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What Will Novartis Do With $13bn 
Cash Pile From GSK?
KEVIN GROGAN kevin.grogan@informa.com

Novartis AG CEO Vas Narasimhan 
has only been in the hot seat for a 
couple of months but is wasting no 

time in transforming the firm into a pure 
pharma player, selling its stake in a con-
sumer healthcare joint venture with Glaxo-
SmithKline PLC for $13bn.

The Swiss major would appear to have 
got a good deal, given that the figures that 
had been mentioned for the 36.5% stake 
had been in the region of $9-12bn. Nara-
simhan certainly thinks so, saying in a state-
ment that while its consumer healthcare 
JV with GSK is progressing well, “the time is 
right for Novartis to divest a non-core asset 
at an attractive price.”  He went on to say that 
“this will strengthen our ability to allocate 

capital to grow our core businesses, drive 
shareholder returns and execute value-cre-
ating bolt-on acquisitions.” Narasimhan also 
stressed his often-repeated message about 
building “the leading medicines company, 
powered by digital and data.”

The news comes as no great surprise, 
given that the JV, created in 2015 as part of 
a three-part transaction between the two 
companies, gave Novartis a put option, exer-
cisable from March 2, 2018 to March 2, 2035, 
to require GSK to purchase its stake, or parts 
of it. Many analysts thought that an asset 
swap might have taken place but the Swiss 
major has only waited 25 days to exercise its 
option and take the cash. The question now 
is what Novartis will do with the money.

Eric Le Berrigaud, an analyst at Bryan Gar-
nier, said in an investor note March 27 that 
$13bn “is a touch above our estimated trans-
action price.”  He added that the sale will 
provide Novartis “with more financial flexibil-
ity to be used exceptional share buy-backs 
or access to more strategic alternatives i.e. 
broadening the range of targets for potential 
bolt-on acquisitions fitting its core business-
es.”  It is “strategically good for Novartis given 
that it simplifies and focuses its organization.”

Analysts at Deutsche Bank noted that the 
deal would be dilutive to the tune of around 
3.5% per year to core earnings per share un-
less Novartis deploys the cash elsewhere. They 
wrote that “disappointingly, the company is 
vague in this regard, discussing only its stan-
dard capital allocation policy, rather than any 
pre-prepared statement for a commitment to 
reduce the dilution through a share buy back. 
As such, Novartis management has the abil-
ity to create shareholder value through this 
transaction but the jury remains out for now.”

The jury appears to be in at Société Gé-
néral, where analysts issued a note say-
ing that the $13bn price tag “is a positive 
surprise” as they had valued the stake at 
$10.6bn. They wrote that they expect Nara-
simhan “to refocus the company on innova-
tion,” believing that Novartis will give more 
details about its plans to redeploy the cash 
with its first quarter results on April 19.

Ian Hilliker, an analyst at Jefferies said in a 
note that as the consumer healthcare sec-
tor “does appear to be facing more difficult 
times at present, with increased competi-
tion, or price pressure from e-commerce, 
this looks to be a strategically well-timed de-
cision for Novartis.” Noting that the initial dis-
posal of the JV stake will be dilutive, he said 
“we would expect that Novartis will look 
to redeploy some of these proceeds fairly 
quickly to help mitigate any dilution. It is 
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Looking back at the first quarter of 2018, defining 
themes and stories in the pharma space have included 
the corporate tax reform in the US that was finally passed 
at the end of 2017, and the increasing encroachment of 
digital technology and data in the world of healthcare. 

President Trump’s tax reform prompted fresh expec-
tations of a new wave of M&A, which has yet to mate-
rialize in any serious way: there have been few >$1bn 
transactions and no mega-mergers, and aside from the 
Celgene-Juno buy the larger deals have been predomi-
nantly ex-US (Sanofi buying Ablynx and Bioverativ, 
GlaxoSmithKline buying Novartis out of their con-
sumer health joint venture). Watch this space, though, 
Takeda’s revelation that it is thinking about making an 
offer for Shire could kick start a competitive flurry (p7). 
Tax reform is also prompting other investment: com-

panies including Pfizer and Merck & Co have outlined 
plans to return cash to shareholders, invest in capital 
projects and pay employee bonuses, for example.

As for digital disruption, minds have become in-
creasingly focused on the possibility that Amazon 
will transform the drug distribution system (p10); the 
online retail giant’s partnership with JP Morgan and 
Berkshire Hathaway in January remains shrouded in 
mystery but is significant as its first foray into health 
care. That sense of looming disruption to current dis-
tribution models in the US is compounded by govern-
ment threats of cost controls. Changing business mod-
els and consolidation in the PBM sector, with pharma 
veterans being brought into prominent leadership po-
sitions, indicates how seriously the market incumbents 
are taking the threat (p18).
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Repatha Inroads Build Gradually As EU  
Extension Nears
https://bit.ly/2GSuIc4

Europe is expected to follow where the US led in expanding 
the label for Amgen’s PCSK9 inhibitor Repatha to include a 
prevention indication for heart attacks and strokes. But growth 
will be hard-won.

PCSK9 Add-On Study Helps Esperion Cover  
All The Bases With Bempedoic Acid
https://bit.ly/2GSsTfe

Phase II data on use with PCSK9 injectable support bempedoic 
acid’s safety and efficacy profile as an add-on therapy in high 
cholesterol.

Nichi-Iko Aims For ‘Commanding Presence’  
In Japan Generics Via Eisai Alliance
https://bit.ly/2JfSkFN

Eisai has become the latest R&D-based pharma company in 
Japan to offload its non-innovative products as it seeks to 
maximize their sales and focus more on novelty.

Ex-Teva Executive To Steer Dr Reddy’s As COO
https://bit.ly/2q0Cru0

Erez Israeli, ex-Teva long-timer, is set to take over as Dr Reddy’s 
chief operating officer and global head of the generics and PSAI 
(pharmaceuticals services and active ingredients) businesses, as 
the Indian firm tackles multiple operational challenges.

Biohaven Posts Positive Migraine Results,  
But Investors Are Wary
https://bit.ly/2q12n9v

Biohaven’s stock price fell significantly after it reported positive 
Phase III results for rimegepant in the acute treatment of 
migraine, but concerns about differences between the 
company’s Phase II and III data eased as potential benefits over 
Allergan’s competing oral CGRP inhibitor emerged.

Phase II Study Opens Window For Sellas’ NeuVax  
In Triple-Negative Breast Cancer
https://bit.ly/2H58p07

Sellas is pursuing accelerated approval for NeuVax in triple-
negative breast cancer based on Phase II data, but that may be 
a tough sell with the FDA.
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GSK Gains Clarity For Pharma Focus Through Novartis 
Consumer JV Buy
MANDY JACKSON mandy.jackson@informausa.com

It’s hard to imagine that spending $13bn (£9.2bn) could lift a weight 
from someone’s shoulders, but that’s what GlaxoSmithKline PLC 
has done with its purchase of Novartis AG’s 36.5% stake in the 

companies’ Consumer Healthcare Joint Venture. 
GSK said on March 27 that buying Novartis’ share of the JV, which 

became a possibility this month under the companies’ 2014 agree-
ment to combine their OTC drug and nutritional products business-
es, “removes this uncertainty and improves the Group’s ability to plan 
allocation of capital to its other priorities.” 

GSK has made pharmaceutical research and development, with a 
renewed focus on oncology, a top priority, so buying Novartis’ share 
of the consumer health JV clarifies how much the company can 
spend on R&D, including business development.

“Very importantly, the transaction removes an inherent uncertainty 
for [GSK] with the removal of the Novartis split, and this will allow us the 
planned use of our capital for other priorities, especially pharma R&D,” 
GSK CEO Emma Walmsley said during a March 27 call with analysts 
and investors. “As I’ve said, strengthening and investing in our pharma 
pipeline is critical to support the company for its next wave of growth.”

The company will provide an update on its pharma R&D strategy 
during its second quarter 2018 earnings report, scheduled for July 25. 
This will be a key period for GSK, which should know more by then 
about whether its pharma revenue will be hit by generic versions of 
its blockbuster asthma therapy Advair Diskus (fluticasone/salmeterol).

Capturing 36.5% more of the revenue flowing in from the con-
sumer health business, combined with revenue from new products, 
could help GSK offset declining sales of Advair. Walmsley sold the 
buyout of Novartis’ stake in the consumer health JV as giving inves-
tors a greater share of profits from a business that’s doing well and 
has room for growth. 

“The buyout of the Novartis stake means GSK shareholders will 
capture the full value of a business we believe is well positioned 
to deliver future sales growth and continued operating margin im-
provement,” she told the call. 

CONSUMER REVENUE A BOOST AS PHARMA 
IS CHALLENGED
The consumer health JV launched in 2015 as part of a $28.5bn three-
way deal announced in 2014 that included combining Novartis’ and 
GSK’s consumer health franchises to create a business with about $10bn 
in annual sales. The arrangement gave GSK a majority 63.5% stake in the 
JV and a commitment to buy out Novartis’ share if it chose to divest its 
interest between March 2, 2018 and March 2, 2035. In the deal, Novartis 
also bought GSK’s oncology business for $16bn, GSK bought Novartis’ 
vaccines unit for $5.25bn, and Eli Lilly & Co. bought Novartis’ animal 
health business for $5.4bn under the original set of transactions.

The combined consumer health business generated sales 
of £7.8bn ($11bn) in 2017 with a three-year compound annual 
growth rate of 4% between 2015 and 2017. The unit’s operating 
margins have improved during that period from 11.3% in 2015 to 

17.7% in 2017, and GSK forecasts even greater improvement into 
the mid-20% range by 2022. 

But while consumer health always has been an important business 
for the company, GSK is staking its future on pharma R&D and has in-
vested in people and other resources under Walmsley to strengthen 
its prescription drug business. 

The CEO described the company as “a world leader in consumer” dur-
ing GSK’s 2017 fourth-quarter earnings call on Feb. 7, but said “our first 
priority remains pharma and both investing in the launches and the 
execution under way, but also more specifically prioritizing the pipeline 
in pharma. We will not do anything that cuts across that prioritization.”

That seems to suggest that GSK will not invest in consumer health 
outside of its commitment to Novartis under the companies’ 2014 
agreement. The British drug maker had been interested in acquiring 
Pfizer Inc.’s consumer health business, but pulled out of the bidding 
March 23 – just four days before announcing the buyout of Novartis’ 
consumer health JV stake.

“While we will continue to review opportunities that may acceler-
ate our strategy,” Walmsley said in a statement March 23, “they must 
meet our criteria for returns and not compromise our priorities for 
capital allocation.” 

HIV, RESPIRATORY, VACCINES AND ONCOLOGY
Among the company’s existing pharma priorities are: 
• The respiratory franchise, including Breo Ellipta (fluticasone/

vilanterol), Anoro Ellipta (umeclidinium/vilanterol), Trelegy El-
lipta (fluticasone/umeclidinium/vilanterol) and Nucala (mepoli-
zumab). Trelegy was the first triple-combination inhaled therapy 
approved in the US for chronic obstructive pulmonary disease 
(COPD) in September. The franchise’s next FDA endorsement in 
COPD may be a supplemental approval for Nucala.

• HIV via ViiV Healthcare , including the key assets Tivicay (dolute-
gravir) and Triumeq (dolutegravir/abacavir/lamivudine), which are 
facing intense competition from new products launching out of 
Viiv’s main rival Gilead Sciences Inc.

• Vaccines, a franchise boosted by FDA approval for the shingles 
vaccine Shingrix, which is expected to steal significant market 
share and become the preventative therapy of choice.

• And oncology, where Walmsley has vowed to boost the pharma 
business with a renewed focus on cancer drugs and brought in ex-
Genentech Inc. executive Hal Barron to drive home this strategy. 
Business development also will be important for GSK’s pharma 

growth, but don’t expect any mega-mergers from the UK big pharma.
Walmsley said during the company’s call about buying out Novar-

tis’ consumer health JV stake: “I’ve been clear that our first priority is to 
invest in our organic growth, which starts with pharma and R&D, and 
perhaps that will include some early-stage [business development.]” 

She indicated that there will be more commentary in that regard 
during GSK’s R&D update as part of its second quarter earnings re-
port in July.                                           Published online 28 March 2018
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GSK’s Horlicks Review Plan –  
Some Early Expectations In India
ANJU GHANGURDE anju.ghangurde@informa.com

GlaxoSmithKline PLC’s decision 
to potentially divest the popular 
malted milk drink Horlicks, which is 

largely sold through its publicly listed Indian 
subsidiary, GlaxoSmithKline Consumer 
Healthcare, isn’t about market-related pres-
sures, the UK multinational’s top brass has 
emphasized.

“I want to be absolutely clear that this has, 
for a long time, been a winning and per-
forming brand, primarily in India. There is no 
issue at all around critical mass in the cat-
egories of which it competes. This is about 
an efficient use of GSK’s capital,” GSK CEO 
Emma Walmsley stressed in an investor call 
March 27. 

Walmsley explained that GSK has want-
ed to focus within the consumer busi-
ness on the science-based brands within 
OTC and oral health; and by announcing 
in combination with the Novartis deal 
the strategic review of Horlicks, it al-
lowed GSK to maintain the flexibility that 
it required “to support our other priori-
ties for capital allocation and support our 
existing profile, the priority there being 
pharma R&D”.

GSK on March 27 announced a strategic 
review of Horlicks and its other consumer 
healthcare nutrition products to support 
the deal to buy out Novartis’ stake in the 
duo’s consumer healthcare joint venture; 
the “assessment” of GSK’s 72.5% sharehold-
ing in GlaxoSmithKline Consumer Health-
care forms part of this review.

A LEADING MARKET SHARE
GSK Consumer Healthcare Ltd is the cate-
gory leader in the Indian health food drinks 
segment. The popular drink Horlicks, which 
some years ago was reported to have out-
sold Pepsi in India, commands a market 
share of 44.1% (by value) as per Dec 2017 
MAT (moving annual total) data from AC 
Nielsen. Horlicks extensions account for 
over a 16% share.

Competitors like Danone’s Protinex and 
Abbott’s Pediasure and Ensure, though, 
have been making their presence felt in 
the category, while other factors including 

the availability of other healthy substitutes 
such as oats are said to have impacted the 
segment overall.

Putting Horlicks and the Indian arm 
(Horlicks accounts for the bulk of the com-
pany’s revenues) on the block is expected to 
generate significant interest. 

Deutsche Bank analysts, in a report dated 
March 27, said that a price of more than 
three times sales could be achievable based 
on similar deals in the sector, indicating 
“possible proceeds of over £1.7bn given 
2017A sales of £550m”. 

Navroz Mahudawala, managing direc-
tor of Candle Partners, a boutique invest-
ment banking firm, told Scrip that the 
Indian subsidiary GSK Consumer Health-
care Ltd. is richly valued at around 43-44 
times TTM (trailing twelve months) earn-
ings and would be a key driver for the 
global sale as it is the key market after 
the US. 

“It’s unlikely we would witness a sepa-
rate deal at the India level; this would be 
part of the global sale process wherein a 
global buyer would look at the business as 
a consolidated piece,” Mahudawala said. 

A board meeting of GSK Consumer 
Healthcare is scheduled for March 28, 
though this had been announced by the 
Indian arm on March 20 – the company told 
Scrip it is part of the original plan for the fi-
nancial year.

Some analysts believe Reckitt Benck-
iser Group PLC, which recently pulled 
out of the race for Pfizer Inc.’s consumer 
healthcare business, could possibly take 
a hard look at Horlicks and the nutrition 
products business in India. This would be 
against the backdrop of Reckitt’s inter-
est in expanding in India, and the Mead 
Johnson Nutrition Co. deal. 

Both Reckitt and GSK recently pulled out 
of the race for Pfizer’s consumer health busi-
ness, GSK just days before announcing the 
buyout of Novartis’ consumer health JV stake.

Others speculated about Nestle SA as a 
potential suitor, though there is no official 
word on any interest by the firm.  

Published online 28 March 2018

quite possible that part of the timing of the 
decision to execute the put may have been 
triggered by an imminent bolt-on deal.”

It will be interesting what areas Novar-
tis will look at for these bolt-ons deals, and 
oncology seems likely to be one of them. 
In January, the company concluded the 
$3.9bn acquisition of radiopharmaceutical 
specialist Advanced Accelerator Applica-
tions SA, four days after the French group’s 
Lutathera (lutetium Lu 177 dotatate) won 
FDA approval to treat somatostatin recep-
tor-positive gastroenteropancreatic neuro-
endocrine tumors. 

Given Narasimhan’s interest in data, No-
vartis can also be expected to continue to 
invest more of its cash pile in digital deals 
in the clinical space. Earlier this month, the 
Basel-headquartered giant expanded its al-
liance with Science 37 to launch up to 10 
new virtual trials using the latter’s technol-
ogy which uses mobile devices and tele-
medicine services, days after linking up with 
Pear Therapeutics Inc. in a prescription 
digital therapeutics collaboration aimed at 
treating patients with schizophrenia and 
multiple sclerosis.

This month also saw the appointment of 
chief digital officer Bertrand Bodson, who 
has only been with Novartis since January, 
onto its executive committee, the group’s 
main decision-making body. Given the cul-
ture switch at the top of Novartis, it is pos-
sible that rather than collaborations with 
digital players, it may choose to bring some 
of its digital partners in-house, just as Roche 
did through its recent purchase of Flatiron 
Health Inc. 

The sale of non-core assets is not ex-
pected to stop with the GSK deal and the 
status of Novartis’ Alcon unit is back in the 
spotlight. The eye care division returned 
to growth in 2017 and at the company’s 
annual results meeting in January, Nara-
simhan said that a decision on whether to 
spin off or sell is unlikely before 2019 but 
a clue as to its future may emerge in the 
coming months.

There is little chance of Novartis’ gener-
ics arm Sandoz going under the hammer, 
as biosimilars is very much a core busi-
ness. However, in response to continuing 
pricing pressures in the US, the company 
will continue discontinuing or divesting 
certain non-complex generics.  

Published online 27 March 2018
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Takeda’s Interest Likely To Flush Out Further Shire Suitors
ELEANOR MALONE eleanor.malone@informa.com

T akeda Pharmaceutical Co. Ltd.’s statement that it is consid-
ering making an approach to Shire PLC may force the hand 
of other big pharma companies. Several firms, including 

Pfizer Inc. and AbbVie Inc., are viewed as in the market for larger 
transactions as they face increased pressure on their current growth 
prospects, and Shire’s position at the lower end of the large biophar-
ma set makes it a more digestible, but still transformative target for 
the biggest companies in the sector. 

Furthermore, with Takeda already carrying debt and of a similar 
market cap size to Shire, it is quite possible that any offer it eventu-
ally decides to make will be outbid should another firm decide also 
to act opportunistically on Shire’s current low valuation. Takeda’s bid 
would likely be equity-heavy, giving those with the ability to offer an 
all-cash buyout additional leverage.

“We expect most large pharma companies have a takeout model 
of Shire and Takeda’s announcement will force them to make a deci-
sion,” Bernstein analysts commented in a March 28 note.

Under the leadership of Flemming Ørnskov, Shire has been build-
ing a position as a powerhouse in rare disease therapies, executing a 
series of transactions culminating in the $32bn purchase of Baxalta 
Inc. in 2016, which added a large hemophilia franchise to its busi-
ness. However, its share price has been in decline ever since.

SHIRE CHALLENGES
The sustainable growth of the hemophilia business has been called 
into question as rival and new entrants in the space are threatening 
the established order with innovative therapeutic options. In 2017, 
hematology accounted for $3.8bn in product sales out of a total of 
$14.4bn across Shire’s business.

Aside from the external challenges faced by the former Baxalta 
business and the complexity of the integration process, Shire has 
also struggled with market access for its much-touted Xiidra (lifite-
grast) dry eye treatment, and that product’s potential could be con-
strained by generic versions of Allergan PLC’s Restasis (cyclosporine 
ophthalmic) expected to hit the US market later this year.

Shire’s stock closed the US trading day March 28 up 12% to $144.53 
per share. Its market capitalization stood at around £32.5bn ($46bn) 
by mid-afternoon on the London Stock Exchange, where its share 
price soared after Takeda’s interest became public knowledge. Take-
da’s market cap on the Tokyo Stock Exchange at close of trading on 
March 28 was around ¥4.37tn ($41.4bn).

Takeda highlights the synergy between its business and Shire’s 
in the former’s core areas of oncology, gastroenterology and neu-
roscience, as well as the potential Shire would afford it to build its 
business in the US. However, the Bernstein analysts noted that “the 
strategic logic is not apparent,” citing a mismatch in portfolio and 
operational footprint aside from a “modest overlap in GI and enhanc-
ing the Shire portfolio in Japan.” They think the deal looks “stretched” 
financially, and lacking in the “opportunity for large cost synergies.”

However, as Jefferies analysts pointed out in a March 28 reaction 
note, “Shire’s leading global position in rare diseases would likely be at-
tractive for most large pharma/biotech.” They flagged up the company’s 
Phase III candidates, adding: “We believe many of these are underap-

preciated and could drive longer-term upside.” In particular, they high-
lighted SHP621 for eosinophilic esophagitis, SHP647 for ulcerative colitis 
and maribavir for cytomegalovirus, as well as Phase II SHP607 to prevent 
chronic lung disease in premature infants, as “underappreciated”.

Shire recently announced it was internally splitting into two distinct 
divisions, focused on rare diseases and neuroscience (mainly consist-
ing of its mature attention deficit/hyperactivity disorder franchise), 
with operational metrics for each to be reported separately from the 
first quarter of 2018. The move is intended to create “enhanced op-
tionality,” which could include the sale or spin-out of the neuroscience 
business, something to be decided in the second half of this year.

As recently reported in Scrip, a number of larger companies are 
viewed as potentially in the market for large acquisitions, including 
Pfizer, AbbVie, Merck & Co. Inc., Roche and Amgen Inc.. Novartis AG 
has since agreed to sell its minority stake in the consumer health joint 
venture with GlaxoSmithKline PLC for $13bn, which adds to its war 
chest for acquisitions. However, CEO Vas Narasimhan has expressed an 
interest in bolt-on deals and in building up the company’s data/digital 
capabilities; Shire would be a surprising target for the Swiss firm.

AbbVie was on the verge of buying Shire for $55bn in 2014, but 
withdrew its offer after the Obama Administration’s tax rule change to 
crack down on the gathering trend for so-called tax-inversion mergers, 
a tactic used by US firms to shift their domicile to that of an acquired 
firm and thus break free of the unattractive tax regime endured by US-
domiciled companies. The Trump Administration’s tax reform legisla-
tion passed late 2017 has eased the US corporate tax rate, however.

Since then, though, AbbVie has been coming under increasing 
pressure to define its longer-term prospects, especially since not 
everyone shares CEO Richard Gonzalez’s longer-term bullish views 
on eventual biosimilar erosion of the company’s cash cow, Humira 
(adalimumab) – the world’s best-selling drug, with 2017 sales of 
$18.4bn. AbbVie has seen its own share price rise significantly 
since the end of 2014 but just last week it took a major hit, falling 
13% on March 22, its single biggest daily fall since listing, after it 
reported disappointing Phase II lung cancer data for Rova-T, one of 
the drugs earmarked as a multi-billion blockbuster to help offset 
the eventual decline of Humira. The news once again highlighted 
AbbVie’s vulnerability.

PFIZER’S POTENTIAL MOTIVATIONS
Pfizer CEO Ian Read has made no secret of the fact that the company 
is in the market for transformative transactions, so it should not be 
ruled out as a potential rival to Takeda. However, Shire may not be 
the best fit for the company. Shire’s Irish domicile gives it a low tax 
rate, but that is a less attractive incentive in the aftermath of US tax 
reform. Nevertheless, Shire could give Pfizer a welcome boost in rare 
diseases, an area it previously has flagged as one to build up.

Shire confirmed on March 28 that it had not yet received an 
approach from Takeda. The Japanese pharma has until April 25, 
2018, to announce either a firm intention to make an offer, or 
that it does not intend to make an offer, under the rules of the 
London Stock Exchange.  

Published online 28 March 2018
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P OT E N T I A L  M & A

Availability More Than Strategy Driving Takeda’s  
Shire Interest?
IAN HAYDOCK ian.haydock@informa.com

T akeda Pharmaceutical Co. Ltd.’s 
ambitions of becoming a major 
global Japan-based pharma com-

pany could take another turn if it decides 
to confirm an offer for Shire PLC, which 
would open up new frontiers in rare dis-
eases and further build out its limited late-
stage pipeline.

But any such move also appears to go 
against some of the past signals and stated 
intentions of Japan’s largest pharma firm, 
raising questions around the reasons be-
hind any formal bid for the UK-based com-
pany, the go/no-go deadline for which is 
5pm UK time on April 25. 

So far, Takeda has confirmed it is only 
in the early stages of “considering mak-
ing an approach to Shire” about a possible 
formal offer, in line with its open policy of 
continuous consideration of opportuni-
ties to enhance corporate growth and the 
pipeline, a statement that led to a spike in 
Shire shares on March 28.

Takeda’s head office in Tokyo declined to 
make any further comments beyond those 
given in a formal statement, which said that 
that it sees any transaction strengthening 
its core therapeutic areas, specialty portfo-
lio and R&D pipeline, driving financial value, 
and improving its US presence to “align with 
the market opportunity” there.

STICKING BY CRITERIA?
Takeda has not been shy of making major 
acquisitions in the past, spending tens of 
billions of dollars to put Millennium, ARIAD 
and Nycomed under its roof, along with Ti-
Genix, Syrrx and a slew of other smaller deals 
over the years. The first two were aimed at 
strengthening its position in oncology, now 
a core area of focus along with gastrointes-

tinal, neuroscience and vaccines. But with 
estimates running up to $70bn, any bid for 
Shire would be in a different league and by 
far its biggest ever M&A deal; and Takeda’s 
current cash and equivalent holdings are 
less than a tenth of that figure, raising ana-
lyst concerns over financing.

General investors also seem to have 
mixed views on the prospect of a deal, with 
Takeda’s shares falling by around 6.8% to 
JPY5,158 ($48.38) in morning trading in To-
kyo on March 29. While a bid could take the 
company into the global top 10 pharma 
firms by revenue, financing and strategic fit 
concerns appeared to be weighing heavily.

Current CEO Christophe Weber has al-
ways stressed that there are strict criteria 
for any M&A transaction, including finan-
cially that it must not adversely affect Take-
da’s credit rating or policy for dividends. 
One question being asked is therefore how 
Shire could be swallowed without changes 
to this position.

Geographically also there appears to 
be some misalignment with past stated 
strategy. Takeda’s apparent focus for its 
next deal appeared to have been on creat-
ing a “balanced footprint” in Asia and the 
emerging markets, and the company said 
more than a year ago that it had set aside a 
budget of around $450m for a small poten-
tial emerging market deal. There has been 
consistent speculation about a transaction 
in India or China.

Any bid for Shire would therefore seem 
to detract from this intended development 
track, as geographically, the main advan-
tage would come from Shire’s existing posi-
tion in the US, where Takeda already has a 
strong business but may see potential from 
high-priced specialty drugs.

THERAPEUTIC ALIGNMENT?
Therapeutically, while an acquisition would 
bring Takeda a desired increased com-
mercial presence in the global specialty 
medicines area through Shire’s marketed 
products, some of these – for example in 
hemophilia and dry eye – are outside its 
current main focus areas, which it has said in 
the past it has considered very carefully on 
a global basis.  

In R&D there is perhaps a stronger case, 
given that Takeda has said it is refocusing on 
specialty areas. It has relied mainly on reju-
venated internal labs and in-house research 
effort over the past few years to achieve this, 
along with around 75 academic and industry 
partnerships signed over the same period.

But the late-stage R&D pipeline is still far 
from overflowing and is dominated by oncol-
ogy, namely the ALK inhibitor brigatinib, an-
tibody-drug conjugate brentuximab vedotin, 
and proteasome inhibitor ixazomib, and Shire 
would certainly bring more strength to the 
general portfolio. Shire’s investigational assets 
such as SHP 647 for ulcerative colitis, which 
would complement Takeda’s commercialized 
would-be blockbuster Entyvio (vedolizumab), 
might therefore be an attraction.

Neither should commercial and revenue 
pressures be discounted. The first US ge-
neric competition to multiple myeloma 
drug Velcade (bortezomib) is due to start 
in November (litigation notwithstanding), 
bringing close to a billion dollars in market 
revenues under threat.  

Takeda’s current Vision 2025 business plan 
envisages sustaining growth year-on-year 
and it may see Shire as a way of ensuring 
this against this tide, despite reservations 
about the strategic fit both geographically 
and therapeutically.

Perhaps the increasing rarity of a sizable 
company being available at a reasonable 
valuation is what is driving Takeda’s interest; 
maybe its last and best chance in a potential 
bid for global glory. But for now, all the suitor 
is stressing is that there is no certainty that 
an approach, even if made, will actually lead 
to any transaction.  

Published online 29 March 2018
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T H E  H E M O P H I L I A  M A R K E T

Japan Nod Positive For Hemlibra But Shadows Linger
IAN HAYDOCK ian.haydock@informa.com

Japan’s Ministry of Health, Labour and Welfare has issued a con-
ditional approval to Chugai Pharmaceutical Co. Ltd.’s first-in-
class antibody Hemlibra (emicizumab), for routine prophylaxis 

to prevent or reduce the frequency of bleeding episodes in patients 
with congenital Factor VIII deficiency (hemophilia A) who have Factor 
VIII inhibitors.

The product is approved in a range of once-weekly subcutaneous 
injection formulations from 30mg to 150mg and is awaiting a reim-
bursement price to be granted under Japan’s national health insur-
ance scheme, after which it can be launched nationally. This usually 
happens within several months.

The Factor VIIIa-mimetic bispecific monoclonal antibody binds to 
Factor IXa and X to provide the cofactor function of Factor VIII, and was 
developed using Chugai’s in-house technology. It’s current business 
plans envisage expediting commercialization and use in a variety of 
settings to maximize access and sales, and the company recently told 
Scrip that the product is expected to become an important growth 
driver globally.

After simultaneous filings in the US, EU and Japan, Hemlibra was ap-
proved in the US (where it has orphan and breakthrough status) last 
November through the Genentech Inc. arm of Chugai’s global part-
ner and majority owner Roche, and was approved by the European 
Commission (through Roche) this February, in both cases for patients 
with Factor VIII inhibitors. 

Although the company has so far stopped short of providing global 
sales projections, Datamonitor forecasts worldwide sales of $1.15bn 
in 2025 in the US, Japan and five major European markets. The sub-
cutaneous injection, which gives a longer half-life and lower dosing 
frequency (initially once weekly but potentially once a month), is seen 
as a particular benefit for patients.

Globally, emicizumab has the potential to “revolutionize” hemo-
philia treatment by a single drug, Datamonitor says, as it may be used 
by patients in multiple settings. Chugai also points out that emici-
zumab is effective regardless of the existing presence of Factor VIII 

inhibitors, which it also has a low likelihood of inducing. 25-30% of 
severe hemophilia A sufferers develop inhibitor antibodies to Factor 
VIII replacement therapies, after which treatment with such therapies 
becomes compromised.

JAPAN CONDITIONS
The new Japanese approval is based on the previously reported 
HAVEN 1 study in adolescents and adults and the HAVEN 2 study 
in children under 12, both of which showed reduced bleeds in in-
hibitor patients.

In Japan, around 5,000 people suffer from hemophilia A, and Data-
monitor predicts sales in this country alone will reach $352m in 2025; 
Chugai is predicting a modest JPY2bn ($19m) globally for emicizumab 
this calendar year.

As a condition of approval, the ministry has required a risk man-
agement plan, and all-patient postmarketing surveillance data to be 
collected in around 100 people initially, and until it is satisfied about 
safety and efficacy and over whether additional post-launch data are 
needed.

This is a common requirement for novel drugs and aims to con-
firm limited clinical trial data in a wider population of actual patients.

GLOBAL PLANS, FACTORS
Chugai has conducted a suite of supporting studies, and the HAVEN 
3 Phase III trial in adolescent/adult non-inhibitor patients receiving 
episodic or prophylactic Factor VIII agents and emicizumab in weekly 
and every two week dosing regimens reached its primary bleeds and 
key secondary endpoints last November. Positive interim results from 
HAVEN 4 in non-inhibitor/inhibitor patients with dosing every four 
weeks were reported in December.

Chugai says filings in the three major markets for haemophilia A pa-
tients without inhibitors is a priority to help maximize emicizumab in 
its potential indications.

On the downside, Datamonitor notes that the antibody is not 
in development for hemophilia B (given that it specifically mimics 
Factor VIII), and is unlikely to developed as an on-demand therapy 
as intravenous Factor VIII or VIIa or other bypassing agents would 
be quicker and more cost-effective in this situation. (The Japanese 
label states specifically it should not be used for on-demand he-
mostatic treatment.)

One other possible cloud is that one death, from rectal haem-
orrhage, was reported in HAVEN 1, raising doubts over whether 
concomitant use of bypassing agents results in increased throm-
bosis risk. 

Such concerns “may thus affect the drug’s uptake among the 
hemophila A population, particularly in the inhibitor segment,” 
Datamonitor states. Roche and Chugai may therefore need to 
work to provide reassurance on the safety profile and mitigation 
strategies, it adds.

Another overhanging cloud in the US is an injunction by Shire sub-
sidiary Baxalta Inc. against the sale of Hemlibra there, in a dispute relat-
ing to patent rights.  

Published online 27 March 2018
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D R U G  D I S T R I B U T I O N

Amazon And The Case For Major Health Care Disruption
JESSICA MERRILL jessica.merrill@informa.com

When it comes to Amazon’s anticipated expansion into 
health care, insights are only speculation, but experts 
at CNBC’s Healthy Returns conference in New York on 

March 28 made the case for major disruption. From drug delivery by 
drone to breaking the insurance formulary model altogether, panel-
ists talked about some of the changes the online retailer could bring 
to the sector. 

Amazon, with its broad consumer reach, best-in-class distribution 
model and foothold in technology, could be a formidable competi-
tor to some in the drug distribution system. In other cases, Amazon 
could be an interesting partner. For drug manufacturers, the entry of 
Amazon into health care could present new opportunities for cut-
ting costs out of the system and getting drugs to patients in a more 
convenient way.

Faisal Mushtaq, the CEO of pharmacy data aggregator Truveris, 
said Amazon has a unique opportunity to fundamentally disrupt the 
health care delivery system, because big changes will not negatively 
impact its top and bottom line the way it would impact existing 
health care players. 

“Amazon and other innovators – it could be Google, for example – 
have an ability to disrupt things because they are not moving any of 
their cash,” he said. “They have enormous potential to aggregate the 
demand side, which is all the employers, and potentially cash-paying 
customers, and then all the suppliers, which are the pharmaceutical 
companies.” 

The biggest potential changes are probably years out, however. “I 
think they have a big play, and I think they are still in the formative 
stages, [figuring] out what they are going to do,” he said. 

Julie Grant, a partner at the health care investment firm Canaan 
Partners, said Amazon appears to be putting in place an infrastruc-
ture for broad expansion in health care. She pointed to some of the 
company’s recent hires like Missy Krasner, the former managing di-
rector of data solution provider Box’s health care and life sciences 
group, as laying the foundation for big health care expansion. 

“We’ve seen the sales force team expand to the life sciences sec-
tor, where they are now storing data for large amounts of genomics 
sequencing,” Grant said. “It hints at a strategy to have an infrastructure 
play across the entire health ecosystem.” 

Amazon, of course, has been keeping its health care plans hush-
hush. The company did reveal a partnership with investment firm 
Berkshire Hathaway and banking giant J.P. Morgan in January to 
explore initiatives to lower the cost of health care and improve the 
quality of care for employees. But even those plans are being held 
close to the vest.

THE BUSINESS MODELS MOST AT RISK
Some industry observers have speculated that the highly regulated 
drug distribution and reimbursement models are too complicated 
for a novice like Amazon to wade into too deeply. 

But the panelists at the CNBC conference said they think Ama-
zon has a long-term view and that the US health care system is 
craving disruptive change that will take costs out of the system 
and make health care delivery more convenient. Additionally, 

any initiatives to improve price transparency around drugs and 
other health care services would be welcomed by patients, the 
panelists noted.

“Even if the state-by-state regulations on drug distribution 
are complex and how you get a pharmacy license, and all of 
these bells and whistles behind the scenes, I think these guys 
can do it,” Grant said. She said she would advise Amazon to fo-
cus on a single simple solution initially that could impact mil-
lions of lives to build trust –  something as simple as offering 
a fixed price for an expensive generic drug and taking it out of 
the PBM structure. 

Harvard Business School fellow and former Medtronic PLC CEO 
Bill George, agreed the PBMs and other middlemen are the most at 
risk from Amazon. He pointed to wholesalers like McKesson Corp., 
Cardinal Health Inc. and AmerisourceBergen Corp. as potential 
casualties of an Amazon health care entry.

“That is an incredible level of distribution. We don’t need all of 
these layers in the system, and we need to do much more directly, 
and why shouldn’t we,” he said. “I have my prescription from my doc-
tor. Why shouldn’t I be able to receive the medications directly?”

Insurers and PBMs are already in the midst of intense consolida-
tion. Most recently, the health insurer Cigna Corp. announced plans 
to buy Express Scripts Holding Co., the largest independent PBM 
in the US for $67bn in cash and stock.

“I think that was a movement out of weakness, and not of strength,” 
George said of the proposed Cigna/Express Scripts merger. 

Sweeping changes would require a longer view and broader 
changes to the US health care system. 

BIGGER CHANGES REQUIRE BIGGER CHANGES
“If Amazon is going to get really advanced in terms of pricing and 
giving us that transparency, we actually need a change in the insur-
ance product structure,” Grant said. “A self-insured employer with a lot 
of demand can do that, but it requires a very big change in the way 
we administer benefits.” 

“We have a lot of really broken systems in the US health care sys-
tem that have bad problems trying to solve bad problems,” she add-
ed. “They really could change that. It’s not going to happen tomor-
row, but they could basically make PBMs irrelevant.” 

Thinking long-term, Mushtaq also speculated about potential 
changes to insurance structures. “Maybe we are looking at a future 
where there is an open market where – way down in the future – 
there is a spot market for prices where pharmaceutical companies 
are bidding for business for employers and their patients in real-time 
based on net prices,” he said. 

He said he hoped Amazon wouldn’t resort to improving a broken 
system. “Don’t try to optimize on the edges,” Mushtaq advised. “You 
have an opportunity to redo, to replace the architecture.” 

For now, George said speculation about Amazon will move others 
to action, calling it the “Amazon catalyst.” 

“They will catalyze a lot more activity, catalyze value-based health 
care and catalyze employers to get involved,” he said.  

Published online 30 March 2018

mailto:jessica.merrill@informa.com


scrip.pharmaintelligence.informa.com 6 April 2018   |   Scrip   |   11

U S  D E P R E S S I O N  M A R K E T

FDA Refuse-To-File Letter Delays Alkermes  
Depression Drug 
JESSICA MERRILL jessica.merrill@informa.com

Alkermes PLC’s hopes to launch a potential blockbuster de-
pression drug later this year have been dashed. The company 
announced April 2 that it received a refuse-to-file letter from 

the US FDA for a new drug application (NDA) for ALKS 5461 for major 
depressive disorder in patients with an inadequate response to stan-
dard antidepressants. 

The FDA is requesting additional clinical trials before reviewing 
the application, which suggests a lengthy delay and is particularly 
problematic for Alkermes given that several other drug developers 
are circling in on the treatment-resistant depression market. 

The refuse-to-file (RTF) letter surprised some investors mainly be-
cause management has sounded confident about FDA acceptance 
and approval later this year, though some investors had remained 
skeptical because of the data package. During the company’s fourth 
quarter call in February, CEO Richard Pops talked about 2018 as be-
ing a year of investment to lay the foundation for growth ahead of 
the launch of ALKS 5461.

The company’s stock opened 19% lower on April 2 on the news at 
$46.75, and closed down nearly 33% at $45.23. Investors will not be 
reassured by the fact Pops sounded so surprised about the turn of 
events during a same-day conference call.

“We have had many interactions with FDA over many years, cul-
minating in a pre-NDA meeting last summer, which led to the com-
mencement of our rolling submission,” he said. “While we expected 
there to be questions during the review process, in none of these inter-
actions did FDA raise concerns which would lead us to expect an RTF.” 

Alkermes initiated the rolling NDA submission in August 2017, a path-
way open because the drug had a fast track designation from the FDA, 
which is intended to help facilitate a faster review of drugs that treat 
serious conditions or address unmet medical needs. In that way, the let-
ter is unexpected because Alkermes had the opportunity to meet with 
the FDA and agree on the content and timing of the NDA submission. 

At the same time, some investors and analysts had remained skepti-
cal that the FDA would approve the NDA based on the results of a single 
Phase III trial. The regulatory approach was considered risky since one 
trial, FORWARD-5, was positive, but two prior Phase III trials had failed.

The package included data from four randomized placebo-con-
trolled studies, including Phase II studies, with over 1,500 patients. 
Another Phase III trial is ongoing. As Barclays analyst Douglas Tsao 
put it in a same-day research note, “While we didn’t think approval 
of ALKS 5461 was a certainty, we’re surprised that the FDA refused 
to accept the NDA to review based on a lack of sufficient evidence 
considering Alkermes’ management’s confidence in recent months.” 

MORE CLINICAL STUDIES NEEDED
The letter cites concerns from the FDA about insufficient evidence 
of overall effectiveness, which doesn’t bode well for a quick turn-
around of the NDA. A substantial delay could put Alkermes at a 
competitive disadvantage, given that several rival drugs are advanc-
ing through late-stage development in depression, including John-

son & Johnson’s esketamine for treatment-resistant depression and 
SAGE Therapeutics Inc.’ brexanolone for postpartum depression.

Evercore ISI analyst Umer Raffat highlighted the competitive dynam-
ics in an email to investors. “This FDA delay compresses the timelines 
further amidst several competitor programs making meaningful prog-
ress in the depression space,” he said. “As a result, we are lowering our 
peak sales potential (and probability of success) to $800m from $1.2bn.”  

The FDA is requesting additional clinical trials be completed for 
ALKS 5461 prior to resubmission. The agency has also requested a 
bioavailability study be conducted to generate additional bridging 
data between ALKS 5461 and the reference drug buprenorphine. 

“This is surprising and troubling to us,” Pops said, since the results of 
the data had been previously shared with FDA in two separate meet-
ings and presented at a major medical meeting. 

“FDA did not express their view that the evidence of effectiveness 
was insufficient to support a full review of the NDA,” he said. “We ob-
viously disagree with FDA’s conclusions, and we expect them to only 
render final judgement after a complete review of the NDA.” 

Alkermes plans to appeal the FDA’s decision. Pops said the com-
pany will immediately request a Type A meeting with the FDA to de-
termine the next steps. The company said it may also need to revise 
its 2018 financial guidance. 

The company forecast in February that revenues would grow to 
$975m to $1.015bn this year, driven by currently marketed drugs Vi-
vitrol and Aristada, but Alkermes also expected a substantial increase 
in SG&A expenses driven by commercial investment in ALKS 5461.

ALKS 5461 is a novel oral medicine that acts as an opioid system 
modulator. It is positioned as an add-on therapy for patients with 
MDD who don’t respond adequately to current therapies. It is a fixed-
dose combination of the partial mu-opioid receptor agonist and 
kappa-opioid receptor antagonist buprenorphine and a mu-opioid 
receptor antagonist samidorphan.

This is the second publicly announced high-profile RTF letter 
handed out by the FDA recently. Celgene Corp. received a RTF for 
an application seeking approval of ozanimod in multiple sclerosis in 
February.                                                 Published online 2 April 2018
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R & D  N E W S

Pfizer May Enjoy Cardiomyopathy Success With Tafamidis
JOSEPH HAAS joseph.haas@informa.com

Pfizer Inc. may have an unexpected 
blockbuster opportunity on its hands, 
as it reported significant cardiovascu-

lar outcomes data March 29 from a Phase III 
study of tafamidis meglumine in transthyre-
tin-mediated cardiomyopathy. Approved 
overseas as Vyndaqel, tafamidis has been 
tied up since 2012 at the US FDA for the 
related indication of familial amyloid poly-
neuropathy (FAP). Informa Pharma Intelli-
gence’s Biomedtracker called the top-line 
data from Pfizer’s Phase III ATTR-ACT study 
“quite encouraging,” while an Evercore ISI 
analysis hailed the findings as “a very rare 
late-stage pipeline surprise … especially for 
Pfizer.” Evercore analyst Umer Raffat added 
in his March 29 note that Pfizer could realize 
peak annual sales above $1bn for tafamidis 
in cardiomyopathy, from a drug that analyst 
consensus values at virtually nothing.

Although tafamidis is available in Eu-
rope and Japan as an approved therapy 
for transthyretin familial amyloid poly-
neuropathy, the FDA issued a complete 
response letter related to its US regulatory 
filing in June 2012, requesting a second 
efficacy study to establish substantial evi-
dence of effectiveness.

Asked about its regulatory plans now for 
tafamidis, a Pfizer spokesperson told Scrip, 
“We are currently reviewing the full dataset 
and look forward to engaging with health 
authorities on these data, including the 
FDA.” There is no approved drug therapy for 
transthyretin cardiomyopathy.

The Pfizer data came one day after  
Alnylam Pharmaceuticals Inc. revealed 
subgroup analysis data from its Phase III 
APOLLO study of patisiran showing that the 
RNA-interference drug candidate was as-
sociated with significant improvements in 
measures of cardiomyopathy, such as cardi-
ac structure and function. Alnylam has pati-
siran under regulatory review for hereditary 
transthyretin-mediated amyloidosis (hATTR) 
in both the US and EU.

Patisiran is being assessed in the US under 
priority review with breakthrough therapy 
status for hATTR; it has a PDUFA date of Aug. 
11. Ionis Pharmaceuticals Inc.’s antisense 
candidate inotersen also is under review in 
the US and EU for hATTR, with a July action 
date in the US.

POOLED FOR TWO DOSAGES
Unlike Alnylam’s intravenously administered 
candidate, tafamidis is a once-daily, oral 
meglumine salt. Approved elsewhere in a 20 
mg dose, the 441-patient ATTR-ACT study 
employed three arms, investigating both 20 
mg and 80 mg daily doses of tafamidis against 
placebo. Pfizer said pooled data from the two 
cohorts receiving study drug demonstrated a 
statistically significant reduction in the combi-
nation of all-cause mortality and the frequen-
cy of cardiovascular-related hospitalizations 
after 30 months compared to placebo.

Pfizer pointed out that transthyretin car-
diomyopathy is believed to be substantially 
under-diagnosed, as well as a disease of 
significant mortality. The average life expec-
tancy following diagnosis ranges from three 
to five years, the pharma said. 

Mat Maurer, a Columbia University trial in-
vestigator, noted in the company’s top-line 
data announcement that right now clini-
cians are limited to managing the symp-
toms of transthyretin cardiomyopathy

In his note, Evercore’s Raffat said the Pfizer 
trial was undertaken at very high risk, be-
cause of previous trial failures in this indi-
cation and because the primary endpoint 
measured outcomes. One notable failure in 
transthyretin cardiomyopathy came in 2016 
when Alnylam’s revusiran, a predecessor to 
patisiran, failed a Phase III study in hATTR 
with cardiomyopathy due to an imbalance 
in mortality, causing the Boston-area bio-
tech to shelve the drug.

Raffat added that key questions remain 
about the Pfizer data, including a need for 
clarity on how the 20 mg dose performed 
compared with the 80 mg dose. If Pfizer de-
termines that an 80 mg dose is needed for 
optimal efficacy, however, this could give 
the pharma an opportunity at a longer pat-
ent life beyond the 2029 expiry for the 20 
mg dose and enable it to price the drug dif-
ferently than the roughly $180,000 annual 
charge for Vyndaqel in Europe.

He also said that further examination of 
the data should clarify whether the drug 
provided a clear benefit on all-cause mor-
tality, suggesting that using mortality and 
hospitalization as a combined outcomes 
endpoint yielded a less clear result. Assess-
ing the drug’s market potential for the trans-

thyretin cardiomyopathy indication, Raffat 
tied together a separate pair of estimates – 
Pfizer’s projection that the disease has a less 
than 1% diagnosis rate currently and that 
there may be about 1,000 diagnosed patients 
worldwide, along with Alnylam’s estimate of 
roughly 40,000 cases globally of hereditary 
familial amyloidotic cardiomyopathy. Put to-
gether, this enabled the analyst to model a 
peak of 5,000 diagnosed patients. If 30% of 
those were treated with tafamidis and the 
drug was priced at $750,000 a year, that could 
yield peak sales of $1.125bn, Raffat said.

Biomedtracker’s analysis brought up con-
cerns similar to Raffat’s in terms of a deeper 
understanding of the efficacy data. “More 
details are needed on the magnitude and 
how much each [cardiovascular outcome] 
component was impacted,” it said. “It will 
also be interesting to see if there are any dif-
ferences in subgroups with the hereditary 
and wild-type forms, both of which were 
included in the study.”

The Alnylam data, part of a presentation at 
the International Symposium on Amyloido-
sis in Tokyo March 28, showed that for 56% of 
the APOLLO enrollment that met predefined 
cardiac requirements (n=126), patisiran 
showed statistically significant improvement 
compared to placebo in cardiac structure 
and function measures of cardiomyopathy.

In addition, the drug produced a sig-
nificant reduction in levels of a cardiac 
stress biomarker, NT-proBNP, at nine and 
18 months compared to placebo. Alnylam 
pointed out both that cardiomyopathy is 
the leading cause of death in patients with 
hATTR amyloidosis and that higher levels of 
NT-proBNP are associated with increased 
mortality in cardiac amyloidosis patients.

JMP Securities analyst Michael King said in 
a March 28 note that these findings support 
JMP’s expectation that patisiran will be used 
in hATTR patients with cardiomyopathy. 

Biomedtracker’s analysis of the Pfizer 
data suggested that patisiran and Ionis’ 
inotersen might compete with tafamidis 
for cardiomyopathy use, even if approved 
specifically for polyneuropathy, because 
many hATTR patients will develop poly-
neuropathy and cardiomyopathy as their 
disease progresses.  
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U S  P R I C I N G

J&J Price Pledge: Average Doesn’t Tell The Whole Story
BRENDA SANDBURG brenda.sandburg@informa.com

Johnson & Johnson’s Janssen unit issued a US Transparency 
Report earlier this month that touted a 4. 6% year-over-year de-
cline in average net price of its drugs in 2017 due to discounts 

and rebates to payers and providers. While Janssen’s report did not 
include price changes for individual drugs, Bernstein analysts looked 
at figures on specific products and concluded that the average was 
pulled down by drugs affected by generic and biosimilar competi-
tion, not just discounts forced by pharmacy benefit managers.

“Our cursory look suggests the price decline has nothing to do with 
PBMs [pharmacy benefit managers] and more to do with asset mix 
and the way JNJ chose to calculate things,” Bernstein analyst Ronny Gal 
said in a March 26 note.

Gal points to price changes on six drugs, which J&J says represent 
less than one-third of its US sales in 2017.

Janssen reported that its average list price (wholesale acquisition 
cost) increased 8.1% in 2017 while the average net price (wholesale 
acquisition cost minus rebates, discounts and returns) declined 4.1%. 
The company said that payers drive deep discounts and rebates in to-
day’s competitive marketplace.

Gal pointed out that the company’s average sales price (ASP) de-
clined for products facing competition while J&J raised prices materi-
ally where it could, notably for the multiple myeloma treatment Dar-
zalex (daratumumab) and the cancer drug Imbruvica (ibrutinib), which 
it shares with AbbVie Inc.

In 2017, J&J reported US sales of $884m (an 87.2% year-over-year 
increase) for Darzalex and $881m (a 37.2% increase) for Imbruvica. Gal 
stated that the price of Darzalex was raised 7.5% in the last 12 months 
and Imbruvica was up 9.7%, and both products have no (or very lim-
ited) commercial rebates.

Those increases fall within J&J’s pledge to keep annual price increas-
es to less than 10%.

The ASP, which is reported by the Centers for Medicare & Medicaid 
Services, is a calculation of the weighted average of manufacturer’s 
sales price for a drug for all purchasers, net of price adjustments like 
rebates. The ASP reporting has a six-month delay.

As for drugs facing competition, Gal said that in the second half of 
2017, the average sales price of Remicade (infliximab) began to come 
down because of biosimilar competition. The ASP for April 1, 2018 is 
83.287 versus 87.149 for Aug. 30, 2017, a 4.4% decline, he stated. Ac-
counting for the six-month delay in ASP reporting, he said the price 
began to decline in the third quarter of 2017.

Remicade was 21% of J&J US pharma sales in 2017, the company 
confirmed. In its fourth quarter and full year 2017 sales and earnings 
report, J&J reported Remicade sales dropped by 9% for 2017 to $6.3bn 
and 10% to $1.5bn in the fourth quarter.

Gal said J&J included branded Concerta (methylphenidate extended-
release) in its math, where prices declined 50% in 2017 in a generic mar-
ket. He also said J&J had to give material discounts on its diabetes drug 
Invokana (canagliflozin) ($994m) where Lilly’s SGLT2 had better results, 
and it discounted Eprex (epoetin alfa) ($675m) to lock contracts away 
from Roche’s Mircera (methoxy polyethylene glycol-epoetin beta).

“In short, JNJ has ran into few tough competitive situations and 
accounted for products facing generic/biosimilar competition in its 

product mix,” Gal stated. “More than a statement on pricing trend, 
it is a reminder that pharma is by far the most sophisticated player 
when it comes to presentation of data and managing the public 
debate on pricing.”

Asked about the source of his data, Gal said that for Remicade 
he used the reported ASP from CMS and for the realized price of 
Concerta he used the reported US revenue divided by total pre-
scriptions from IMS (now IQVIA). For J&J’s oncology drugs he used 
the list prices from Price Rx.

In response to Gal’s note, Janssen said in a statement that the data 
disclosed in its second annual US Transparency Report clearly demon-
strate that in 2017 the aggregate net price of its medicines in the US 
decreased. “Our analysis takes into account relative product sales vol-
ume in the calculation of aggregate price change. While price chang-
es varied by product, as a whole our net price realized was -4.6%.”

The statement adds, “The Bernstein analysis mistakenly concludes 
that our negative price change was driven by changes in the price of a 
select set of products that represent less than 1/3rd of our US sales. It’s 
important to note that in addition to negotiated discounts and rebates 
we pay across our broad portfolio, all products sold to many govern-
ment programs are subject to mandatory discounts.

“Furthermore, because Remicade (infliximab) faced increased mar-
ketplace competition and corresponding downward pricing pressure 
in 2017, we made the point in our Transparency Report that even ex-
cluding Remicade our aggregate price change was negative.”

STATE LAWS REQUIRING MORE TRANSPARENCY
J&J is among several companies that began issuing reports on av-
erage list price and average net price changes last year. The infor-
mation comes as the pharma industry has faced sharp criticism for 
drug costs and a growing number of state laws are requiring more 
detailed disclosures about drug pricing.

Oregon Governor Kate Brown (D-OR) signed the latest bill into 
law on March 13. The measure, HB 4005, requires manufacturers to 
annually report to the state’s Department of Consumer and Business 
Services on the prices of prescription drugs and costs associated 
with developing and marketing them. Drug makers must report in-
formation when the price was $100 or more for a one-month supply 
or for a course of treatment lasting less than one month, and if there 
was a cumulative increase of 10% or more than the price of the drug 
during the previous calendar year.

At least five other states have enacted drug pricing laws in the last 
two years, including California, Vermont, Florida, Louisiana and Nevada, 
and numerous other states have introduced similar bills.

In December 2017, the Pharmaceutical Research and Manufacturers of 
America filed suit to block implementation of California’s law, SB 17, which 
requires manufacturers to provide 60-day notice to purchasers if the price 
of Rx drugs with a wholesale acquisition cost (WAC) of more than $40 for 
a course of therapy increases more than 16% over a two-year period. The 
reporting requirement went into effect on Jan. 1.

Politico reported on March 25 that companies have begun report-
ing WACs to California purchasers in response to the law.  
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E X E C U T I V E  I N T E R V I E W

Ipsen Dreams Of Capital Position In Oncology
LUCIE ELLIS  lucie.ellis@informa.com

Ipsen is putting words into action to become a “powerhouse” in on-
cology drug development; the company will sign new deals soon 
to bring in external innovation into its reorganized R&D unit.
Sotirios Stergiopoulos, Ipsen’s global medical affairs and chief medi-

cal officer, R&D, told Scrip in a recent interview that Ipsen has been 
working in oncology since the ‘80s but lately has upped its efforts in 
this space.

“Between the experience and innovation that we have we are now 
considered one of the world’s top 20 pharma specialists in oncology,” 
Stergiopoulos said, adding that Ipsen still wants to improve its position 
against its oncology peers.

Cabometyx (cabozantinib), a product partnered with Exelixis Inc., 
is set to become the backbone of Ipsen’s oncology portfolio. “Cabom-
etyx has a huge role and what is critical for us is that it keeps moving 
forwards in new indications and as we expand our pipeline,” Stergio-
poulos said, adding that the ability to combine Cabometyx was key.

In the US, the drug is approved for thyroid cancer and first- and 
second-line renal cell cancer (RCC). Furthermore, a filing has been ac-
cepted by the FDA for use of the drug in liver cancer. Ipsen expects to 
submit the product to the EMA for a label extension into liver cancer 
in the second quarter of this year, and recently won a CHMP recom-
mendation for the drug in first-line RCC. It is also approved for thyroid 
cancer in Europe.

Still, Stergiopoulos, who is also president of the board of gover-
nors of the Accreditation Council for Medical Affairs (ACMA), said “the 
strength of any company’s pipeline, especially companies in oncology, 
is the use they can get not only as single agents but also from combin-
ing their pipeline.”

Ipsen was moving at “lightspeed” to gather information, enrich its 
pipeline and attract some of the best people in the field, Stergiopou-
los said.”We have our goal of becoming a research and development 
powerhouse. We have added a significant amount of people to the 
company that are leaders in the oncology world, in R&D and in our 
commercial organization,” he said. 

Among several recent executive appointments at Ipsen, in 
2017 the company named Harout Semerjian president and head 
of specialty care international region and global franchises. Se-
merjian joined the company from Novartis AG, where he fo-
cused on oncology and specialty care; in his last role at the Swiss 
big pharma Semerjian was senior VP and global launch head of 
breast cancer therapy Kisqali (ribociclib).

As well as Cabometyx, Stergiopoulos highlighted Onivyde (irino-
tecan sucrosofate), partnered with Shire PLC, as an important brand 
for Ipsen’s oncology strategy. The drug is approved in pancreatic can-
cer and is in late-stage development for small cell lung cancer; other 
early-stage trials are ongoing in gastric and colorectal cancer and solid 
tumors.

“More than 30 studies over the past 10 years failed in pancreatic 
cancer and there had been no formal approvals for new therapies in 
pancreatic cancers for a long time,” Stergiopoulos note when talking 
about Onivyde progress so far.  

Ipsen “has very solid programs moving forwards and we are going 
to be contributors to the oncology space for many years to come,”  
Ipsen’s CMO said.

DEALS, DEALS, DEALS
In order to achieve its ambitious goals though, Ipsen – like many 
of its pharma peers – needs to replenish and expand its R&D pipe-
line. The company expects to agree licensing deals or small asset 
acquisitions in oncology in the coming year to grow its develop-
ment portfolio. Currently, around 86% of Ipsen’s sales come from 
specialty care products and 60% of these sales come from its on-
cology brands.

“We are open to licensing and acquisitions, we are looking at how 
potential new treatments can move forward and be complementary 
to our pipeline,” Stergiopoulos said.

This time around, the ideal license agreement would be more of a 
global deal, unlike its setup with Exelixis for Cabometyx. Under their 
2016 pact, Ipsen holds the exclusive commercialization rights for cur-
rent and potential future cabozantinib indications outside of the US, 
Canada and Japan. “We’d like more of a global deal but its dependent 
on the asset and partnership. We value our partners significantly, as 
shown through our work with Exelixis,” he noted. 

Ipsen is open to different deal options and modes of action in oncol-
ogy, Stergiopoulos said the company was assessing both broad cancer 
treatments and immuno-oncology approaches. “We’re going to take it 
compound by compound,” he said.

The company’s preference is mid- to late-stage investigational can-
cer therapies, but it won’t turn a blind eye to earlier stage oncology 
assets. “You never know what you might end up missing if you exclude 
earlier stage programs,” Stergiopoulos added.

Success of a powerhouse R&D company looks like an effective and 
efficient R&D pipeline that brings therapies to patients sooner rather 
than later, he said. “I’d like to see significant momentum to keep going, 
to further deliver on our already strong growth.”  
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B U S I N E S S  S T R AT E G Y

Edge ‘Devastated’ By Phase III Failure of EG-1962,  
Set To Downsize
EMILY HAYES emily.hayes@informa.com

Edge Therapeutics Inc. was left with 
a decimated stock price on March 28 
after announcing that its only clinical 

candidate, EG-1962 (nimodipine micropar-
ticles), failed in a Phase III study in aneu-
rysmal subarachnoid hemorrhage, due to 
better-than-expected performance in the 
control arm.

Developed with the company’s Precisa 
technology platform, EG-1962 is a novel 
polymeric microparticle containing ni-
modipine suspended in a diluent of so-
dium hyaluronate administered through 
an external ventricular drain. The drug 
has had fast track and orphan drug des-
ignation with the FDA.

Subarachnoid hemorrhage is bleeding in 
the area between the brain and the thin tis-
sues that cover the brain. In 75% of cases, the 
condition results in brain damage or death.

The calcium channel blocker nimodipine 
is available as an oral therapy in generic and 
branded form and represents the standard 
of care. 

Generic nimodipine gel capsules have 
caused problems in the past because health 
providers were extracting product from 
the capsules with a syringe, to adminis-
ter the drug intravenously instead of with 
the oral syringe as intended, resulting in 
life-threatening medication errors. Arbor 
Pharmaceuticals Inc.’s Nymalize was ap-
proved in 2013 for use as an oral solution of 
nimodipine, eliminating the use of needles 
and promising safer administration.

The biodegradable polymer-based design 
of EG-1962 was intended to support sustained 
drug exposure for 21 days with a single dose. 
That compares to dosing every four hours for 
21 days for standard-of-care nimodipine. It 
was also thought that Edge’s therapy would 
offer better a better safety profile.

The Phase III NEWTON 2 study was de-
signed to test EG-1962 with oral placebo 
against oral nimodipine with a single dose of 

intraventricular normal saline in 374 patients 
with aneurysmal subarachnoid hemorrhage. 
Treatment was given for up to 21 days. The 
primary endpoint was the proportion of pa-
tients with a favorable outcome – defined as 
a score of 6 to 8 on the Extended Glasgow 
Outcome Scale at the 90-day mark. The goal 
was to show a statistically significant 18%-
20% improvement for the primary endpoint 
at the time of an interim analysis and a 10%-
15% improvement by the end of the study.

In a Feb. 20 note modeling peak US sales 
of $350m, Credit Suisse analyst Martin Aus-
ter had said that even a 5%-10% absolute 
improvement on favorable outcomes on 
the Extended Glasgow Outcome scale 
would be “clinically meaningful and sup-
port broad adoption.” 

EFFICACY ENDPOINT TO  
BE MISSED
However, the company announced March 
28 that following treatment of the first 210 
trial participants, the drug had a low proba-
bility of hitting the primary endpoint, based 
on the outcome of a prespecified interim 
analysis. An independent data monitoring 
committee recommended that the study 
be stopped due to the low likelihood for 
demonstrating significant efficacy over con-
trol, but safety was not an issue in the trial, 
according to Edge.

“It’s important to note the observed im-
provements in functional outcome in the 
control group were unexpectedly higher 
than response rates in past clinical studies 
with a similar patient population,” CEO Brian 
Leuthner explained during a March 28 in-
vestor call. The exec said that the company 
is “devastated” by the outcome.

Edge will stop the study and will be ana-
lyzing the data going forward.

The company’s stock price was a casualty 
of the NEWTON 2 news, plummeting by 
91.6% to a close of $1.31 on March 28.

“Edge will assess the next steps for the 
company, but anticipates in the near term 
reducing the scope of its operations, includ-
ing the size of its workforce, in order to pre-
serve its cash resources, which were $88.1m 
as of Dec. 31, 2017,” Edge said in a statement.

Chief Financial Officer Andrew Saik said 
the company has been spending about 
$4m to $5m per month and obviously 
needs to evaluate its cash burn going for-
ward; the company will provide more guid-
ance regarding a controlled shutdown of 
NEWTON 2 in May.

FAILURE TOOK EDGE BY 
SURPRISE
Edge said that the result was a surprise be-
cause the drug had demonstrated efficacy 
in the randomized, open-label, Phase I/II 
NEWTON study in a similar population of 72 
patients with subarachnoid hemorrhage.

The company announced in February 
2016 that the drug cut 3.5 days in time 
spent in the intensive care unit and doubled 
the likelihood of favorable outcomes. In the 
Phase I/II study, the median length of stay in 
the ICU was 13.5 days for those treated with 
EG-1962 vs. 17 days for nimodipine. 

In the EG-1962 arm, 60% of participants 
had a score of 6 through 8 on the Extended 
Glasgow Outcome Score at 90 days vs. 28% 
on oral nimodipine. The patients in the EG-
1962 arm also benefited from fewer cases of 
vasospasms, cerebral ischemia, use of res-
cue therapies and hypotension.

“At this time, we see limited opportu-
nity for further development of EG-1962,” 
JMP Securities analyst Jason Butler said in a 
March 28 note.

Aside from EG-1962, Edge only has one 
other candidate in its pipeline – EG-1964, 
which is a formulation of the pancreatic 
trypsin inhibitor aprotinin still in the discov-
ery phase.  
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L U P U S  R & D

Ablynx’s Lupus Candidate Hits End Of Road
LUCIE ELLIS lucie.ellis@informa.com

Ablynx NV’s anti-IL-6 nanobody,  
vobarilizumab, has failed to meet its 
primary endpoint in a Phase II trial in 

lupus and further development of the mol-
ecule is unlikely after patient deaths – the 
news is a blow to Sanofi, which recently 
agreed to acquire the Belgian biotech for its 
Nanobody platform technology.

In the Phase II STEADY trial, vobarili-
zumab failed to meet the primary end-
point of dose response at 24 weeks in 
patients with systemic lupus erythema-
tosus (SLE). None of the treatment doses 
tested showed efficacy on the mBICLA 
endpoint (Modified BILAG-based Com-
posite Lupus Assessment).

“We are disappointed that vobarilizum-
ab didn’t show a dose response in the 
analysis of the study’s primary endpoint, 
however, vobarilizumab was well toler-
ated in all tested dose groups, confirm-
ing its favorable safety profile,” Ablynx’s 

chief medical officer, Robert Zeldin, said 
in a statement.

Ablynx will now analyze the full data 
set for vobarilizumab, which targets the 
interleukin 6 pathway, but analysts do not 
anticipate any further studies of the drug 
in lupus.

Despite lower treatment-related seri-
ous adverse events and infection rates 
in the vobarilizumab treatment groups 
compared to placebo (2% and 2.8% ver-
sus 6.5% and 6.5%), the discontinuation 
rate due to adverse events was higher 
for vobarilizumab (12.4% vs. 6.5%) in the 
Phase II trial.

Bryan, Garnier & Co analysts highlighted 
in a March 26 note that “two deaths re-
ported in the vobarilizumab group are 
likely to stop further investigations of the 
drug in this indication.”

Despite these safety issues in the 
STEADY trial, the analysts said Ablynx’s 

deal with Sanofi was not at risk. They high-
lighted that Sanofi’s offer mainly reflected 
the potential of caplacizumab in acquired 
thrombotic thrombocytopenic purpura 
(aTTP) and was not dependent on the out-
come of the trial in lupus.

Sanofi’s acquisition of Ablynx is expected 
to close by the end of the second quarter 
this year. 

While vobarilizumab was not a key attrac-
tion for Sanofi, the Phase II asset held promise 
and therefore contributed to Ablynx’s high 
price tag of  €3.9bn.

END OF ABBVIE PACT?
Its deal with Sanofi stands strong, but 
analysts expect Ablynx’s development 
partner for vobarilizumab, AbbVie Inc., 
to definitively drop the drug candidate 
following the negative Phase II data in 
SLE. AbbVie will review the complete da-
taset from the Phase II STEADY SLE study 

“I was very honoured indeed to receive the Scrip Lifetime Achievement Award 2017 as it 
recognises 50 years of hard and honest work in an industry that brings improved or new 
treatments to  patients. The results were achieved through working with exceptional 
teams in Switzerland, Italy, Thailand, South East Asia, the UK and the US.”

Rolf Stahel

Scrip’s Lifetime 
Achievement Award
Rolf Stahel was honored for a pharmaceutical career that has spanned 50 
years. From 1967 to 1994, he worked for Wellcome in Switzerland, Italy, 
Thailand, Singapore and the UK. He joined Shire Pharmaceuticals Group as 
chief executive offi cer in March 1994 and during his tenure implemented 
six mergers and acquisitions which in less than a decade transformed 
the private $30m company with $3m sales and 50 employees into a FTSE 
100 company with a market capitalisation of about $3.2bn, revenues of 
$1.1bn and 1,800 employees. Since leaving Shire in 2003, he has been 
chairman and mentor for a series of biotech companies, including Jazz 
Pharmaceuticals (EUSA Pharma USA), Cosmo Pharmaceuticals, PowderMed, 
Midatech, Chesyl Pharma, Ergomed, Connexios Life Sciences, Norwood 
Immunology and Newron Pharmaceuticals.
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L U P U S  R & D /A S I A - PA C I F I C

Sanofi’s Keeney ‘Open Dialogue’ 
With Asian Start-Ups
ANJU GHANGURDE anju.ghangurde@informa.com

As young start-ups in the Asia-Pacific 
region make headway in developing 
new therapies in exciting areas such 

as gene therapy and immunology, large 
drug firms like Sanofi continue to watch 
the region’s R&D horizon closely with an eye 
on potential collaborations. The French mul-
tinational is not averse to considering early-
stage assets in its areas of focus, their gener-
ally higher risk profile notwithstanding.

Adam Keeney, Global Head, External Inno-
vation and R&D Strategy at Sanofi, indicates 
that the company is not “overly concerned” 
about the risks that come with early-stage 
assets and is “very agnostic” as to where the 
partner is located. What is critical is the “op-
portunity, the excitement” around the tech-
nology or science and the “comfort” with the 
partnership/collaboration, he maintained.

“What is important is the quality of the as-
set. We have quite now an expertise in how 
to assess and evaluate early-stage opportuni-
ties. The APAC [Asia-Pacific] overall but partic-
ularly the markets of China, Korea and Japan 
provide a lot of promise and we are going to 
be, over the next year or so, thinking more 
about how do we increase our presence and 
investments in the area,” Keeney told Scrip in 
a recent telephone interview. He also under-
scored the “thorough” due-diligence activity 
that precedes any potential deal.

Keeney referred to ongoing projects from 
companies in the APAC region, such as 
Sanofi’s deal with JHL Biotech Inc. around 
novel biologics/biosimilars and a number of 
research collaborations with key institutions 
in China and Japan.

“That’s a good testament to the fact that 
we had confidence in the company [JHL] to 
be able to bring forward the opportunities to 
fit with our strategy in the region, particularly 
in China. We have quite active efforts there in 
terms of understanding the science and where 
it is going, particularly in Japan where there is 
lot of strong immunology research that we are 
particularly interested in,” he added.

In December 2016, Sanofi and JHL struck a 
deal to collaborate for the development and 
commercialization of biological therapeutics 
in China and with potential international ex-

pansion prospects. Sanofi acquired exclusive 
rights to JHL’s proposed biosimilar rituximab 
and options to certain pipeline products. 

OPEN DIALOGUE
Keeney also noted the increased start-up ac-
tivity in China where a lot of new money is 
being invested. “We have good contact with 
a lot of those management teams under-
standing the assets they are working on. So, 
we have a good open dialogue with inven-
tors, investors, entrepreneurs in that region.”

Interestingly the young Chinese firm Har-
bour BioMed, which is focused on immuno-
oncology and immunological diseases and 
has been in the spotlight over the recent 
past after it closed  a Series A+ round financ-
ing, is led by ex-Sanofi executives. Harbour 
Biomed’s founder CEO Dr. Jingsong Wang 
was previously Head, China Research and 
Development Center and the Head of Trans-
lational Medicine, Asia Pacific, at Sanofi.

Sanofi is also keen to build on its linkages 
with academia in the APAC region. Senior of-
ficials have previously indicated to Scrip that 
Sanofi expects to expand its iAwards pro-
gram, which aims to help convert successful 
and high potential academic projects into 
sponsored research programs and subse-
quently create in-licensing and start-up op-
portunities, in Asia.

DIGITAL HUB
Meanwhile, Sanofi’s R&D hub model also po-
sitions the APAC region as its digital hub and 
Keeney sees prospects for potential collabo-
rations in the region and to use the opportu-
nity that the region provides both in terms of 
patient access and clinical trial development.

“From the R&D perspective we are pilot-
ing novel technologies around patient re-
cruitment, or thinking further about how we 
could generate novel sets of data; how do 
we think about APAC patient populations as 
opportunities to think about different types 
of treatments for different populations more 
locally leveraging the fact that we have a 
significant R&D infrastructure in the APAC re-
gion through the hub,” Keeney explained.  

Published online 26 March 2018

to determine whether to exercise its op-
tion to license vobarilizumab. Should Ab-
bVie exercise the option, it would trigger 
a payment to Ablynx. If the option is not 
exercised, Ablynx’s agreement with Ab-
bVie would be terminated.

AbbVie had already decided not to 
exercise its opt-in for vobarilizumab in 
rheumatoid arthritis, because of the 
crowded and competitive market for IL-6 
inhibitors in RA. 

In July 2016, Ablynx reported positive 
Phase IIb monotherapy data for vobari-
lizumab in moderate-to-severe RA. The 
company said at the time, that Phase IIb 
results confirmed the favorable safety pro-
file of vobarilizumab and the potential for 
convenient monthly administration. An 
open-label extension study in RA patients 
is currently ongoing (94% roll-over rate) 
and results are expected in the second 
half of 2018.

Data from the extension study, if posi-
tive, could help Ablynx secure a new part-
ner for vobarilizumab in RA to replace Ab-
bVie, or justify further development of the 
drug by Sanofi. 

STEADY TRIAL DETAILS
The multi-center, randomized, dou-
ble-blind, placebo-controlled Phase II 
STEADY trial was initiated in August 2015 
and enrolled 312 patients with moder-
ate-to-severe, active seropositive SLE 
across the US, Europe, South America 
and Asia.

Patients were assigned to one of four 
dose groups of subcutaneously adminis-
tered vobarilizumab (75 mg every 4 weeks, 
150 mg every 4 weeks, 150 mg every 2 
weeks, 225 mg every 2 weeks) or placebo. 
Patients were evaluated for efficacy up to 
and including Week 48 and for safety up to 
and including Week 58.

The primary endpoint of the study was 
the percentage of patients who achieved 
a response at Week 24 according to the 
modified BICLA score – a composite mea-
sure of lupus disease activity across all 
body systems.

SLE is a complex, multi-organ, autoim-
mune disorder characterized by the pro-
duction of pathogenic autoantibodies 
and tissue deposition of immune com-
plexes, which result in widespread tissue 
damage.  

Published online 26 March 2018
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Welcome To The PBM Realm, Derica Rice and  
Andrew Witty
VIREN MEHTA mehta@mpglobal.com

Yet another exposé about the drug 
cost conundrum that the pricing 
strategies of pharmacy benefit man-

agers (PBMs) pose for the industry was 
detailed mid-March in the Financial Times.  
This report, down to the penny, showed 
how many of the widely used drugs incur as 
much as a three-fold spread in their cost be-
tween the manufacturer and the consumer 
by the time all the middlemen interests are 
served.  The FT investigation of the death of 
a 38-year-old Texas teacher who delayed fill-
ing her Tamiflu prescription when she was 
asked to pay at the upper end of this spread 
puts this conundrum in sharp relief.   

This negative publicity came only a few 
days after two leading PBMs announced that 
they had persuaded experienced biopharma 
industry leaders to lead their organizations. 

These two PBM appointments coincided 
with President Trump promising to unveil 
his healthcare cost control plans ‘next month’ 
- presumably in April 2018.  This can be ex-
pected to complicate the vision and the 
strategy of these two pharma executives as 
they switch sides.

Derica Rice leaves his position as the CFO 
and EVP of Global Services at Eli Lilly & Co. 
in Indianapolis to become president of CVS 
Health Corp.’s Caremark PBM, where he will 
run operations as well as drive strategy, busi-
ness development and client relationships.

Andrew Witty stepped down from his 
board position at UnitedHealth Group to 
become CEO of Optum, an increasingly im-
portant part of United Healthcare Servic-
es Inc. that includes its leading PBM unit.  
Witty was well known as the longtime CEO 
of GlaxoSmithKline PLC until he stepped 
down last year.

FURTHER IRONY
As ironic as these two appointments seem, 
the irony is only more striking when juxta-
posed with the three industry veterans who 
are guiding healthcare policy for the US 
government:  FDA Commissioner Scott Got-
tlieb, who worked with a long roster of bio-
pharma, HHS Secretary Alex Azar, also from 
Lilly, and Joe Grogan, Associate Director for 

Health Programs in the Office of Manage-
ment and Budget, who previously worked 
at Amgen Inc. and Gilead Sciences Inc..  
These three are among the key advisers to 
President Trump in shaping the govern-
ment plans to rein in healthcare costs.

Needless to say, the pace of change that 
promises (or threatens) to reshape the 
healthcare systems in the US only reflects 
the reshaping of the health care industry 
underway globally. China, for example, is 
feverishly rewriting the script as to how its 
citizens will obtain their healthcare.  The 
nation is merging ministries, harmoniz-
ing regulations to global standards, and 
reducing import tariffs, among numerous 
initiatives.  The EU, Japan, and many other 
countries are trying to reinvent their health 
care systems.

For the US health care system, the two 
PBM leadership changes only magnify the 
implications of two big mergers in this space, 
that of CVS acquiring the insurer Aetna Inc., 
and Cigna Corp. acquiring the PBM Express 
Scripts Holding Co., which more or less aim 
to mirror the business model of the Unit-
edHealth.  Assuming the two mergers will 
be consummated, these two behemoths, 
along with Optum, will control a large part of 
healthcare for a majority of Americans, direct-
ing the way biopharma products are bought, 
distributed, priced, and paid for in the US.  
And these organizations also harbor ambi-
tions to do the same beyond the US shores.

The biopharma industry is caught in the 
middle, hardly able to stay true to its busi-
ness model, other than to continue to price 
its products higher, often just so that they 
can offer discounts attractive enough to 
land a spot on the formulary that one of 
these PBMs control.

WHAT GAMBIT?
Witty and Rice have lived through this land-
scape for more than a decade, but on the 
other side.  Consumers may argue that it is 
difficult to distinguish which is the dark side, 
but these two now have an opportunity to 
put their principles into practice, and dem-
onstrate the true colors of all the key stake-

holders to everyone. The obvious question 
is why?  Why would these two biopharma 
leaders join their industry nemesis?  They 
have consistently argued how the rebates 
to which pharma companies are forced to 
agree lead to high list prices and distort the 
market place, while earning the industry a 
black mark.

The second question is what?  What could 
Witty and Rice be expected to focus on as 
their legacy, now that they are closing the 
circle, moving from the industry to the PBMs?

A part of the answer emerges from the 
recent UnitedHealth announcement that 
it would begin passing through rebates at 
the point-of-sale in some of its healthcare 
insurance plans.  Witty sat on the board of 
UnitedHealth at the time of this decision, 
and surely would have had some influence 
over it.  All the other PBMs, including CVS 
Caremark and Cigna Express Scripts, will 
have no choice but to follow. Indeed, Aetna 
did so just days after. The industry trade 
group PhRMA has advocated such a rebate 
pass-through as a means of lowering drug 
spending, and in the process better align-
ing list prices with market forces.

Having influenced this rebate pass-
through decision while on the board, Witty 
would now have to implement it broadly, 
though it may well impact Optum’s bottom 
line.  The challenge is no different for Rice and 
all the other management teams at compet-
ing PBMs.

While the rebate pass-through is a step bi-
opharma has long advocated, this PBM initia-
tive could take away an important deflecting 
shield.  They may no longer be able to point a 
finger to the lack of PBM rebate transparency 
for high drug prices, inviting more direct ac-
tions, including in the threatened action by 
President Trump.  The recently enacted US 
Government $1.3tn budget and earlier Con-
gressional actions include some provisions 
that may add fuel to this trend.

To blunt this risk, the biopharma leaders 
advocate a number of initiatives, ranging 
from outcomes-based cost of medicines, to 
more innovative installment payment mod-
els for high-cost therapies, to increasing ge-
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neric competition, and other market driven 
initiatives – rather than price controls, Medi-
care Part D authority for price negotiations, 
or reimportation that the industry fears may 
stifle innovation.

STRANGE BEDFELLOWS IN A 
TANGLED WEB
Market driven or otherwise, the PBMs 
would remain a major influencer in this de-
bate, and likely be involved in implement-
ing many parts of any legislation from the 
US Congress or presidential decrees, not to 
mention any payer group cost control initia-
tives.  Hence it becomes important to pon-
der the priorities with which Witty and Rice 
are planning to address the challenges fac-
ing PBMs, from lack of transparency, to pric-
ing and rebate strategies that continue to 
encourage use of brand-name drugs long 
after their patents expire (and in the process 
thwart generic competition), to inequitable 
– or at least undisclosed – sharing of the 
benefits their clout yields.

Many of these issues plaguing the PBMs 
are in place also because they are profitable 
to many of the biopharma companies, their 
loud complaints notwithstanding, especially 
those innovators whose products have lost 
patent protection and who now need to per-
petuate use of their branded drugs as long as 
possible – at times regardless of cost.  There-
fore, this relationship of strange bedfellows 
will test both of these gentlemen in their 
new assignments.  Their vision and strategy 
may also be interrupted by whatever grand 
plan President Trump announces in April, no 
matter how quickly he changes his mind.

This month, perhaps there is a reason 
for some optimism for biopharma, partly 
thanks to the incursions pharma executives 
are making into the PBM world, and also be-
cause of the other three industry veterans 
in high places shaping government health 
care policy.  But let us stay tuned as to what 
next month may bring.  Time will tell if the 
biopharma industry is able to refine its busi-
ness model with the help of good friends in 
high places.  

Published online 2 April 2018

Viren Mehta founded and is managing 
member of Mehta Partners, LLC, a globally 
integrated boutique providing strategic 
insights to senior management teams in 
the biopharmaceutical sector for nearly 
30 years.

Scrip’s Rough Guide To IL-2:  
Mother Of All Cytokines
EMILY HAYES emily.hayes@informa.com

Interleukin-2 traditionally has been associ-
ated with nasty toxicities like the potential-
ly fatal, flu-like cytokine release syndrome, 

but these days – with Nektar Therapeutics’ 
NKTR-214 up on a pedestal – it’s drawing fe-
verish interest from investors.

Interleukin-2 (IL-2) is a type of cytokine, a 
small protein made by immune cells that is 
central to cell signaling and drives the gen-
eration of lymphocytes. It may be targeted 
for treatment of autoimmune diseases and 
cancer, though in very different ways, such as 
where the mechanism is targeted, dose level 
and frequency of administration. (This rough 
guide focuses on use in oncology.) 

Per a high-priced deal announced Feb. 14, 
Nektar will be working closely with Bristol-
Myers Squibb Co. to develop and commer-
cialize its NKTR-214, a pegylated formulation 
of IL-2, with Bristol’s PD-1 inhibitor Opdivo 
(nivolumab) and CTLA-4 inhibitor Yervoy (ipi-
limumab).  The thinking is that the stimulat-
ing effect of IL-2 will work well in combination 
with checkpoint inhibitors to take the brakes 
off the immune system, playing a role in prim-
ing the immune system and boosting perfor-
mance in patients with low expression of the 
PD-L1 biomarker, who tend to not fare so well 
with PD-1 therapy. The deal covers 20 indica-
tions for nine tumor types and the partners 
say development will be rapid, with Phase III 
studies in melanoma and renal cell carcinoma 
kicking off in the middle of the year. 

The IL-2 mechanism has been used for a 
long time in cancer, though not commonly. 
Nestle Health Science SA/Novartis AG’s 
high-dose human recombinant IL-2 Proleukin 
(aldesleukin) was approved in 1992 for renal 
cell carcinoma and 1998 for melanoma – but 
requires intravenous administration in hospi-
tals with intensive care units and is consid-
ered prohibitively toxic. Proleukin’s labeling 
has an extensive boxed warning for capil-
lary leak syndrome, a rare condition that can 
cause a severe, sudden drop in blood pres-
sure, which in turn can cause organ failure 
and death. Capillary leak syndrome is caused 
by cytokine-release syndrome, an intense 
activation of the immune system leading to 
unrestricted growth of immune cells with 
damaging, life-threatening effects.

Sumanta Pal, a kidney cancer specialist at 
the City of Hope hospital in Duarte, Calif., and 
a spokesperson for the American Society of 
Clinical Oncology (ASCO), explained that Pro-
leukin has only been suitable for the patients 
in the best condition – those who are young 
and with limited metastases – with access to 
academic centers. He also noted that low-
dose IL-2 approaches have not panned out.

But Proleukin has some limited activity. 
Labeling indicates a 15% objective response 
rate (ORR), including a 7% complete response 
(CR) rate, in renal cell carcinoma, and a 16% 
ORR and 6% CR rate in metastatic melanoma, 

CONTINUED ON PAGE 20
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Interleukin-2 is a small protein that stimulates cell signaling in the immune system
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based on single-arm studies. Tim Turnham, former executive director 
of the Melanoma Research Foundation and now vice president at the 
MK&A pharma consultancy, commented that he knows one metastat-
ic melanoma patient who has no evidence of disease 10 years or more 
out from treatment, but another who chose IL-2 over a new check-
point inhibitor and died right after treatment due to a massive stroke. 
He noted the treatment-related death rates in the pivotal studies were 
2% in melanoma and 4% for renal cell carcinoma. The cases illustrate 
the dilemma cancer patients face as they consider whether to take a 
drug with significant side effects in the hope of a cure, Turnham said.

What was exciting about the Proleukin development was that 
around 10% of responses were durable, and therefore some patients 
seemed to be “cured,” Michael Atkins, a leading researcher in immuno-
therapy and deputy director at the Georgetown Lombardi Compre-
hensive Cancer Center in Washington, D.C., told Scrip.  This kept the 
field of cancer immunotherapy alive as researchers worked to discover 
why some patients did well and others did not, based on the stimula-
tory and suppressive cells in the tumor microenvironment, culminat-
ing in the development of the CTLA-4 and PD-1 checkpoint inhibitors, 
Atkins said.

At least three companies have developed innovative candidates 
designed to minimize the toxicities of IL-2 for oncology indications – 
Nektar (NKTR-214), Alkermes PLC (ALKS 4230) and Roche (RG7461 
and RG7813) – making drugs not only usable as single agents but in 
combination with checkpoint inhibitors. However, the  IL-2 pipeline 
is pretty sparse for cancer as well as immunology. Novartis AG’s IL-2 
receptor targeting Simulect (basiliximab) is approved for preventing 
kidney transplant rejection. Servier SAILTOO Pharma’s ILT101, which 
stimulates regulatory T-cells, is in Phase II for lupus and type 1 diabetes, 
and other drugs aimed at the target are in preclinical development for 
autoimmune diseases. Nektar is teaming up with Eli Lilly & Co. to de-
velop Nektar’s Phase I IL-2-stimulating candidate NKTR-358 in multiple 
autoimmune indications. 

In cancer, Nektar has clearly made progress faster than Roche and 
Alkermes, Evercore ISI analyst Umer Raffat commented during a Feb. 
21 webinar about IL-2.

Phase I single-arm dose-escalation data for 25 patients with a range 
of cancers, including melanoma, renal cell carcinoma and colorectal 
cancer, were presented at the Society for Immunotherapy of Cancer 
(SITC) meeting in 2016. Researchers reported that in a particular dosing 
cohort of 5 patients with renal cell carcinoma, there was one uncon-
firmed partial response, with a 30% reduction in tumor burden, and 
one additional patient with reduced tumor burden per RECIST. 

Response rates in the Phase I/II PIVOT dose-escalation study re-
ported at the SITC meeting in November 2017 for NKTR-214 with 
Opdivo in 38 patients with melanoma, renal cell carcinoma and 
lung cancer were very impressive – in the mid-60s for first-line met-
astatic melanoma, for example, but the sample size was very small, 
particularly for non-small cell lung cancer, with only five patients. 
Updated data reported by the company on March 2 show that the 
response rate in renal cell carcinoma has been improving over time 
and has reached 60% for patients negative for PD-L1 expression 
across tumor types.

At this point the numbers are small, so it is not fair to say the data 
are transformative for the field – but they are highly encouraging, Pal 
told Scrip. One big challenge in kidney cancer is that the “bar has risen 

tremendously” for treatment in the last 12 months, with high response 
rates for dual checkpoint inhibitors and other new combinations com-
ing to the fore, the researcher said .

However, Nektar believes that its safety profile could be differen-
tiating. In the PIVOT study, the Grade 3+ adverse event rate for 150 
patients treated to date was only 11% across dose cohorts and there 
were no treatment-related Grade 3+ dropouts.

MOTHER OF ALL CYTOKINES
The Bristol/Nektar deal propels NKTR-214 as “one of the more dif-
ferentiated assets in the exciting and burgeoning field of immuno-
oncology,” William Blair analyst Andrew Hsieh said in a Feb. 14 note. 
Barclays analyst Geoff Meacham suggested that IL-2 could become a 
“central leg in immuno-oncology development.”

In a very short time – from the time of the SITC meeting to before 
the Bristol deal – Nektar’s market capitalization rose by $8bn, Brad 
Loncar, CEO of Loncar Investments, said in an interview with Scrip. 
Importantly, the drug showed a benefit in patients who were PD-L1-
negative, a population that has been very hard to treat to date with 
checkpoint inhibitors. Given the PD-L1-negative data, Loncar believes 
that the deal price tag was “100% worth it” for Bristol-Myers Squibb.

The Bristol deal value raised some eyebrows given the only data 
were in such a small number of patients, but on the other hand it also 
reflects the history of IL-2.

IL-2 is the mother of all cytokines, driving the proliferation of T-cells – 
“it’s where T-cells begin their lives, so it is a natural target as an adjunct 
to cancer immunotherapy,” commented Ira Mellman, vice president of 
cancer immunology at Roche’s Genentech Inc..

In contrast with many new IO mechanisms, IL-2 is well validated, 
which Loncar says “puts NKTR-214 in a class of its own among thou-
sands of combination studies involving checkpoint inhibitors that are 
now under way.”

Nektar believes that NKTR-214 has the potential for use as a back-
bone in combination with a wide variety of therapies, including vac-
cines and cellular therapies, in addition to checkpoint inhibitors, and 
has retained rights to explore broad development.

Nektar was working on IL-2 at a time when everyone was chasing 
after the “shiny new thing” in immuno-oncology and wound up with 
an asset that everyone in the industry now wants to be a part of, Lon-
car said.

There are many validated targets that are important for generat-
ing T-cell immunity but for which there are no drugs, because there 
is a perception they are not safely druggable, Mellman pointed 
out.”Everybody does the same thing to an alarming extent in drug de-
velopment,” but not everything has to be a shiny new target, he said. 

Toxicity has been a big limitation for IL-2, but “it has always been the 
case that if someone could figure out a way to safely dose it, then it 
would by definition be of interest to any T-cell based immunotherapy,” 
he added.

Asked to comment on the small size of the IL-2 pipeline and the 
sudden huge interest in the mechanism for cancer, Georgetown’s At-
kins noted that a lot of people have thought that IL-2 is not selective 
enough and that cytokines have been viewed as “1980s/1990s news.” 
The thinking has been that antibodies were going to be better than 
cytokines and that targeting immunosuppressive factors in the tumor 
microenviroment will yield more than agonist approaches, the clini-
cian added.

CONTINUED FROM PAGE 19
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HOW THEY WORK
The binding of IL-2 to the IL-2 receptor triggers both the pro-inflam-
matory response and anti-inflammatory response, which historically 
has made Proleukin dosing very complex and difficult; a result of the 
opposing pathways being activated concurrently is a very narrow 
therapeutic window, commented William Blair’s Hsieh.

There are three main components of the IL-2 receptor – IL-2Rα (or 
CD-25), IL-2Rβ (or CD-122), and IL-2Rγ (or CD-132). At high doses, IL-2 
binds to the dimer IL-2Rβγ, which subsequently activates tumor-killing 
T-cells (pro-inflammatory). However, IL-2 also binds to the trimeric 
form, IL-2αβγ, which has a higher affinity than the dimeric receptor, re-
sulting in regulatory T-cells (anti-inflammatory), which is undesirable in 
the context of cancer therapy, the analyst explained.

NKTR-214 MECHANISM OF ACTION
NKTR-214 consists of recombinant IL-2 conjugated as a prodrug with 
six PEG chains attached using chemically releasable linkers. In its 
fully pegylated form, NKTR-214 is essentially inactive. The PEG chains 
slowly and irreversibly dissociate from NKTR-214 to gradually reveal 
biological activity; the 2-PEG and 1-PEG forms are the most active, 
according to the company. This slow release of PEG chains in the 
blood allows less frequent dosing, stops over-activation of the im-
mune system and overcomes traditional IL-2 toxicity such as capillary 
leak syndrome, Nektar explained. It also provides preferential binding 
to CD-122 to promote the generation of tumor-killing CD8+ T and 
natural killer (NK) cells and minimizes regulatory T-cells in the tumor.

“When NKTR-214 is injected, it is inert, so the T-cells all over the 
body don’t get over-activated and shocked, which can lead to cyto-
kine release syndrome with Proleukin. [This is] a feature that is com-
pletely unique and an important differentiating factor that can only 
be achieved with Nektar’s specific pegylation chemistry,” Jonathan 
Zalevsky, research and chief scientific officer at Nektar, said in an in-
terview. “Being able to control that rate of activation is absolutely es-
sential,” he added.

But the drug doesn’t completely prevent binding to CD-25, which 
is important because this binding and stimulation of development 
of regulatory T-cells has some positive effects in terms of immune 
response. However, with NKTR-214, the regulatory T-cells are gener-
ated in the periphery, where they can still play a positive role, but 
not in the tumor, where their presence would interfere with the 
drug’s activity, the exec explained.

Alkermes used a different approach to block binding to the high-
affinity form of the IL-2 receptor. Its ALKS 4230 is a fusion protein that 
includes human recombinant IL-2 glued to the IL-2α receptor.  This pre-
vents ALKS 4230 from binding to the IL-2 receptor when the CD-25 is 
present, but still allows binding to the intermediate affinity form of the 
receptor where CD-25 is not present. 

“This promotes the selective expansion of natural killer and CD8 cells 
without corresponding expansion of regulatory T cells,” the company 
explained. Alkermes started a Phase I single-ascending dose study in 
May 2016 and was expected to release data that year. It later moved 
the timing of the release of clinical data to May 2017 and then 2018.

During his Feb. 21 webinar, Raffat noted the explosive growth in in-
terest in Alkermes – following the Bristol/Netkar tie-up, Alkermes’ mar-
ket capitalization rose by $1.5bn.

However, Raffat also highlighted the slow pace and recruitment of 
Alkermes’ Phase I study and questioned whether intravenous dosing 

for five consecutive days in the hospital setting, as currently required 
for the drug, was a gating factor for development.

At the moment, Alkermes is primarily evaluating safety and phar-
macodynamic response and said that it is already starting to see the 
expansion of immunostimulatory T-cells. The company plans to start a 
multi-ascending dose study later this year to identify a dose or multiple 
doses to take forward in multiple Phase II trials.

“Once we have our dose, that will enable us to move into the dose-
expansion phase. I know there is a lot of impatience to enroll these 
programs, but I think ultimately a methodical, step-wise approach is 
important. Obviously, we don’t want to compromise quality for time,” 
Alkermes Chief Medical Officer Craig Hopkinson told Scrip.

Alkermes also plans to submit an IND for a subcutaneous formula-
tion later this year and start a Phase I study in early 2019.

“Over the coming months, we will have a far better understanding 
of how this works and what the future studies need to look like,” Hop-
kinson said.

ROCHE’S IL-2 VARIANTS
Meanwhile, Roche has two IL-2-targeted candidates in Phase I. With 
both, Roche has modified IL-2 so that it doesn’t bind to CD-25 and 
then fused it to an antibody targeted at the tumor bed. This delivers 
IL-2 to the presumptive site of action on the tumor without stimulat-
ing CD-25 on the capillary endothelium or on regulatory T-cells. The 
design is somewhat like an antibody-drug conjugate.

Roche’s RG7461 (RO6874281) is a targeted immunocytokine combin-
ing an engineered interleukin-2 variant (IL2v) with an antibody against 
fibroblast activation protein (FAP), a protein expressed in several can-
cers. In December 2015, Roche started a Phase I study (NCT02627274) 
of 180 patients testing the drug once weekly alone and then in com-
bination with Herceptin (trastuzumab) in breast cancer and with Lilly’s 
Erbitux (cetuxiumab) in head and neck cancer. The company initially 
indicated that top-line results would be released in 2017, but the esti-
mated primary completion date was later changed to September 2019.

In January, Roche started a Phase II study (NCT03386721) testing 
RG7461 in combination with its PD-L1 inhibitor Tecentriq (atezolizum-
ab) in 40 patients. In that study, the combination is initially given once 
weekly, then every two weeks. The primary completion date is Febru-
ary 2019.

Roche’s RG7813 (RO6895882, cergutuzumab amunaleukin) is a 
targeted immunocytokine combining an engineered cytokine (IL2v) 
with an antibody against carcinoembryonic antigen (CEA), a protein 
expressed in several cancers.

Results from a Phase I study (NCT02350673) were set for release in 
2017 but are now expected in 2018. In that trial, the drug is given every 
two weeks.

The attention on Nektar has rekindled interest in IL-2 as a potential 
therapeutic but Genentech’s Mellman said that doesn’t mean that any-
body has nailed the issue with a best-in-class approach.

“It’s still much too early to say if that is really the case. There may very 
well be a lot of room in the field to create other molecules that will 
have more favorable characteristics both in terms of dosing and safety 
on one hand and efficacy on the other hand,” he said.

Since the mechanism addresses a fundamental aspect of im-
mune response, if it can be done safely it could be deployed broad-
ly across a large number of cancer indications – “the sky’s the limit,” 
Mellman said.                                     Published online 26 March 2018
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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 23–29 March 2018

LEAD COMPANY/PARTNER COMPOUND INDICATION COMMENTS

PHASE III SUSPENDED 

Edge Therapeutics Inc. EG-1962
aneurysmal subarachnoid 
hemorrhage

NEWTON 2; missed efficacy endpoint at  
interim analysis.

PHASE III RESULTS PUBLISHED

Merck & Co. Inc. doravirine HIV/AIDS DRIVE-FORWARD; The Lancet HIV, March 25, 2018.

Boehringer Ingelheim GMBH
Stiolto Respimat  
(tiotropium/olodaterol)

COPD exacerbations
DYNAGITO; The Lancet Respiratory Medicine,  
March 28, 2018.

PHASE III INTERIM/TOP-LINE RESULTS

Pfizer Inc. Vyndaqel (tafamidis)
transthyretin 
cardiomyopathy

ATTR-ACT; met primary endpoint.

Biohaven Pharmaceuticals  
Holding Co. Ltd.

rimegepant migraine
BHV-3000-301, -302; achieved both  
primary endpoints.

UPDATED PHASE III RESULTS

Roche
Tecentriq (atezolizumab) 
plus bevacizumab

non-small cell lung cancer, 
first-line, non-squamous

IMpower150; overall survival improved.

Alnylam Holding Co. patisiran hATTR amyloidosis APOLLO; subgroup analyses.

Ionis Pharmaceuticals Inc./Akcea 
Therapeutics Inc.

inotersen hATTR amyloidosis NEURO-TTR; OLE; sustained benefit.

PHASE III INITIATED

Polyphor Ltd. murepavadin Pseudomonas infections PRISM-MDR; in ventilator-associated pneumonia.

CSL Ltd. CSL112 atherosclerosis AEGIS-II; in post-MI patients.

Urovant Sciences Ltd. vibegron overactive bladder EMPOWUR; in adults.

PHASE II INTERIM/TOP-LINE RESULTS

Ablynx NV/AbbVie Inc. vobarilizumab
systemic lupus  
erythematosus

STEADY; missed dose response primary endpoint.

MediciNova Inc. MN-166 (ibudilast)
methamphetamine  
dependence

Missed primary endpoint, well tolerated.

Altimmune Inc.
NasoVAX, intranasal  
vaccine

pandemic flu Immune responses observed, well tolerated.

Esperion Therapeutics Inc.
ETC-1002 (bempedoic  
acid) as add-on to a  
PCSK9 inhibitor

dyslipidemia Lowered LDL-C, and well tolerated.

Allecra Therapeutics GMBH AAI101 plus cefepime urinary tract infections CACTUS; effective and well tolerated.

AnaptysBio Inc. ANB020 peanut allergy Positive data.

Flex Pharma Inc. FLX-787 multiple sclerosis spasticity Reduced spasm frequency, well tolerated.

hVIVO/PepTcell Ltd. Flu-v, universal flu vaccine influenza Reduced symptoms, encouraging results.

Verona Pharma PLC RPL554 inhaled COPD maintenance Positive results.

Source: Biomedtracker
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C H I N A /A P P O I N T M E N T S

China Roundup: Innovent I/O Setback, Adagene,  
Hua Bag Millions, WuXi Relisting
BRIAN YANG brian.yang@informa.com

Innovent Biologics Inc. has withdrawn an approval filing for its lead 
immuno-oncology asset with the China FDA, dealing a setback to 
the Chinese biotech unicorn, which is valued at around $1bn.
Suspensions over quality issues for the molecule, IBI308, prompted 

Innovent Bio to put out a statement in late December, saying the PD-
1-targeting drug’s clinical development is fully compliant with regula-
tions and rules, the data are complete and reliable, and the filing was 
based on its efficacy and safety profile. 

Innovent Bio obtained a clinical trial approval from the China FDA 
in August 2016 and filed a subsequent new drug approval for IBI308 
just 15 months later in December 2017, for Hodgkin’s lymphoma. Since 
then, the company seemed to be in for a smooth ride after obtaining 
fast-track review status, but apparent issues with the filing - the first for 
a PD-1 checkpoint inhibitor submitted by a domestic biotech com-
pany - seem to have led to the withdrawal. 

With more than 100 PD-1/PD-L1 assets under development, China 
bioventures are racing to develop and launch therapies in the immu-
no-oncology space in a market with an increasing cancer incidence. 
Bristol-Myers Squibb Co. filed for the approval of Opdivo (nivolum-
ab) in the country in November 2017.

ADAGENE, HUA MEDICINE
On the financing front, antibody discovery firm Adagene Inc. has 
completed a $50m oversubscribed Series C financing, led by Sequoia 
China and backed by New World TMT, AVIC Trust, King Star Capital 
and Gopher Asset Management, as well as other investors.

Suzhou-based Adagene is the latest Chinese biotech to receive 
multiple millions in financing. Founded by Peter Luo in 2012, Ada-
gene completed its Series A of $8m in December 2014 and a B 
round of $28m in January 2016. Fidelity Asia and WuXi Apptec 
were among the early investors. The inflow of funding has allowed 
Adagene to use its Dynamic Precision Library (DPL) platform to 
develop a pipeline consisting of several IND-ready immuno-on-
cology assets, an IND filing for one of which is expected in the first 
half of 2018.

Investment in biotech startups is catching fire in China, 
and on the heels of Adagene, Shanghai-based Hua Medicine 
Ltd. has also closed a combined Series D and E financing of 
$117.4m. In this combined round, new investors including 
Blue Pool Capital Limited, GIC Private Limited and AVICT Global 
joined existing investors ARCH Venture Partners, Eight Roads, 
F-Prime Capital Partners, Venrock, WuXi AppTec Corporate Ven-
tures, Ally Bridge Group, Harvest Investments, and co-founders 
and management.

The large new funding will support Hua to complete two Phase 
III trials and the planned commercial launch in China of dorzagliatin 
(HMS5552), a new generation glucokinase activator (GKA) that treats 
type 2 diabetes. 

With the funding under its belt, Hua is also poised to file an initial 
public offering soon. (See upcoming Finance Watch for more on Hua’s 
fundraising and plans.)  
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Scott A. Smith, Celgene’s president and chief operating officer, is 
leaving the company, effective immediately. His abrupt departure 
follows a series of product setbacks for the firm, and his major 
responsibilities will be assumed by chairman and CEO Mark J. 
Alles. Smith had served as president and COO since in April 2017. 
He joined Celgene in 2008 and had held several senior positions, 
including as vice president, global marketing, inflammation and 
immunology (I&I), senior vice president, global head of I&I and 
president, global I&I. Celgene said it was now modifying its ex-
ecutive team structure “to enhance leadership focus on building 
Celgene for continued long-term success”. In addition to existing 
responsibilities, Alles will now be responsible for strategic lead-
ership of its global hematology and oncology franchise, global 
Inflammation and Immunology franchise, manufacturing, regula-
tory, and clinical development. 

Abeona Therapeutics Inc., a clinical-stage biopharmaceutical com-
pany focused on developing novel cell and gene therapies for life-
threatening rare genetic diseases, has appointed Dr. Carsten Thiel 
chief executive officer. Dr. Timothy J. Miller will remain president 
and assume the position of chief scientific officer in charge of the 
company’s expanding clinical and preclinical research programs. Thiel 

brings 25 years of proven global biopharmaceutical industry experi-
ence, including rare and orphan diseases, and most recently served as 
the executive vice president and chief commercial officer of Alexion 
Pharmaceuticals, Inc.

Kleo Pharmaceuticals Inc., a biotechnology company pioneer-
ing a new class of immunotherapies, has appointed Dr. Luca Ras-
telli, chief scientific officer, effective immediately and reporting to 
CEO Doug Manion. Rastelli has more than 20 years of oncology 
drug discovery, development, and business development experi-
ence. Most recently, he was vice president, for oncology at BioXcel 
Therapeutics and he was previously at Boston Scientific, CuraGen, 
Sopherion and EMD Serono (Merck Serono).

Sir Marc Feldmann has been appointed executive chairman of 
Hemogenyx Pharmaceuticals Plc, a biotechnology company 
developing novel therapies to transform bone marrow, or blood 
stem cell, transplantation for the treatment of blood diseases, effec-
tive April 9. He was previously chairman of the company’s scientific 
advisory board. Meanwhile, chairman Robin Campbell will become 
a non-executive director and Adrian Beeston, non-executive direc-
tor, will step down from the board, both with immediate effect.
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