019. Hyperka-
lemia is a condition characterized by elevated potassium levels 
in the blood in patients with cardiovascular, renal and metabolic 
diseases, the risk of which increases significantly for patients with 
chronic kidney disease (CKD). The drug was acquired with ZS 
Pharma Inc. in 2015 for $2.7bn.

But AstraZeneca will have to compete against Vifor Pharma Ltd.’s 
Veltassa (patiromer), which has had more time on the market, having 
cleared the FDA for hyperkalemia in 2015.  (Also see “AstraZeneca’s 
ZS-9 Delay In US Gives Veltassa An Edge” - Scrip, 20 Mar, 2017.)

The second upcoming drug is a potential blockbuster: roxadustat 
to treat anemia associated with CKD. AstraZeneca expects to have 
Phase III data on the drug, partnered with FibroGen Inc., in about 

CONTINUED ON PAGE 23

Ruud Dobber

For Bain, Cerevel and SpringWorks add to 
the private investment firm’s existing port-
folio in health care and life sciences compa-
nies, including CNS-focused biopharmaceu-
tical firms. 

Bain Capital Life Sciences led a $70m Se-
ries B venture capital round in December 
2017 for Aptinyx Inc., which is develop-
ing oral, small molecule NMDA receptor 
modulators for pain, neuropathy, fibromy-
algia, PTSD and other indications outside 
of depression.  (Also see “Aptinyx Reaches 

Milestones, Raises $70m To Develop NMDA 
Modulators” - , 18 Dec, 2017.)

Aptinyx and another Bain-backed bio-
pharma – the Duchenne muscular dystro-
phy-focused firm Solid Biosciences Inc. – 
went on to have two of the most successful 
initial public offerings so far in 2018.  (Also 
see “IPO Update: Returns Sag As Seven More 
Biopharmas Go Public In September” - Scrip, 
2 Oct, 2018.)

In 2017, Bain Capital and the private eq-
uity firm Cinven agreed to pay more than 

€5.4bn for Stada Arzneimittel AG after a 
long and contentious battle with the Ger-
man pharma firm’s shareholders.  (Also see 
“Bain and Cinven Bow To Elliott Pressure Over 
Stada Price” - Scrip, 4 Sep, 2017.) 

Bain also participated in a $70m stock 
offering by Dicerna Pharmaceuticals 
Inc. last year and Koppel joined the liver 
disease specialist’s board of directors.  (Also 
see “Dicerna, Flush With Cash, Is Back To The 
Drawing Board” - Scrip, 13 Jun, 2017.)  
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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 19–25 October 2018

LEAD COMPANY/PARTNER COMPOUND INDICATION COMMENTS

PHASE III RESULTS PUBLISHED

AstraZeneca plc/Merck & Co. Lynparza (olaparib)
ovarian cancer, advanced 
BRCA-mutated

SOLO-1; NEJM, Oct. 21, 2018.

Pfizer Inc.
Ibrance (palbociclib)  
plus fulvestrant

metastatic breast cancer, 
HR+, HER-

PALOMA-3; NEJM, Oct. 20, 2018.

Eli Lilly Taltz (ixekizumab) ankylosing spondylitis COAST-W; Arthritis & Rheumatology, Oct. 20, 2018.

Eli Lilly Taltz (ixekizumab) ankylosing spondylitis COAST-V, The Lancet, Oct. 22, 2018.

Johnson & Johnson
Zytiga (abiraterone)  
plus radiotherapy

prostate cancer STAMPEDE; The Lancet, Oct. 21, 2018.

Takeda Velcade (bortezomib)
mantle cell lymphoma, 
front-line

The Lancet Oncology, Oct. 19, 2018.

Novartis AG/Amgen Inc. Aimovig (erenumab) refractory migraine LIBERTY; The Lancet, Oct. 22, 2018.

PHASE III INTERIM/TOP-LINE RESULTS

Bayer/Orion Pharma darolutamide prostate cancer ARAMIS; extended metastasis-free survival.

H. Lundbeck A/S Lu AF35700
schizophrenia,  
treatment-resistant

DayBreak; missed primary endpoint.

Syndax Pharmaceuticals
entinostat with  
exemestane

breast cancer E2112; mixed results.

Amgen Inc. Enbrel (etanercept) psoriatic arthritis SEAM-PsA; better than methotrexate.

Genmab/Johnson & Johnson Darzalex (daratumumab)
multiple myeloma,  
front line

Cassiopeia; met primary endpoint.

UPDATED PHASE III RESULTS

Johnson & Johnson Tremfya (guselkumab)
moderate to severe 
psoriasis

VOYAGE-1; stable clearance at 3 years.

Takeda Alunbrig (brigatinib)
NSCLC, with CNS  
metastasis

ALTA-1L; improved intracranial efficacy.

Bayer
Xofigo (radium-223)  
plus abiraterone

prostate cancer, metastatic 
castration- resistant

ERA-223; did not improve efficacy,  
higher fracture rate.

PharmaMar Zepsyre (lurbinectedin)
ovarian cancer,  
platinum-resistant

CORAIL; mixed results.

Roche AG
Tecentriq (atezolizumab) 
plus Abraxane

advanced breast cancer, 
triple negative, first-line

IMpassion 130; improved outcomes.

HUYA Bioscience
chidamide (HBI-8000)  
plus exemestane

breast cancer Benefit on PFS.

Novartis AG alpelisib plus fulvestrant breast cancer SOLAR-1; increased median PFS.

Eli Lilly
Cyramza (ramucirumab) 
plus docetaxel

bladder cancer RANGE; prolonged PFS.

Takeda
Entyvio (vedolizumab) 
subcutaneous

ulcerative colitis VISIBLE 1; achieves and maintains remission.

Merk KGaA/Pfizer Bavencio (avelumab) renal cell cancer JAVELIN Renal 101; met primary endpoint.

Source: Biomedtracker | Informa, 2018
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four to eight weeks. Roxadustat is a first-in-class oral inhibitor of hy-
poxia inducible factor-prolyl hydroxylase (HIF-PHI) that AstraZeneca 
hopes could replace erythropoietin stimulating agents as the stan-
dard of care because of an improved safety profile and the ability to 
eliminate intravenous iron.

“If we hit our primary endpoints in dialysis and non-dialysis, we 
have a potential blockbuster on our hands,” Dobber said.

CHALLENGES IN RESPIRATORY
AstraZeneca already has a renal commercial group in place, gained 
partly through ZS Pharma, he said. “We will further expand our 
presence in the renal space,” he added. “Clearly, if the data reads out 
positively in the next four to eight weeks for roxudustat, you can ex-
pect more investments in the renal space, not only with respect to 
the commercial infrastructure, but also the medical infrastructure 
of the company.”

In respiratory disease, AstraZeneca has faced challenges with 
the asthma drug Symbicort given the pricing pressure that has 
hit inhaled respiratory drugs. Sales of Symbicort declined 6% in 
the first half of the year to $1.3bn. The drug could come under 
even more pressure if a generic version of the rival drug Advair 
(fluticasone/salmeterol) from GlaxoSmithKline PLCis approved 
later this year, which is a possibility. Mylan NV is anticipating 
FDA action on its generic alternative sometime in October.

But Dobber played down the threat of a generic entry. “This is 
primarily a problem for GSK and not for us,” he said. “We are not 
obsessed about generic Advair. It will effect GSK, and we don’t 

expect a massive impact on our product.” The company is turn-
ing its attention to Fasenra (benralizumab), an injectable biologic 
for severe eosinophilic asthma. Fasenra, which launched late 
last year, generated sales of $86m in the first half of the year. But 
Fasenra is competing in a crowded category that includes two 
other IL-5 inhibitors and now Dupixent (dupilumab), Sanofi/Re-
generon Pharmaceuticals Inc.’s IL-4/IL-13 blocker that is newly 
approved for asthma but with a broader label that includes pa-
tients with corticosteroid-dependent asthma in addition to eo-
sinophilic asthma.

Dupixent will be stiff competition for Fasenra and the other biolog-
ics in the category, but Dobber insisted he welcomes the competi-
tion and pointed to the big opportunity for biologics. Only about 
10%-12% of patients with severe asthma are currently receiving 
treatment with a biologic, he said. 

“AstraZeneca is very bullish about the growth prospects of 
Fasenra,” he said. Plus, he said, “Competition makes you stronger, 
sharper and it helps to further educate patients and physicians.”

What does concern him and what will be a challenge for industry 
looking into 2019 is the external environment, and the growing push 
back on drug prices, he said.

“We do our best to convince policy makers about the value of this 
industry and the value that it creates in the number of jobs,” he said. 
“We need to respect that there are different views on our industry 
and that is the piece that is not in my hands.”

“I’m not able to change the view of the President, or in this case Azar,” 
he said, referring to HHS Secretary Alex Azar. “I’ll do my best.”  
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Company Move
Search

Alise Reicin Celgene Corp President, Global Clinical 
Development EMD Serono

Senior Vice President, Head, 
Global Clinical Development, 
R&D

1-Nov-18

Simon 
Jose

Idorsia 
Pharmaceuticals 
Ltd

Chief Commercial Officer GlaxoSmithKline 
plc

Senior Vice President, Head, 
Global Franchises and 
Platforms

1-Dec-18

Marie-
Paule 
Richard

Inventiva Chief Medical Officer Tigenix Chief Medical Officer 17-Oct-18

Kevin 
Horgan

Seres 
Therapeutics Inc

Chief Medical Officer and Executive 
Vice President AstraZeneca plc Vice President, Clinical 

Development 22-Oct-18

Michael 
Ma

United 
Neuroscience

Head, Research and Development 
Operations and Project 
Management

Ferring 
Pharmaceuticals

Director, Project 
Management 16-Oct-18

Sharon 
Tamir

United 
Neuroscience Head, External Alliances Karyopharm 

Therapeutics
Head, Neurodegenerative 
and Infectious Diseases 16-Oct-18

Lisa 
Colleran

Vivex 
Biomedical Inc Chief Executive Officer LifeCell Corp Chief Executive Officer 23-Oct-18

Executive To Company New Role From Company Previous Role Effective 
Date

Promotion
Search

Vijay Mahant
Batu 
Biologics 
Inc

Vice President, Precision Oncology and 
Scientific Advisory Board Member Scientific Advisory Board Member 17-Oct-18

Dominique 
Bridon

EpiVax 
Oncology 
Inc

Chief Technology Officer Scientific Advisory Board Member 22-Oct-18

Simon Ma
RepliCel 
Life 
Sciences

Chief Financial Officer Director, Finance 17-Oct-18

Guy 
Chamberland

Tetra Bio 
Pharma

Chief Executive Officer and Chief Scientific 
Officer

Interim Chief Executive Officer, Chief 
Scientific Officer and Regulatory Affairs 15-Oct-18

Executive To 
Company New Role Previous Role Effective 

Date

Director
Search

Paul Jenkinson AIVITA Biomedical Director 23-Oct-18

Philippe Schaison AIVITA Biomedical Director 23-Oct-18

Kristen M. Hege Arcus Biosciences Director 22-Oct-18

Lee Newcomer Cellworks Group Inc Director 17-Oct-18

James Mule Cold Genesys Inc Director 22-Oct-18

Leonard Post Cold Genesys Inc Director 22-Oct-18

Frances Cloud Concordia International Corp Director 1-Nov-18

Karen Walker Eli Lilly and Company Director 1-Dec-18

Dan Adams EpiVax Oncology Inc Director 22-Oct-18

Jeff Jonas PureTech Health Director 17-Oct-18

Scott Smith Refuge Biotechnologies Inc Director 15-Oct-18

Cory Freedland Velicept Therapeutics Inc Director 16-Oct-18

Gina Consylman Verastem Inc Director and Chairman, Audit Committee 18-Oct-18

Executive To Company New Role Effective Date

Advisor
Search

Andrew Powell Antibe Therapeutics Inc Advisory Board Member, Business Development 22-Oct-18

Angus Russell Antibe Therapeutics Inc Advisory Board Member, Business Development 22-Oct-18

Dominique Monnet Antibe Therapeutics Inc Advisory Board Member, Business Development 22-Oct-18

Rami Batal Antibe Therapeutics Inc Advisory Board Member, Business Development 22-Oct-18

Hyder Jinnah CoA Therapeutics Scientific Advisory Board Member 23-Oct-18

Nicola Longo CoA Therapeutics Scientific Advisory Board Member 23-Oct-18

Suzanne Jackowski CoA Therapeutics Scientific Advisory Board Member 23-Oct-18

Vernon R. Sutton CoA Therapeutics Scientific Advisory Board Member 23-Oct-18

Geoffrey Shapiro Cybrexa Therapeutics Scientific Advisory Board Member 22-Oct-18

Timothy Yap Cybrexa Therapeutics Scientific Advisory Board Member 22-Oct-18

Executive To Company New Role Effective Date

Other
Search

Dan Wechsler Melinta Therapeutics Inc Chief Executive Officer, President and Director 22-Oct-18 Resignation

Tom Kordyback RepliCel Life Sciences Chief Financial Officer 17-Oct-18 Resignation

Executive From Company Previous Role Effective Date Move Type
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