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£40-£50m. The company has also reached 
out to the EU and member state govern-
ments, calling on them to accept UK test-
ing standards, Dunoyer added. 

In terms of securing product supply 
chain, the company has made arrange-
ments for additional finished-pack stock 
build to increase inventory in the UK to 
six weeks and four weeks in the rest of the 
EU. It is also exploring alternative routes to 
transport medicines, given the consensus 
that the English port of Dover will be ex-
tremely busy in the aftermath of whatever 
type of Brexit happens.

IPSEN: DYSPORT KEY FOCUS
As for Ipsen, CEO David Meek used the 
French drug maker’s earnings call Feb. 14 
to comment on the UK’s proposed depar-
ture. He said that the firm is in “advanced 
preparation. We’ve always planned for a 
hard Brexit scenario in the event the UK 
becomes a third country to the EU begin-
ning in March and our utmost priority is 
to ensure no disruption to the patient 
supply.”   (Also see “Ipsen CEO: ‘I Assume a 
Hard Brexit’, But Remain Bullish On UK Life 
Sciences” - Scrip, 21 Jun, 2018.)

He made specific reference to initiatives 
around the wrinkle treatment Dysport 
(abobotulinumtoxinA) which is manufac-
tured in the UK and distributed to more 
than 85 countries and “is a key priority.” Ip-
sen has taken steps to transfer batch con-
trol and relief activities to other offices in 
the EU, such as Dublin and “we’ve increased 
the stocks of medicines held both in the UK 
and in the EU to minimize any potential dis-
ruption of patient supply,” Meek said.

Similarly to AstraZeneca, Ipsen has al-
ready transferred marketing authoriza-
tions and product licenses to other offices 
in the EU, “so I think we’re in pretty good 

AZ And Ipsen Outline Brexit 
Contingency Plans 
KEVIN GROGAN kevin.grogan@informa.com

While many pharmaceutical 
companies have spoken in 
general terms about the chal-

lenges of Brexit with just six weeks to go 
before the UK is scheduled to leave the 
European Union, AstraZeneca PLC and 
Ipsen have been talking about the spe-
cific measures they are taking to combat 
the various problems of manufacturing, 
supplying and regulating medicines. 

AstraZeneca devoted time in the pre-
sentation of its 2018 financials results 
to journalists Feb. 14 to discuss the situ-
ation, with chief financial officer Marc 
Dunoyer saying that the firm had made 
“significant preparations to handle differ-
ent scenarios.” Even this close to the March 

29 exit date, whether the UK will be leav-
ing the EU with or without a formal deal, 
or maybe not leaving at all, remains very 
much up in the air. 

Dunoyer said the company’s first re-
sponsibility was to safeguard access to 
medicines for patients. It has been work-
ing on getting EU testing standards ac-
cepted in the UK if there is no deal and no 
transition period. This involves complet-
ing variations to licenses on specific drugs 
and packaging and material changes. 

AstraZeneca has also put in place in 
Sweden the duplication of “critical testing 
processes” of medicines that have been 
evaluated in the UK. Dunoyer put the cost 
of duplicating quality control at around CONTINUED ON PAGE 4
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With the Brexit deadline looming, companies are now 
deep into their preparations for whatever transpires, 
but rare is the firm that has gone into specifics. 

The fourth quarter reporting season did however 
see two firms, AstraZeneca and Ipsen, coming into 
the open with their plans for the various possible 
scenarios. 

As one would hope, patients are at the fore and 
measures for continued smooth drug supplies are a 
priority, but industry forms just one link in the supply 
chain – hence its continued calls on the UK govern-
ment for a comprehensive continuity plan (see cover 
story for details).

In addition to outlining its Brexit plans, AstraZen-
eca is set for more change as it continues its reor-
ganization; the MedImmune name is set to disappear 
following a decision to combine its large and small 
molecule research units (see p12 for details) just as 
the firm reports its first full year of sales growth since 
2009 (p14). 

Meanwhile, further change looks set in the depression 
field. Janssen’s potentially game-changing esketamine 
has just got through a US FDA panel assessment, al-
though misgivings were raised about pricing, access and 
the risk of diversion. Scrip’s Sue Suter was at the advisory 
committee meeting and reports the full details on p10.
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Commercial, Reimbursement Hurdles  
Need To Be Addressed By Antimicrobial 
Resistance Efforts
BRENDA SANDBURG brenda.sandburg@informa.com

FDA Commissioner Scott Gottlieb’s proposal for a sub-
scription model for hospital purchasing of antibiotics 
could help shore up the market, but industry experts think 
additional incentives are needed. 

Reimbursement for antibiotics, particularly at hospitals, 
is among the factors limiting the antibiotic market and 
holding back antimicrobial research and development. 

Speaking on a Feb. 12 panel at the BIO CEO & Investor 
Conference in New York, Gregory Frank, director, infec-
tious disease policy at the Biotechnology Innovation Or-
ganization (BIO), said ideas for new incentives fall into two 
buckets, changes in reimbursement and “pull incentives,” 
in which companies receive a financial reward or mone-
tary payment for investing in antimicrobial development. 

Last year, Gottlieb proposed a subscription reimburse-
ment model for the purchase of antibiotics by hospitals 
to replace the pay-per-use model.  (Also see “”Site License” 
Reimbursement Model For Limited Use Antibacterials Being 
Explored By US FDA, CMS” - Pink Sheet, 30 Jul, 2018.)

Frank asked the panelists if this site licensing was a way 
forward. Although they feel it is a good idea, they noted 
its limitations. 

Published online 15 February 2019
To read the rest of this story go to: https://bit.ly/2ImazwF
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shape right now in the event of a hard 
Brexit, especially with Dysport.” He added 
that “we also have to worry about prod-
ucts being imported into the UK as well, 
so we need to make sure that there’s ade-
quate supply of products like [neuroendo-
crine tumor drug] Somatuline (lanreotide) 
as well on both sides of the border, and 
we’ve taken those steps.”

The earnings seasons has seen other 
pharma players speak about Brexit. Glaxo-
SmithKline PLC CEO Emma Walmsley said 
on a conference call Feb. 7 that the firm 
had “obviously been preparing for all out-
comes, and that does include a no-deal.” 
The company was the first major player to 
talk about its contingency plan which has 
been underway since January 2018 and fo-
cuses on the re-testing and certification of 
medicines,  transferring marketing authori-
zations registered in the UK to an EU entity, 
updating packaging and amending manu-
facturing and importation licences, as well 
as securing additional warehousing.

GSK said last year that the cost to imple-
ment these and other necessary changes 
could be up to £70m over the next two 
to three years, with subsequent ongo-

ing additional costs of £50m per year. It 
added that “delivering these necessary 
but complex changes by March 2019 will 
be ambitious and potentially disruptive 
in the short term and we support efforts 
to secure a status quo transition period to 
minimize disruption. However, over the 
longer term, we continue to believe that 
Brexit will not have a material impact on 
our business.”

As for Novartis AG, the company made 
no mention of Brexit at its annual press 
conference Jan. 30. However, five days 
earlier, after Prime Minister Theresa May 
had failed to get her deal through parlia-
ment, the Swiss major’s UK division issued 
a statement noting that “the risk of UK 
exiting the EU without a deal is increased 
and this will be hugely impactful for pa-
tients, particularly around the supply and 
safety of medicines.”

Novartis said that it was executing con-
tingency plans “and [making] all prepara-
tions possible to ensure continuity of sup-
ply to UK patients of the over 120 million 
packs of medicines we import to the UK 
from Europe each year. We are building in-
creased inventories across our portfolio of 
medicines in the UK.”

The firm went on to say that it was vital 
that the UK government “makes minimiz-
ing disruption to the medicines supply the 
highest priority as it prepares for a poten-
tial hard or disorderly Brexit and ensures 
cooperation over medicines regulation in 
this event. Given the complex nature of 
the supply chain, government needs to 
implement a comprehensive continuity 
plan rapidly that includes relevant depart-
ments beyond the Department of Health 
and Social Care and the NHS, to ensure 
medicines can reach patients in the event 
of a no-deal Brexit.”

Novartis stated that such a plan was 
needed to give clarity over customs ar-
rangements “both to and from Europe and 
to minimize disruption at our borders. It is 
also imperative that NHS trusts and phar-
macists adhere to the government’s ad-
vice not to stockpile medicines so supply 
can be managed centrally, minimizing the 
risk of medicine shortages across the UK.”  
(Also see “Brexit: UK Gov’t Warns Against 
Medicines Stockpiling By NHS And Public” - 
Pink Sheet, 24 Dec, 2018.)  (Also see “No-Deal 
Brexit: More Fridges, No Drug Shortages, 
Says UK Gov’t” - Pink Sheet, 9 Jan, 2019.)  

Published online 18 February 2019

In NASH, Gilead Swung For The Fences And Struck  
Out Again
JOSEPH HAAS joseph.haas@informa.com

T he non-alcoholic steatohepatitis (NASH) drug-develop-
ment race poses many variables, including which endpoint 
to pursue in pivotal studies. Gilead Sciences Inc. con-

firmed how challenging this can be by choosing to demonstrate a 
fibrosis benefit in very sick patients with its candidate selonsertib, 
which failed by this measure in a Phase III clinical trial. 

What this means for the company’s future chances in NASH and 
for other firms in the space remains unclear, but optimism for oth-
er approaches may have waned based on data from selonsertib in 
STELLAR-4 – the first Phase III study with results in NASH patients. 
The news certainly didn’t help Gilead either, which has seen inves-
tor confidence falter as the company took several R&D risks out-
side of its antiviral franchises in HIV and hepatitis C in recent years 
without generating a lot of wins.

The company revealed Feb. 11 that its apoptosis-signaling ki-
nase 1 (ASK1) inhibitor selonsertib failed to meet the primary end-
point in the Phase III STELLAR-4 study in patients with F4 fibrosis 
scores and cirrhosis due to NASH. Other companies in late- and 
mid-stage development with NASH candidates typically are pur-

suing endpoints addressing the metabolic effects of this multi-
factorial disease, but Gilead took on a tougher challenge.

Mizuho Securities analyst Salim Syed said in a Feb. 11 note 
that Gilead’s failure to show a one-stage or better improve-
ment in fibrosis scores after 48 weeks in enough patients to 
meet statistical significance was not surprising, in part be-
cause selonsertib’s Phase II data readouts gave little indication 
that the drug could achieve such a clinical benefit. Syed noted 
that selonsertib was tested in less-sick patients in Phase II and 
advanced to Phase III on the strength of a fibrosis benefit seen 
in individuals with F2 or F3 fibrosis scores at 12 weeks in a 
62-patient study.

Expectations for the ongoing STELLAR-3 study, seeking to 
show an antifibrotic benefit in patients with F3 fibrosis scores, 
should also be low, the analyst pointed out, noting that Gil-
ead Chief Scientific Officer John McHutchison told the com-
pany’s third quarter 2018 earnings call last November that 
selonsertib should not show different activity between the 
two study populations. 

CONTINUED FROM PAGE 1
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“I think if the drug is going to work, it should work in both pop-
ulations similarly,” the exec said. STELLAR-3 is slated to report out 
initial data during the second quarter of 2019.

EXPECTATIONS LOW FOR SECOND PIVOTAL STUDY
Jefferies analyst Michael Yee said in a Feb. 11 note that he does 
not expect selonsertib to succeed in STELLAR-3 either, given the 
magnitude of efficacy and p-values seen in the STELLAR-4 data. 

Gilead reported that in STELLAR-4, 12.8% of patients met the 
endpoint in the 172-patient placebo group, while 14.4% of the 
354 patients receiving the 18 mg dose of study drug met the end-
point (p=0.56 versus placebo) and 12.5% of 351 patients getting a 
smaller 6 mg dose of the drug met the endpoint (p=1).

During the second half of 2019, Gilead plans to report data from 
the Phase IIb ATLAS study investigating monotherapy efficacy as 
well as combinations of its three clinical candidates for NASH – 
selonsertib, FXR agonist cilofexor (GS-9674) and ACC inhibitor 
firsocostat (GS-0976) – again with a fibrosis-reduction endpoint. 
Yee said his low expectations for selonsertib now extend to any 
combo regimens that include the ASK1 inhibitor, as well.

Selonsertib is the only ASK1 inhibitor among the 57 molecules 
listed by Biomedtracker in clinical development for NASH. Gilead 
also has selonsertib in Phase II for liver failure/cirrhosis and in pre-
clinical development for portal hypertension. Previous programs 
to study the molecule in diabetic nephropathy and pulmonary 
arterial hypertension were suspended.

Biomedtracker lowered its estimated likelihood of approval for 
selonsertib in NASH to 47% (13 points below average for a Phase 
III NASH candidate), saying the trial failure was not too surprising 
given the failure to show efficacy in Phase II. “Since the endpoint 
required improvement in fibrosis, it could be that the [STELLAR-4] 
patients were too advanced to show much improvement,” Biomed-
tracker’s analysis states. “Still, while it is possible selonsertib could 
have better efficacy in the less severe F3 patients being studied in 
STELLAR-3, that is speculative at this point, particularly since there 
was not even really much of a signal of efficacy in the current study.”

POST HOC ANALYSIS MAY HAVE MADE GILEAD 
TOO OPTIMISTIC
Both Biomedtracker and SVB Leerink analyst Geoffrey Porges 
noted that earlier trial results with selonsertib were confounded 
because Gilead studied the molecule in comparison to its since-
shelved simtuzumab, then later categorized simtuzumab patients 
as a control arm in a prospective analysis of Phase II data that 
looked at the performance of selonsertib monotherapy as well as 
combination regimens.

When Gilead finally gave up on simtuzumab, a lysyl oxidase-
like-2 (LOXL2) inhibitor, it had failed to show an antifibrotic benefit 
in NASH, idiopathic pulmonary fibrosis (IPF) and primary scleros-
ing cholangitis.

Porges said in a Feb. 11 note that the risks of reading too much 
into post hoc analyses of data should be one of the takeaways 
from STELLAR-4 – for both Gilead and the field working in NASH 
– along with the difficult pathology of fibrosis. He also cautioned 
against the temptation to undertake expensive trials on the basis 
of flimsy evidence when a company is cash-rich, as Gilead is, or 
when capital is freely available. 

“Gilead (to their credit) tried tackling a very tough endpoint in 
fibrosis reversal, which has not been accomplished pharmaco-
logically, or by any other means, before,” he wrote. “This endpoint 
posed a very high hurdle, and one that was considerably higher 
than typical clinical trials that simply duplicate earlier statistically 
significant Phase II results.”

Noting that most other companies in the NASH space are not 
trying to show an antifibrotic benefit, Porges said that fibrosis is 
a “dynamic” process that usually does not resolve spontaneously 
and has not shown much response to available therapies over mul-
tiple fibrotic indications in other organs, such as IPF in the lungs.

“All of these diseases have been resistant to many attempts to 
achieve such outcomes, and the challenges to its achievement in 
the liver are equally large,” the analyst said. “Selonsertib is yet an-
other failed attempt at this lofty goal.”

Gilead also tripped itself up by moving into Phase III on the basis 
of post-hoc analysis of “marginal” data from Phase I/II studies, he as-
serted. Initially, those studies failed to demonstrate convincing ac-
tivity by selonsertib, but upon by cutting the data “differently” Gile-
ad found signs of an effect and then moved ahead, possibly setting 
itself up to fail. “In the second Phase II trial, the biomarker signals 
demonstrated by selonsertib were discouraging, and the drug ac-
tually appeared to worsen some important biomarkers of disease, 
but by then the Phase IIIs were underway,” Porges pointed out. 

This latest clinical setback is just one in a series of underwhelm-
ing R&D efforts by Gilead took during the 2014-2016 period, when 
cashflows were rising due to the company’s multi-blockbuster 
revenues in hepatitis C. Analysts and investors alike will look to 
incoming CEO Daniel O’Day to set perhaps new R&D direction for 
the company after he begins at Gilead in March.

Along with simtuzumab, the other clinical development set-
backs for Gilead from that period include momelotinib, halted 
after disappointing Phase III results in myelofibrosis; eleclazine, 
which failed in several cardiovascular indications; the Toll-like re-
ceptor 7 agonist GS-9620, which is stalled in development for HIV 
and hepatitis B; and GS-5745, an antibody targeting MMP9 that 
failed a Phase II/III study in ulcerative colitis. 

Gilead out-licensed momelotinib to Sierra Oncology Inc. in 
August for a small upfront payment of $3m; the biotech plans to 
focus on developing the JAK1/2 inhibitor to treat anemia in my-
elofibrosis patients with or at risk for thrombocytopenia.

On the positive side, both Porges and Mizuho’s Syed noted that 
STELLAR-4 may at least provide needed safety data for a regula-
tory filing if selonsertib succeeds in STELLAR-3. Gilead indicated 
during its fourth quarter/full-year 2018 earnings call on Feb. 7 that 
it would confer with regulators about a possible filing if selonsert-
ib succeeded in one pivotal study, but not both.

Gilead did not release specific safety data from STELLAR-4, but 
said the drug was well tolerated and that no new safety signals 
were seen in the study. “Gilead confirmed that from a safety da-
tabase perspective, it would still have what’s required (1,500 pa-
tients combined from the two studies),” Syed wrote.

Still, if Gilead hopes to file for approval based on efficacy findings 
from a single Phase III trial, this places significant pressure on STEL-
LAR-3 to not only to succeed, but to do really well, he said.  

To read the rest of this story go to:  https://bit.ly/2trBgpz
Published online 12 February 2019
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Keytruda/Inlyta Data Stoke Competition In  
Kidney Cancer 
JOHN DAVIS john.davis@informa.com

Competition among drugs vying for 
a leading position in the future ad-
vanced renal cell carcinoma mar-

ket just got a little tougher, with Merck 
& Co. Inc. releasing more top-line data 
from the KEYNOTE-426 study showing 
a combination of its PD-1 inhibitor, Key-
truda (pembrolizumab), with Pfizer Inc.’s 
tyrosine kinase inhibitor, Inlyta (axitinib), 
improved overall survival, PFS and ORR in 
the first-line treatment of condition.

The data were released Feb. 11, 2019, the 
same day Pfizer and EMD Serono (Merck 
KGAA) announced that their PD-L1 inhibi-
tor, Bavencio (avelumab), in combination 
with Inlyta, had been granted a priority 
review for the treatment of advanced re-
nal cell carcinoma by the US FDA, with a 
target action date of June 2019. 

“PD-1/PD-L1 drugs, used in combination 
with existing therapies, will become the 
dominant class in the first-line treatment of 
renal cell carcinoma,” Datamonitor Health-
care analysts commented. “A significant 
factor that is expected to drive the uptake 
of PD-1/PD-L1 therapies is the increased 
complete remission rates associated with 
these therapies compared to treatment 
with tyrosine kinase inhibitors such as 
Pfizer’s Sutent (sunitinib) and Novartis AG’s 
Votrient (pazopanib),” the analysts added. 

That said, an added likely complication 
in the RCC market in the years ahead is 
the introduction of generic and biosimilar 
versions of established drugs used to treat 
RCC, including Novartis’s Afinitor (everoli-
mus; generics are already available in Eu-
rope) and Roche’s Avastin (bevacizumab). 
The introduction of biosimilars to Avastin 
may make an investigational combination 
of Roche’s PD-L1 inhibitor Tecentriq (at-
ezolizumab) plus bevacizumab biosimi-
lar a lower-cost treatment option which 
would be particularly appealing in cost-
conservative markets, the Datamonitor 
Healthcare analysts say.

The just-released new data from KEY-
NOTE-426 showed pembrolizumab, in com-
bination with axitinib, when compared to 
sunitinib, significantly improved overall sur-

vival (OS) when used as first-line treatment 
of advanced or metastatic RCC. The combi-
nation reduced the risk of death by nearly 
half (HR 0.53 [95% CI 0.38-0.74]; P=0.0001), 
as well as progression-free survival (PFS) 
(HR 0.69 [95% CI 0.57-0.84]; P=0.0001) and 
objective response rate (ORR) (59.3% vs. 
35.7%; P=0.0001). Full results from KEY-
NOTE-426 will be presented at ASCO’s 2019 
genitourinary cancers symposium, to be 
held in San Francisco on Feb. 14-16. 

Results for OS, PFS and ORR were con-
sistent across all IMDC (international 
metastatic renal cell carcinoma database 
consortium) risk groups and regardless of 
PD-L1 expression, Merck & Co reported. 
Treatment-related adverse events were 
Grade 3-5 in 62.9% of patients treated in 
the pembrolizumab/axitinib arm com-
pared with 58.1% in the sunitinib arm. 
Treatment was discontinued in 6.3% vs 
10.1% of patients in the two treatment 
arms of the study, respectively.

Credit Suisse analysts were also im-
pressed with the strength of the benefit 
shown by the pembrolizumab/axitinib 
data, noting that it added to previous data 
released in October 2018.

“The OS hazard ratio (HR) of 0.53 is very 
impressive and better than the 0.6 thresh-
old we believe investors were expecting,” 
the analysts commented. The results for 
OS, PFS and ORR were also consistent 
across risk groups and PD-1 status.

The Credit Suisse analysts reckon the 
KEYNOTE-426 results on OS suggest the 

combination used may be superior to the 
key competitor, Bristol-Myers Squibb 
Co.’s Opdivo (nivolumab), which is cur-
rently marketed in combination with the 
company’s CTLA-4 inhibitor, Yervoy (ipi-
limumab), for the first-line treatment of 
RCC, and has been gaining market share. 
Opdivo/Yervoy showed an OS benefit, but 
not a PFS benefit over Sutent in the Check-
Mate-214 study but only in intermediate 
and higher-risk patients, the analysts note.

They believe the Bavencio/Inlyta combi-
nation may gain the advanced RCC treat-
ment indication first in the US, based on 
the results of the JAVELIN Renal 101 study 
and with priority review now granted, but 
eventually the Keytruda/Inlyta combina-
tion may overtake it given the OS data, the 
analysts opine.

Bristol-Myers Squibb has signaled its 
commitment to the RCC sector by con-
tinuing to follow patients in the Check-
Mate-214 study. In a foretaste of data also 
to be presented at ASCO-GU at the end 
of this week, the company said Feb. 11 
that the Opdivo/Yervoy combination had 
continued to show a survival benefit at 
the 30-month follow-up timepoint in pa-
tients with previously untreated advanced 
or metastatic RCC. Intermediate-risk and 
poor-risk patients randomized to the com-
bination continued to show a significant 
OS benefit of 60% compared to those ran-
domized to sunitinib, 47% (HR of 0.66, 95% 
CI: 0.54, 0.80).  

Published online 12 February 2019

Competition between first-
line combinations for 

advanced RCC is intense
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Bayer Sees Room For Third-To-Market Darolutamide  
In Prostate Cancer
EMILY HAYES emily.hayes@informa.com

The prostate cancer market is 
crowded, but Bayer AG sees poten-
tial for differentiating its androgen 

receptor antagonist darolutamide based 
on safety in the pivotal ARAMIS study of 
non-metastatic castration-resistant pros-
tate cancer (nmCRPC). 

The ARAMIS results were presented at 
the American Society of Clinical Oncol-
ogy’s Genitourinary Cancers Symposium 
(ASCO GU) at San Francisco’s Moscone 
Center on Feb. 14 and published by Karim 
Fizazi of the Institut Gustave Roussy, Uni-
versité Paris-Sud and colleagues in the 
New England Journal of Medicine (NEJM) 
the same day. 

Bayer is in discussions with regulators 
about filings. The company licensed global 
development and marketing rights to da-
rolutamide (ODM-201) from Orion Corp. 
in mid-2014 for €50m ($56m) upfront, plus 
commercialization milestone fees and sales 
royalties. Orion has the option to exercise 
rights to co-promote the drug in Europe. 

Having first been approved in metastat-
ic CRPC, two next-generation androgen 
receptor antagonists – Pfizer Inc./Astellas 
Pharma Inc.’s Xtandi (enzalutamide) and 
J&J’s Erleada (apalutamide) – both were 
cleared by the US FDA in 2018 for nmCRPC. 

In addition to Xtandi and Erleada, ge-
nerics of J&J’s older androgen receptor 
antagonist Zytiga (abiraterone) started 
to enter the US market in 2018, taking a 
bite out of J&J sales. While Zytiga is not ap-
proved for nmCRPC, it does still represent 
an option for off-label use.

ROOM FOR A THIRD?
In an interview at ASCO GU, Bayer’s Head 
of Oncology Robert LaCaze stressed the 
importance of safety in this asymptomatic 
population and said there is room for a 
third approved androgen receptor antag-
onist in the market. 

“A lot of these men may be on this drug 
for three or four years, and even low-grade 
toxicities like Grade 1 and 2 become prob-
lematic over a long period of time,” LaCaze 
said. “We feel there is still unmet need in 

this space.” Bayer estimates 30,000 men in 
the US have nmCRPC and of these 15,000 
would be eligible for treatment with its 
drug, based on doubling time of prostate 
specific antigen.

EFFICACY HAZARD RATIO 
DRAWS SCRUTINY
The company announced that the AR-
AMIS study met its primary endpoint 
related to metastasis-free survival and 
that safety was consistent with previ-
ously released results in a top-line re-
lease in October.

ARAMIS tested darolutamide vs. place-
bo in 1,509 men with prostate cancer on 
top of androgen deprivation therapy and 
at risk of metastases. Patients were ran-
domized 2:1 to 600 mg of darolutamide 
(two 300 mg daily) or placebo.

The primary endpoint was metastasis-
free survival based on radiographic imag-
ing, while secondary endpoints included 
overall survival and time to first symptom-
atic skeletal event.

Median metastasis-free survival was 
40.4 months for the test drug arm vs. 18.4 
months for placebo, a 59% reduction in 

risk (p<0.001). Results were consistent 
across subgroups, including those with 
lower-risk disease.

Improvements also were reported for 
all secondary endpoints including overall 
survival (OS), time-to-pain progression, 
time to cytotoxic chemotherapy and time 
to a symptomatic skeletal event, all with 
p-values under the 0.05 threshold.

However, the OS result was not signifi-
cant as this was a secondary endpoint 
and the p-value threshold is higher 
than 0.05. Investigators reported a 29% 
reduced risk for death (p=0.045). While 
this is a stronger result than what has 
been reported for competitors, there 
were differences in trial design that 
make it hard to compare.

The percentages of patients who re-
ceived subsequent treatment are lower 
than those reported in the SPARTAN 
study of apalutamide, in which the trial 
design included the provision of abi-
raterone for patients in whom metasta-
ses developed, investigators acknowl-
edged in the NEJM.

Some analysts were not very impressed 
with the metastasis free survival efficacy 
data in ARAMIS relative to the competi-
tion when the abstract for the study was 
published on Feb. 12. Credit Suisse analyst 
Trung Huynh noted that the reductions 
in risk for the primary metastasis-free sur-
vival endpoint for Erleada in SPARTAN and 
Xtandi in PROSPER were 71% and 72%, re-
spectively. Both trials were presented one 
year ago at the ASCO GU annual meeting.  

Deutsche Bank’s Tim Race concluded 
in a Feb. 12 note that efficacy was similar. 
In light of the lead time of Xtandi and Er-
leada, Deutsche Bank forecasts that Bayer 
will only capture about 20% of the market 
and has modeled sales of €700m ($790m) 
for all indications in 2025.

DIFFERENTIATING ON SAFETY
The NEJM article described efficacy for the 
three different drugs as similar and high-
lighted the potential safety advantages 
for darolutamide due to its unique struc-

Bayer estimates 30,000 
men in the US have 

nmCRPC and of 
these 15,000 would be 
eligible for treatment 

with its drug
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ture, with low penetration of the blood/
brain barrier in animal studies.

Fizazi and colleagues said that because 
of this structure there is potential for few-
er and less severe toxic effects compared 
with other next-generation androgen 
receptor antagonists. The rates of overall 
adverse events and Grade 3/4 events for 
darolutamide vs. placebo were 83.2% vs. 
76.9% and 24.7% vs. 19.5%, respectively. 
The rates of Grade 5 events were similar 
(3.9% for darolutamide vs. 3.2% for pla-
cebo) as were treatment related dropout 
rates (8.9% vs. 8.7%).

When it came to fractures, falls, seizures 
and weight loss, there were “small or no 
differences,” the investigators reported.

Unlike apalutamide and enzalutamide, 
fatigue effects associated with darolu-
tamide were not associated with higher 
rates of falls or fractures, so patients with 
a history of seizures had been allowed to 
enroll in ARAMIS, the NEJM article states. 
No seizures were reported in patents who 
previously had seizures. “The incidences 
of rash and hypothyroidism, which were 
higher among patients receiving apalu-

tamide than among those receiving pla-
cebo, were low and similar in the darolu-
tamide and placebo groups, as were the 
incidences of hypertension and central 
nervous system (CNS)-related adverse 
events. In the PROSPER and SPARTAN tri-
als, hypertension and CNS-related adverse 
effects, such as mental-impairment disor-
ders and dizziness, were more common 
among patients receiving enzalutamide 
or apalutamide than among those receiv-
ing placebo,” the article adds.

Bayer believes that a milder side effect 
profile will translate into better quality 
of life, though no significant improve-
ment on this measure as reported by 
patients in ARAMIS.

Bayer’s Iris Kuss, global development 
lead at Bayer, explained that the quality of 
life measures were made for the metastat-
ic disease setting and are not validated for 
patients with early asymptomatic disease.

Maintaining quality of life is an accom-
plishment if a patient is already feeling 
quite well, said Scott Fields, senior vice 
president in Bayer’s oncology strategic 
business unit.

Discussion about ARAMIS after the pre-
sentation at the ASCO GU meeting was nei-
ther positive or negative for darolutamide.

In addition to ARAMIS, darolutamide 
is being evaluated in a second Phase 
III study called ARASENS, which tests it 
in metastatic hormone sensitive CRPC 
Results are expected in 2022. Positive 
results for both J&J’s Erleada and Pfizer/
Astellas’ Xtandi are in for that indica-
tion and data are being discussed with 
regulators.

DAROLUTAMIDE’S PLACE IN 
ONCOLOGY PORTFOLIO 
Bayer is under pressure to get promising 
new drugs approved, given the coming 
2024 patent expiry of its novel anticoagu-
lant blockbuster Xarelto (rivaroxaban) and 
slower growth in 2018.  (Also see “Bayer 
Still Confident Of Future Prospects Post-
Xarelto” - Scrip, 7 Dec, 2018.)

The company sees darolutamide as 
complementary to its prostate cancer ra-
diopharmaceutical treatment Xofigo (radi-
um 223), which was approved by the FDA 
in 2013 for CRPC, with symptomatic bone 
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Pressure Builds On Lundbeck After Rexulti Fails  
In Bipolar I Manic Episodes
STEN STOVALL sten.stovall@informa.com

Renewed worries over H. Lundbeck AS’s pipeline and pros-
pects resurfaced amid news the Danish CNS specialist’s an-
tipsycotic drug Rexulti (brexpiprazole) did not meet the pri-

mary endpoint in treating bipolar I manic episodes in two global 
Phase III trials.

Analysts said the drug’s failure in both advanced studies was 
unexpected and a negative blow to how investors view the stock, 
which is already under pressure from previous portfolio disap-
pointments and looming generic competition to key products.

Last October Lundbeck’s most advanced clinical asset – the 
schizophrenia candidate treatment Lu AF35700 – failed to meet 
the primary endpoint in its first Phase III trial for treatment-resis-
tant schizophrenia.

That upset followed a number of other Phase III trial disappoint-
ments, including the mixed findings for Rexulti in agitation in Al-
zheimer’s disease, necessitating a third trial, and the all-out failure 
of idalopirdine in Alzheimer’s.

Meanwhile, Lundbeck is facing generic erosion of revenues 
from its key drugs, in particular its epilepsy drug Onfi (clobazam).

The two surprise Phase III trials failures in bipolar I patients “is a 
further blow to sentiment after a string of pipeline setbacks, and 
intensifies pressure on the need for business development to drive 
confidence in the next leg of growth,” Jefferies analysts said in a 
reaction note, adding that “given ongoing uncertainties and head-
winds, Lundbeck remains our least preferred biopharma stock.”

TWO BP-I PHASE III TRIALS
The Phase III trials, conducted in North America and Europe, eval-
uated Rexulti of around 650 bipolar I patients in total hospitalized 
with an acute mania episode over a three-week treatment period. 

Participants had a history of at least one previous acute manic 
episode, with or without mixed features, that required hospital-
ization or treatment with a mood stabilizer or an antipsychotic 

agent. Each of the trials studied a starting dose of 2 mg per day 
and titrated to a maximum of 4 mg per day of Rexulti  or placebo.

But the studies did not meet the primary endpoint of statistical 
separation from placebo on the Young Mania Rating scale. In both 
studies, “the placebo effect on the rating scales was substantially 
higher than anticipated,” Lundbeck said. Rexulti was generally 
well tolerated in the two trials.

The failed outcomes from the bipolar I disorder mania studies 
do not have any bearing on the approved indications of Rexulti as 
treatment for major depressive disorder and schizophrenia.

TO HURT SENTIMENT
Most analysts had not built in sales assumptions for Rexulti as a 
treatment for bipolar I manic episodes. Still, many said the two 
Phase III trial failures in the condition will likely hurt investor senti-
ment towards Lundbeck and increases the need for action.

“It intensifies the need for business development deals to sup-
plement the pipeline,” Jefferies said.

Analysts at Leerink said they were surprised by the failure in bi-
polar I manic episodes, not least because both Otsuka’s atypical 
antipsychotic Abilify (aripiprazole) and Allergan PLC’s Vraylar (car-
iprazine), two other partial agonists on the D2/D3 receptors, have 
demonstrated efficacy in this indication.

“In our minds, amongst the possible psychiatry indications that 
could be pursued in this space, Bipolar I manic episodes is one 
of the more ‘low hanging fruit’ indications, as it is often the initial 
bipolar spectrum approval that allows products to launch or ex-
pand in psychiatry; all of which adds to our surprise here,” Leerink 
said in a note to investors.

It and Japanese partner Otsuka Pharmaceutical Co. Ltd. will 
now study results from the two latest Phase III trials to determine 
what the next steps will be.  

Published online 18 February 2019
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metastases and no known visceral metastatic disease. When Bayer 
acquired Xofigo from Algeta in 2013 for $2.9bn, the idea was that 
the drug had great potential to be combined with other agents.

Quarterly sales for Xofigo fell by 12.7% to €102m ($115m) in the 
third quarter of 2018, the company’s last reported earnings period, 
compared with 2017. The company chalked up the decline to the 
early termination of the Phase III ERA223 study combining the 
drug with Zytiga, due to an imbalance in deaths in patients treated 
with Xofigo.  (Also see “Bayer Shrugs Off Xofigo Sales Pressure From 
Study Halt” - Scrip, 1 Dec, 2017.)

The failure of the ERA223 study doesn’t diminish Xofigo’s place 
in later stage disease as a single agent, LaCaze said.

Adding darolutamide to the portfolio – assuming it gets ap-
proved – will allow Bayer to have a broader, “end-to-end” strategy 
for helping men with prostate cancer, the exec said.

Bayer also is partnered with Loxo Oncology Inc., which devel-
oped the tissue-agnostic cancer drug Vitrakvi (larotrectinib), per a 
2017 deal with a $400m upfront.  (Also see “Loxo’s Tissue-Agnostic 
Approach Brings $400m Upfront From Bayer” - Scrip, 14 Nov, 2017.)
Eli Lilly & Co. announced in January that it will acquire Loxo for 
$8bn.  (Also see “Lilly/Loxo Deal Came Together Quickly “ - Scrip, 17 
Jan, 2019.)

“From a precision medicine standpoint that is one of our key 
platforms,” LaCaze said of Vitrakvi.

Sales for Bayer’s Stivarga (regorafenib), which is approved 
for colorectal cancer, were flat from the year-ago period at 
€77m ($87m).

In addition to Xofigo, Stivarga and Vitravki, Bayer’s oncology 
portfolio includes Aliqopa (copanlisib) and Nexavar (sorafenib).  

Published online 15 February 2019
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Janssen’s Esketamine Gets US FDA Panel Endorsement, 
But With Pricing, Access And Diversion Concerns
SUE SUTTER sue.sutter@informa.com

A US FDA advisory committee endorsed Janssen R&D LLC’s 
esketamine as a potentially game-changing therapy for 
treatment-resistant depression but also identified some 

commercial challenges for the sponsor.
Members of the Psychopharmacologic Drugs Advisory Com-

mittee and Drug Safety and Risk Management Advisory Commit-
tee on Feb. 12 pointed to pricing and reimbursement issues that 
could hinder patient access to esketamine, an enantiomer of a 
drug currently used off-label to treat depression.

Panelists also raised practical concerns about a proposed Risk 
Evaluation and Mitigation Strategy (REMS), the drug’s packaging 
and product presentation.

Nevertheless, the committee’s strong vote in favor of approval 
(14-2, with one abstention) for intranasal use is a positive sign for 
Janssen, which has a March 4 user fee date.

Analysts said the positive advisory panel review, coupled with 
FDA’s willingness to exercise its regulatory flexibility on Janssen’s 
data package, could bode well for other companies with rapid-
acting antidepressants in the pipeline.

NON-INVASIVE, INTRANASAL ADMINISTRATION
Janssen is looking at a potentially large opportunity for esket-
amine in treatment-resistant depression.

Approximately one-third of patients with major depressive dis-
order (MDD) do not experience adequate relief of symptoms af-
ter treatment with multiple therapies and are considered to have 
treatment-resistant depression (TRD), Janssen’s briefing docu-
ment for the advisory committee meeting states.

There is only one drug in the US with a TRD indication. Eli Lilly 
& Co.’s Symbyax (olanzapine/fluoxetine) added the claim to its la-
beling in 2009. However, the drug’s use is limited by tolerability, 
especially due to potential side effects of olanzapine, Janssen said. 
Currently available nonpharmacological treatment options for 
TRD, such as electroconvulsive therapy and deep brain stimula-
tion, have considerable limitations in terms of efficacy, tolerability 
and acceptability to patients, Janssen said.

Esketamine is the S-enantiomer of ketamine, a N-methyl-
D-aspartate glutamate (NMDA) receptor antagonist that en-
hances glutamine release in the brain. Ketamine is approved 
for use as a rapid-acting general anesthetic given intravenous-
ly or intramuscularly.

Ketamine has been studied for use in MDD and several other 
psychiatric indications, and the drug is prescribed off-label for 
those uses.

“Esketamine was selected for development over racemic ket-
amine because its higher potency towards the NMDA receptor 
allows for lower doses of esketamine to be administered, thus re-
ducing the volumes of solution required for delivery from a nasal 
spray device,” Janssen’s briefing document states. “The intranasal 
route of administration offers a non-invasive and more conve-

nient dosing option for patients and physicians relative to IV ad-
ministration” with ketamine.

Esketamine received FDA breakthrough therapy designation 
because of its rapid onset of action.

Janssen is proposing to market esketamine as a single-use, 28-
mg unit-dose device comprising two sprays for intranasal use.

The proposed starting dose is 56 mg (two devices) twice a week 
for four weeks, with maintenance dosing of 56 mg or 84 mg (three 
devices) once a week or every other week. The proposed starting 
dose in patients ages 65 years and older is 28 mg.

STRICT REMS PROPOSED
The NDA includes four Phase III randomized controlled studies, 
three of which were short-term with a parallel-group design. The 
fourth trial was a randomized withdrawal, maintenance-of-effect 
design. Only one of the short-term studies and the randomized 
withdrawal study showed a statistically significant benefit.  (Also 
see “J&J’s Mixed Phase III Data For Esketamine Highlight Challenges 
In Resistant Depression” - Scrip, 7 May, 2018.)

FDA’s briefing document states that while the Division of Psy-
chiatry Products has not previously considered a randomized 
withdrawal trial as one of the two adequate and well-controlled 
trials needed to demonstrate substantial evidence of effective-
ness, “it is not unreasonable to do so.”

FDA’s safety concerns with esketamine include the risks of se-
dation, dissociation and blood pressure increases, most of which 
occurred within the first two hours after drug administration. The 
agency also is concerned about the potential for misuse and di-
version because ketamine is abused as a party drug for its disso-
ciative and hallucinogenic effects.

Both Janssen and FDA proposed a REMS that would limit dis-
pensing to certified hospitals, pharmacies and outpatient care 
centers, ensuring that the drug is not dispensed for patients to use 
at home. Certified facilities would be required to have procedures 
in place to monitor patients after they self-administer esketamine.

FDA proposed the post-dosing monitoring be conducted for at 
least two hours. It also wants patients to enroll in a registry under 
the REMS.

COMPETING AGAINST COMPOUNDED KETAMINE
The committee voted 14-2, with one abstention, that Janssen had 
demonstrated substantial evidence of effectiveness, and 15-2 that 
safety had been adequately characterized.

Panelists generally were satisfied with the efficacy in the two 
successful trials and the positive trends in the other randomized 
studies. They also took comfort in the vast off-label experience 
with ketamine in depression but said more work was needed on 
assessing the drug’s long-term safety.

“I believe esketamine has the potential to be a game-changer in 
the treatment of depression,” said Walter Dunn, staff psychiatrist 
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and assistant clinical professor at West Los Angeles Veterans Ad-
ministration Medical Center.

“I use the term game-changer because it demonstrated that the 
rates of response in this treatment-resistant population is better 
than what we’ve seen for any of our current modalities,” Dunn said. 
In addition, “the rapid timeline of response is unprecedented.”

However, Janssen needs to address cost and patient accessibil-
ity issues if esketamine is to reach this “game-changer” potential, 
Dunn said.

“If the cost is too high” and patients have trouble getting access, 
“we’re not going to be treating the numbers of people that need 
this medication,” Dunn said. “I remind the sponsor that racemic 
ketamine is out there in the wild. It’s generic, it’s available” in an 
intravenous formulation. 

“There are psychiatrists prescribing it intranasally through com-
pounding pharmacies,” he said. “There’s already a competitor out 
there. If this medication gets approved, potentially if the cost is 
too high, psychiatrists, other practitioners may look to these com-
pounding pharmacies for the generic form.”

Dunn’s warning is reminiscent of the commercial pitfalls that KV 
Pharmaceuticals faced when it launched the preterm birth drug 
Makena (hydroxyprogesterone caproate) at a steep premium rela-
tive to the cost of compounded hydroxyprogesterone. KV and its 
subsidiaries eventually filed voluntary Chapter 11 petitions for re-
organization due to problems marketing the drug. 

REIMBURSEMENT ISSUES WITH MONOTHERAPY USE
If esketamine is approved, it would be indicated for use in con-
junction with an oral antidepressant. Janssen’s Phase III program 
included an oral antidepressant as background therapy in both 
the esketamine and placebo arms because FDA concluded it 
would not be appropriate to study the drug as monotherapy in 
TRD patients.

However, panelists said esketamine is likely to be used as mono-
therapy in the real world and, consequently, should be studied in 
that manner post-approval.

“I think it’s important for patient access issues to give us the flex-
ibility to provide as monotherapy,” Dunn said, asserting that the 
proposed label would limit reimbursement when esketamine is 
used on its own.

“For third-party insurance, I can imagine this is going to re-
quire pre-approval, and they’re going to require patients to be 
on an existing antidepressant because that’s what the labeling 
says,” Dunn said. “For those of us who treat patients in these 
specialty mood disorders clinics, these patients have failed five 
or six different treatments, and the likelihood that a seventh 
one is going to provide any additional benefit over the esket-
amine is fairly low.”

MAKING THE REMS WORK IN THE REAL WORLD
Although committee members favored a strict REMS given the 
potential for post-dosing adverse events and the risk of diversion, 
they raised practical concerns about the workability of the pro-
posed risk management plan.

Dunn suggested there should be a pathway to reduce the mon-
itoring requirements on an individualized basis, such as after a 
patient has been on the medication for a year.

Steven Meisel, system director of medication safety for Fairview 
Health Services, questioned what would happen to patients who 
go on a three-week cruise and miss their dose, or who live in rural 
areas and cannot travel to a certified healthcare facility due to a 
snowstorm. “There’s going to be great pressure to loosen this up 
in some manner,” he said of the REMS.

If a patient has been on therapy for six months and not had any 
adverse effects, “do we open it up and let them have some supply 
at home to get through those kinds of situations? Do you let them 
have some stuff on the cruise ship?” Meisel asked. 

“But then if we do that, what protects us from the 16-year-old 
teenager taking a bottle or two of those to a party?” Meisel con-
tinued. “Those are the real-world difficulties here when you’re try-
ing to establish REMS in a world that also expects and demands 
access to new therapy.”

Panelists also worried about the potential for esketamine clinics 
or “pills mills” to crop up, and they said there needs to be further 
clarity on how a healthcare facility will be defined under the REMS.

The program also should include direction for prescribers on 
interactions with other drugs, such as benzodiazepines and medi-
cal cannabis, and whether other medications should be held on 
days when esketamine is dosed, committee members said. “I think 
there’s got to be some guidelines within the REMS to give to provid-
ers so it isn’t a free-for-all, let’s-just-guess sort of thing,” Meisel said.

PACKAGING AND DOSING CONFUSION
Several panelists expressed confusion about Janssen’s product 
packaging as it relates to dosing, echoing concerns that FDA 
raised in its briefing document.

Janssen proposes esketamine be supplied in cartons contain-
ing one 28 mg nasal spray device, two devices (56 mg total dose) 
or three devices (84 mg total dose).

However, in a human factors validation study, “confusion oc-
curred between the proposed packages regarding strength and 
dosing, and the proposed packaging may contribute to product 
selection medication errors and wrong dose errors,” FDA’s briefing 
document states. “Healthcare providers cited confusion regarding 
how much drug is available per spray, how much drug is avail-
able per device, and how many devices should be administered to 
achieve the correct dose,” the briefing document states.

FDA suggested Janssen consider marketing a single packaging 
configuration of one device in one carton, with labeling improve-
ments to increase clarity and decrease the risk for medication errors.

CAN ‘CREATIVE CHEMISTRY’ DEFEAT PACKAGING?
Questions also were raised about the ability, even with a strict 
REMS in place, to divert the product for abuse and misuse.

Janssen said the device’s design features are aimed at deterring 
abuse. The small residual volume left in the bottle after adminis-

If esketamine’s price is too 
high, practitioners will prescribe 
compounded ketamine instead,  
VA’s Dunn said.
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Farewell To MedImmune: AstraZeneca Will Combine 
Large And Small Molecule Research 
JESSICA MERRILL jessica.merrill@informa.com

Amid a big corporate restructuring, AstraZeneca PLC con-
firmed Feb. 14 that it is retiring the name MedImmune 
LLC as it combines its large and small molecule research. 

MedImmune has operated in Gaithersburg, Md., with some 
autonomy since it was acquired by AstraZeneca in 2007, and has 
been a highly productive large molecule research group, but now 
will be fully integrated into the larger company’s R&D operation. 

CEO Pascal Soriot announced the move during a press call 
Feb. 14, along with the company’s fourth quarter sales and 
earnings announcement, commenting, “We felt now is the 
time to come together as a team and operate globally under 
the name AstraZeneca.” 

The news comes as AstraZeneca already has announced big 
changes to its commercial and R&D leadership and structure. The 
departure earlier this year of MedImmune’s leader Bahija Jallal, 
who had been with the business since the acquisition by Astra-
Zeneca, was a signal that changes were afoot.  (Also see “Jallal To 
Lead Immunocore, Building On Partnership She Forged At MedIm-
mune” - Scrip, 4 Jan, 2019.) 

Other leadership changes also have been announced recently 
as the company looks to focus its R&D into two units – Oncology 
and BioPharmaceuticals. Chief Medical Officer Sean Bohen left the 
company, while former Memorial Sloan Kettering Cancer Center 

oncologist José Baselga joined to lead oncology research; Astra-
Zeneca’s Mene Pangalos is leading biopharma research. (Also see 
“AstraZeneca Rejig Brings Baselga On Board” - Scrip, 7 Jan, 2019.) 

The new structure comes as the company’s oncology unit 
is fully powered and drove the company’s return to growth 
in 2018.  (Also see “Tagrisso Climbs Close To Top Of AstraZeneca 
Sales Tree” - Scrip, 14 Feb, 2019.) Oncology sales of $6.03bn were 
up 50% in 2018, driven by the next-generation EGFR inhibitor 
Tagrisso (osimertinib), and the segment now represents 29% 
of AstraZeneca’s sales. 

The return to growth for the first time since 2010 is an impor-
tant landmark for the company, which has cycled through years 
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tration is difficult to extract, and the device would be disposed of 
as medical waste under the REMS.

Tiffany Farchione, acting director of FDA’s Division of Psychia-
try Products, said that while the packaging is “probably not the 
greenest option you could come up with, with all of these different 
containers and everything, it does make it really difficult to get an 
abuseable quantity out of the devices. Not impossible, obviously.”

However, in a nod to the creativity of drug peddlers and abus-
ers, University of Maryland Professor of Pharmacy and Psychiatry 
Julie Zito said: “I would suggest that there are very smart folks who 
can handle all of these problems.”

“I do appreciate the efforts [to prevent diversion] that are be-
ing made and I don’t want to sound cynical, but I do think that 
this delivery system is quite different from IV and this will really 
encourage a lot of creative chemistry.” 

POSITIVE VIBES FOR SAGE, ALLERGAN DRUGS?
The esketamine review should have a positive read-through for 
rapid-acting antidepressants in development by SAGE Therapeu-
tics Inc. and Allergan PLC, SVB Leerink analyst Marc Goodman 
said in Feb. 12 note.

“FDA thought the overall risk/reward was acceptable for the 
severity of TRD patients,” Goodman said. “We also thought the 
FDA was lenient in allowing J&J to use a randomized withdrawal 
trial as one of the two positive studies,” particularly given some 

concerns the agency and panelists raised about functional un-
blinding in that study.

“FDA was objective but more lenient than it could have been, 
which we view as a good sign for future rapid antidepressants, in-
cluding: Sage’s oral SAGE-217 and Allergan’s bolus IV rapastinel,” 
the note states. 

SAGE-217 is a next-generation positive allosteric modulator 
that acts at synaptic and extra-synaptic GABA-A receptors. It is in 
Phase III for MDD and post-partum depression, and Phase II for bi-
polar depression.  (Also see “Sage Impresses With Second Postpar-
tum Depression Therapy” - Scrip, 8 Jan, 2019.) Allergan’s rapastinel, 
an NMDA modulator, is in Phase III for MDD.  (Also see “Allergan 
paying $560m for Naurex; stays quiet on rumored generics sale to 
Teva” - Scrip, 27 Jul, 2015.)

However, Leerink’s Goodman also noted important caveats to 
the potential carryover effects from the esketamine review to the 
Sage and Allergan drugs. 

“Esketamine’s profile can rely on decades of research and phy-
sician experience using ketamine, but we do not think that either 
SAGE-217 or rapastinel would be able to claim the same body of 
supporting evidence,” the note states. In addition, “esketamine is 
going after a more severe population (TRD) vs SAGE-217, which is 
going after Major Depressive Disorder (MDD) and it is possible the 
latter approval may have a higher bar for an MDD indication.”  

Published online 14 February 2019

“Now we’re moving into a different phase 
where we expect sustained growth, and 
the question is not whether we are going to 
grow, but at what pace, at what speed are 
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of big losses of patent exclusivity while 
building out its pipeline. Though total rev-
enues declined 2% to $22.09bn in 2018 
due to externalization revenues, product 
sales increased 4% for the year. And, as an 
indicator of future growth, fourth quarter 
revenues increased 11% to $6.42bn. 

As Soriot told investors during a Feb. 
14 conference call: “Now we’re moving 
into a different phase where we expect 
sustained growth, and the question is 
not whether we are going to grow, but 
at what pace, at what speed are we go-
ing to grow.” 

Investors are optimistic about the re-
turn to growth but some are still wonder-
ing whether or not the latest round of re-
structuring could trigger more departures 
and distraction.

“We concluded that it was really im-
portant to stay on the front foot and 
change now, and you need to adjust 
your organization for different periods 
of time,” Soriot said. “We simplify the or-
ganization. We integrate our R&D func-
tions. We make decisions faster. We re-
main nimble and agile.”

He said the company is focused on re-
tention within MedImmune and continu-
ing the momentum there. 

“We believe our Medimmune team has 
done a fantastic job and there’s no reason 
for them to stop doing this,” Soriot said. 
“We value the talent that is there and we 
will do everything we can, certainly, to re-
tain everybody.” 

MedImmune in particular has been re-
sponsible for AstraZeneca’s immuno-on-
cology work, including the development 
of the PD-L1 inhibitor Imfinzi (durvalum-
ab). The group also developed the IL-5 in-
hibitor Fasenra (benralizumab) for severe 
eosinophilic asthma. 

However, there also have been big 
late-stage disappointments, like the IL-13 
inhibitor tralokinumab for asthma and an-
ifrolumab for lupus. Back when AstraZen-
eca acquired MedImmune for $15.6bn in 
2007, only 7% of the company’s portfolio 
was in biologics.  Today, biologics account 
for 50% of the pipeline. 

Baselga and Susan Galbraith, who has 
led early oncology research, both talked 
about how the new structure makes more 

sense going forward, highlighting grow-
ing emphasis on combination drug devel-
opment, including across small and large 
molecules. 

For example, Galbraith highlighted a 
CD73 antibody and a small molecule ade-
nosine A2A receptor inhibitor that are both 
in development targeting the adenosine 
pathway. “It makes complete sense for that 
to be very closely integrated,” she said. 

“The separation between large mol-
ecules and small molecules doesn’t make 
any sense,” added Baselga. “If we can in-
tegrate all the Phase I groups and the late 
development groups into a single organiza-
tion, we will be far more able to streamline.” 

Returning to growth in 2018 is an 
achievement for AstraZeneca and the 
strategy put in place by Soriot after 
taking over as CEO in 2012. He un-
veiled a vision in 2013 to transition the 
company into an innovation-driven 
biopharma.  At the time, he vowed the 
company would beat analyst consensus 
estimates of $21.5bn in 2018, off rev-
enues that were $27.97bn in 2012.  
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Tagrisso Climbs Close To Top Of AstraZeneca Sales Tree
KEVIN GROGAN kevin.grogan@informa.com

AstraZeneca PLC is celebrating its 
first full year of sales growth since 
2009 thanks to stellar performanc-

es from its oncology products, notably 
the lung cancer drug Tagrisso, which is 
expected to become the group’s biggest 
seller in 2019. 

During an upbeat media conference to 
announce its fourth-quarter earnings, As-
traZeneca management unveiled strong 
sales growth for its big three cancer drugs 
- the third-generation EGFR inhibitor 
Tagrisso (osimertinib), the checkpoint in-
hibitor Imfinzi (durvalumab) and the PARP 
inhibitor Lynparza (olaparib). Sales of all 
three swept past consensus analyst fore-
casts as oncology revenues for the quarter 
jumped 61% to $1.77bn, making up 31% 
of AstraZeneca’s total sales.

The sales growth of Tagrisso was the 
most eye-catching, jumping 98% to $594m 
in the fourth quarter. Sales in the US made 
up $289m of that figure and Dave Fredrick-
son, head of oncology, noted that in the 
US, the drug has become the most pre-
scribed in the first-line setting, picking up 
around 60% of newly diagnosed patients, 
and has very quickly become the standard 
of care for EGFR mutation-positive non-
small cell lung cancer (NSCLC), moving 
well ahead of Roche’s Tarceva (erlotinib) 
and AstraZeneca’s own Iressa (gefitinib).

The picture in Japan is also promising 
where the first-line approval for Tagrisso 
was granted last summer and uptake has 
been strong. It has already become the 
standard of care in first-line therapy, with 
AstraZeneca getting 50% of new patients.  

As for Europe, sales were up 46% to 
$92m in the fourth-quarter, but Fredrick-
son noted on the conference call that the 
majority of sales come from second-line 
use. First-line launches have begun, after 
getting the green light from European 
regulators in June, with more roll-outs 
to follow this year and in 2020.  (Also see 
“New EU Approval Further Boost For Tagris-
so As Threats Recede” - Scrip, 11 Jun, 2018.)

As for China, Fredrickson noted that 
strong second-line momentum was offset 
by inventory price adjustment ahead of 
Tagrisso getting on the country’s National 
Reimbursement Drug List. However, a 

regulatory decision regarding first-line ap-
proval is expected in the next few months, 
quicker than expected, and globally Tagris-
so is now approved in some 80 countries 
second-line and 60 first-line, leading As-
traZeneca to forecast that it will supplant 
the respiratory blockbuster Symbicort 
(budesonide/formoterol) as its best-selling 
therapy this year.

Tagrisso has flown under the radar 
somewhat but new head of oncology R&D 
at AstraZeneca, José Baselga, told Scrip 
that the example of the drug is “a phenom-
enal one of how the company was able to 
develop a compound that was incredibly 
active against EGFR and together with 
the toxicology and pharmacology teams 
created a drug that is incredibly safe. That 
shows the value of the company.”

Also causing a stir on the sales front was 
Imfinzi, which zoomed past analyst fore-
casts to bring in fourth quarter sales of 
$262m. Around 95% of those came from 
lung cancer and specifically unresectable 
stage III NSCLC, where Fredrickson noted 
that the immunotherapy is fast becoming 
the standard of care, thanks to the label 
being expanded to include data from the 
PACIFIC trial which showed strong overall 
survival benefit in all comers but especial-
ly in patients expressing PD-L1.

Fredrickson said that US peak sales of 
Imfinzi are expected to top $1bn (Q4 rev-
enues in the country were $216m), and 
daily infusions of patients have reached 
around 800, compared to 150 in January 
2018.  The company has also seen rapid 
uptake in Japan and launches in Germany, 
France and the UK, although the latter has 
been through private prescriptions.

Imfinzi is far from an unqualified suc-
cess however and AstraZeneca confirmed 
that it has terminated the unsuccessful 
EAGLE and MYSTIC trials, which tested the 
PD-L1 drug in combination with CTLA-4 
antibody tremelimumab in second-line 
head and neck cancer and first-line NSCLC 
respectively. The company has also pulled 
the plug on the anti-OX40 antibody 
MEDI0562, which was in Phase I combo tri-
als with both Imfinzi and tremelimumab. 
The TLR 7/8 agonist MEDI9197, which was 
also being evaluated in an Imfinzi com-

bination, and MEDI1873, a GITR agonist 
fusion protein, have also been removed 
from the Phase I pipeline.  (Also see “AZ 
Goes Into The MYSTIC And Finds Positives 
For Imfinzi “ - Scrip, 14 Dec, 2018.)(Also see 
“EAGLE Crash Lands: AstraZeneca’s Imfinzi/
Tremelimumab Continues To Disappoint” - 
Scrip, 7 Dec, 2018.)

Back to the good news, and Fredrickson 
also highlighted the strength of the ovar-
ian cancer drug Lynparza, consolidating its 
position as the biggest seller in the PARP 
inhibitor space and contributing Q4 sales 
of $209m, up 24% on the third quarter of 
2018. Once again, the US drove growth, 
with full year sales increasing 145% to 
$345m, helped by Lynparza being launched 
for breast cancer and increased demand 
seems certain given that the FDA approved 
the drug in December 2018 as a first-line 
maintenance treatment of ovarian cancer 
patients with BRCA-mutated disease.

Full-year sales in Europe increased 46% 
to $190m, driven by increasing levels of 
reimbursement and BRCA testing rates 
and the company also rolled out a num-
ber of launches in a broad, second-line 
maintenance ovarian cancer indication, 
regardless of BRCA status. Lynparza has 
also been launched in China, the first PARP 
inhibitor to be approved in the country.

AstraZeneca’s results have gone well 
with investors and the company’s shares 
closed up 7.5% on Feb. 14. CEO Pascal So-
riot told the media that it was an impor-
tant day that some in the company had 
been waiting ten years for, namely a re-
turn to growth. He added that the Q4 fig-
ures, which saw total revenues rise 11% to 
$6.42bn, and specifically the performance 
of new drugs, “demonstrated the ability 
of our commercial teams to convert the 
pipeline into successful medicines.”

The CEO went on to say 2019 will be a 
year of focus on “continued pipeline de-
livery and flawless commercial execution” 
and despite rumors of him possibly jump-
ing ship, Soriot confirmed his commit-
ment to AstraZeneca for the foreseeable 
future. He jovially dismissed a question 
about the company hiring headhunters to 
find a successor as “fake news.”  
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A Trough Year For Teva, With A Turning Point Targeted 
For 2020
JESSICA MERRILL jessica.merrill@informa.com

The outlook for Teva Pharmaceu-
tical Industries Ltd. in 2019 is 
straightforward. It will be a year of 

more cost-cutting and continued focus as 
the company looks to stabilize financials 
and reduce its debt. Teva hopes 2019 will 
be the year it bottoms out before return-
ing to growth in 2020. 

The company is not looking to jump-
start the top line with any business devel-
opment, as CEO Kare Schultz made clear 
during a fourth quarter sales and earnings 
call Feb. 13. 

The focus for 2019 will be on improving 
margins and generating cash to pay down 
debt. “One of the ways you ensure that is 
that you don’t go out and buy a lot of stuff, 
a lot of things, a lot of companies,” Schultz 
said. “We’ll be focused on optimizing our 
own business rather than adding new 
businesses to it.” 

The company’s goal is to reduce net 
debt to below three times EBITDA within 
three to five years. Stabilizing Teva’s finan-
cial position has been Schultz’ top priority 
since taking over as CEO in 2017, when 
the company was facing the loss of Copax-
one (glatiramer) to generics, a challenging 
US generics environment and a mountain 
of debt compiled partly through acquisi-
tions. The company reduced its debt in 
2018 to $28.9bn from $32.5bn at the end 
of 2017. 

“This is a trough year,” he said. “This is 
the year where we bottom out on rev-
enue and operating profit, and in 2020, 
we expect to return to growth and con-
tinue to do so in the coming years based 
on the launches of new products.” Inves-
tors reacted negatively to the outlook, 
however, as the 2019 financial forecast 

came in below analyst consensus ex-
pectations. The stock closed down more 
than 7%. 

Schultz rolled out a sweeping cost cut-
ting program in late 2017, aiming to re-
duce costs by $3bn by the end of 2019 
and cutting 25% of the workforce.  (Also 
see “Schultz Swings The Cleaver At Teva, 
Cutting 25% Of The Workforce” - Scrip, 14 
Dec, 2017.) While much of that painful cost 
cutting has been completed, more will 
come in 2019. 

R&D CUTS
The company exceeded its key financial 
targets in 2018, Schultz said, reducing 
costs by $2.2bn and on track to deliver the 
total $3bn cost reduction in 2019. 

Teva has made steep cuts in R&D and 
manufacturing, among other areas. Teva 
has cut more than 10,000 employees and 
closed seven manufacturing facilities since 
the restructuring was initiated. Another 11 
facilities will be closed or divested in 2019, 
Schultz said. R&D expenses declined 32% 
to $1.21bn in 2018. 

Altogether, 2019 will continue to be 
a challenging year for Teva, as the com-
pany continues to face headwinds from 
generic competition to Copaxone and 
the US generic drug segment, while 
new launches like Austedo (deutetra-
benazine) and Ajovy (fremanezumab) 
are yet to make up the loss. 

The company believes the US generic 
drug pricing environment is stabilizing, 
with Schultz reiterating comments he 
made at the J.P. Morgan Healthcare meet-
ing in January that the worst of the ge-
neric pricing pressure is abating.  (Also see 
“J.P. Morgan Notebook Day 4: US Generics 

Steady, UroGen, REGENXBIO, Dr. Reddy’s 
In China, And Investor Sentiment Shifts” - 
Scrip, 10 Jan, 2019.)

Austedo for tardive dyskinesia and 
chorea associated with Huntington’s 
disease generated $204m in 2018, and 
the company’s forecast calls for rev-
enues to reach $350m in 2019. Sales of 
the new migraine medicine Ajovy were 
just $3m, after the drug launched in the 
US in September in a highly competitive 
category.  (Also see “Is Quarterly Dosing 
For Teva’s Ajovy Enough To Differentiate 
It From Other CGRP Inhibitors?” - Scrip, 
17 Sep, 2018.) Teva is forecasting sales of 
Ajovy to reach $150m in 2019. 

On the other hand, sales of Copaxone 
are expected to be further slashed from 
$2.4bn in 2018 to $1.5bn in 2019. North 
American sales of Copaxone declined 44% 
in 2018 over 2017 to $1.76bn. 

Despite the ongoing challenges, some 
analysts remain optimistic about the com-
pany’s steady progress. “It does appear 
that with continued stability in the gener-
ic line, Teva is nearing an operational in-
flection where the Copaxone degradation 
is offset – and hopefully surpassed in 2020 
– by Ajovy and Austedo growth,” Cowen 
analyst Ken Cacciatore said in a same-day 
research note. 

“This new management has performed 
as well as we possibly could have hoped, 
and we believe will continue to execute,” 
he said. 

Teva reported revenues of $18.85bn 
in 2018, a decline of 16% over 2017, 
while a net loss of $2.4bn was sig-
nificantly improved over a net loss of 
$16.53bn in 2017.  

Published online 14 February 2019

LET’S GET
SOCIAL

We are tweeting, liking and sharing the latest industry news and 
insights from our global team of editors and analysts, join us!

@PharmaScrip

scripintelligence.com
mailto:jessica.merrill@informa.com


16   |   Scrip   |   22 February 2019 © Informa UK Ltd 2019

F I N A N C I N G

Lyme Disease Vaccine Pushes Valneva To US Listing
JO SHORTHOUSE joanne.shorthouse@informa.com

French vaccines company Valneva 
SE is planning to list on the NASDAQ 
to fund Phase III studies of the much-

needed vaccine for Lyme disease. 
The company had a dual listing on the 

Vienna Stock Exchange and the EuroNext 
Paris, a legacy from Valneva’s formation 
through the merger of two publicly listed 
companies, the Austrian vaccines com-
pany Intercell and the French technology 
company Vivalis.

It recently filed to delist from the stock 
exchange in Austria. Thomas Lingelbach, 
Valneva’s CEO, explained to Scrip that now 
the company is considering listing Val-
neva in the US, it is preparing for this by 
“cleaning up the shop” with a single Euro-
pean listing in Paris.

“Eighty to 90 percent of trading vol-
ume, depending on the day, happens in 
Paris,” explained Lingelbach. “And liquid-
ity is, of course, a major component in 
the stock market.”

The timing of Valneva’s listing in the 
US depends on the financial needs of the 
late-stage clinical trial of its Lyme disease 
vaccine, VLA15, said Linglebach. 

Valneva’s business model allows it to 
finance in-house R&D from revenues 
generated by commercial vaccine prod-
ucts Ixiaro and Dukoral (for Japanese 
encephalitis and cholera, respectively) 
up to a certain point, typically up to the 
end of Phase II. “But then when you try 
to advance a program like Lyme, which 
is a unique program where we are alone 
in the market, then you are talking 
about quite significant numbers,” Lin-
gelbach said. 

The Phase III studies for its Lyme disease 
vaccine will cost Valneva around $300m, 
he disclosed.

“In order to raise the amount of mon-
ey Valneva would need to advance this 
program we need to raise capital in the 
best marketplace for a company with the 
valuable position that we have, and we 
consider this to be the United States,” he 
explained.

The company is anticipating a US IPO on 
the back of Phase II data from VLA15 to fi-
nance the Phase III trials, which should be 
the end of 2020.

LYME DISEASE
Lyme disease is the most common vec-
tor-borne illness (a disease spread by 
the bite of an infected arthropod such 
as mosquitoes and ticks) in the northern 
hemisphere. It is caused by Borrelia bac-
teria transmitted by tick bites. Symptoms 
include a distinctive bull’s eye rash, flu-
like symptoms, extreme tiredness, muscle 
pain and weakness, joint pain, an upset 
digestive system and headaches. 

Often symptoms are mistaken for less 
serious diseases, and as such it can go 
undiagnosed. Caught early, Lyme disease 
can be treated with antibiotics, but left 
untreated, Lyme disease can disseminate 
and cause more serious complications 
such as arthritis or carditis.

According to the US Centers for Dis-
ease Control & Prevention (CDC), there 
are about 300,000 cases in the US each 
year, with an estimated 200,000 cases in 
Europe according to individual country 
reports. It is thought the disease footprint 
is widening because of warmer winters, 
with some forested areas of Asia now also 
being affected.

Valneva believes the market for a Lyme 
disease vaccine could be as much as €700-
800m annually. However, Lingelbach em-
phasized that the company is focusing on 
Lyme not because it could be a huge mar-
ket, but because it’s a good market with a 
huge unmet medical need. There is cur-
rently no vaccine available, and Valneva’s 

vaccine candidate is the only one in clinical 
development worldwide. 

There was once a Lyme disease vac-
cine, LYMERix, developed by SmithKline 
Beecham (now GlaxoSmithKline PLC) in 
the US and Europe in 1998. However, this 
was voluntarily withdrawn from the mar-
ket in 2002 after patients claimed it had 
caused arthritis. 

Valneva is hoping it can find more suc-
cess with VLA15, which has had FDA Fast 
Track designation since July 2017. It is de-
veloping the vaccine, which is purely pro-
phylactic, to be used on both sides of the 
Atlantic, said Lingelbach. 

VLA15 is a multivalent, protein subunit 
vaccine that targets the outer surface pro-
tein A (OspA) of Borrelia. Valneva is now em-
barking on two parallel Phase II studies in 
the US and Europe. Initially, 120 subjects will 
receive one of three dosage levels of VLA15, 
or placebo, followed by a Data Safety Moni-
toring Board (DSMB) review. Thereafter, 450 
subjects will receive one of two dose levels 
of VLA15 (180 subjects each), or placebo (90 
subjects), in the main study phase. 

VLA15 will be tested as alum adjuvant-
ed formulation and will be administered 
intramuscularly in three injections, at days 
1, 29 and 57. Subjects will be followed for 
one year, with the main immunogenicity 
readout on Day 85, which is the primary 
endpoint. Study centers will be in areas 
where Lyme disease is endemic; subjects 
with a cleared past infection with Borrelia 
burgdorferi, the bacteria that cause Lyme 
disease, will also be enrolled.

The company is expecting to have in-
terim data in mid-2020.

Valneva has two commercial vaccines on 
the market, Ixiaro for Japanese encephalitis 
and Dukoral for cholera, which provide the 
company with around two-thirds and one-
third, respectively, of its revenues. The US 
Department of Defense is the company’s 
biggest customer, spending $59m on a 
12-month supply of Ixiaro for its troops.

It is also developing vaccines for chikun-
gunya, Zika, and Clostridium difficile infec-
tion. The latter, VLA84, is ready for Phase III 
trials and Valneva is searching for a part-
ner to take on co-development.  
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Almirall Extends Dermatology Reach With Dermira 
Lebrikizumab Deal
STEN STOVALL sten.stovall@informa.com

Reiterating its commitment to dermatology, Almirall SA has 
entered a deal with US-based Dermira Inc. for the investi-
gational anti-IL-13 monoclonal antibody lebrikizumab. The 

family-controlled Spanish group gets an option to exclusively li-
cense European rights to develop and commercialize lebrikizum-
ab to treat atopic dermatitis, for which Dermira gets an upfront 
option fee of $30m.

DEAL DETAILS
If Almirall exercises its option to obtain the license – following 
receipt of data from an ongoing Phase IIb lebrikizumab study – 
Dermira will receive a $50m option exercise fee and be eligible 
for development, regulatory and sales milestone payments, along 
with double-digit royalties, the pair said Feb. 12.

Almirall will decide whether or not to exercise the license op-
tion after receiving a package of top-line and additional data from 
Dermira’s ongoing Phase IIb clinical study of lebrikizumab in mod-
erate-to-severe atopic dermatitis. 

Almirall will have 45 days to exercise its option to obtain the 
license after receiving that information, which is expected to be 
made available in early April. 

Both parties sounded confident when announcing their pact 
that that would happen .

LEBRIKIZUMAB HISTORY 
The investigational anti-IL-13 monoclonal antibody has had a 
circuitous route to arrive at this juncture. Roche and its unit Ge-
nentech Inc. had been evaluating the product in respiratory 
conditions, but offloaded the asset to Demira in 2017 after disap-
pointing results in asthma. 

The current and ongoing Phase IIb randomized, double-blind, 
placebo-controlled study is assessing the safety and efficacy of 
lebrikizumab as monotherapy in patients with moderate-to-se-
vere atopic dermatitis. 

Based on early clinical experience with lebrikizumab, the study 
is designed to build on the body of evidence supporting targeting 
of IL-13 in atopic dermatitis by evaluating three different dosing 
regimens, with the objective of optimizing the clinical profile of 
lebrikizumab and establishing the dosing regimen for a potential 
Phase III program.

Good trial results could advance lebrikizumab’s prospects as a 
competitive threat to Dupixent (dupilumab) from partners Sanofi 
and Regeneron Pharmaceuticals Inc., as it has a less frequent and 

more convenient dosing schedule. Dermira believes good trial 
results for lebrikizumab could result in higher levels of extended 
coverage. Dermira is evaluating a loading dose and higher dose 
regimens than were previously studied by Roche in its Phase II 
TREBLE proof of concept study in atopic dermatitis. Dupixent tar-
gets IL-4 and was the first systemic treatment for atopic dermati-
tis, also known as eczema.

“This transaction is an excellent financial, operational and stra-
tegic fit for Dermira, and we are pleased to have the opportunity 
to enlist Almirall’s development and commercial expertise to 
help make lebrikizumab available in Europe while we continue 
to pursue development and potential commercialization in the 
US,”  Dermira’s CEO Tom Wiggans. 

COULD AID ALMIRALL 
For Almirall, the move is the latest in CEO Peter Guenter’s ambi-
tious quest to re-direct the Spanish group, outlined last May in an 
exclusive interview with Scrip.

Guenter, a former president of Sanofi’s diabetes and car-
diovascular business unit, took the helm at Almirall in Octo-
ber 2017 with the stated aim of building a strong franchise in 
dermatology in Europe and becoming more competitive in the 
marketplace generally.

“At Almirall, we continue to deepen in our commitment to der-
matology,”  Guenter said Feb. 12. 

“We are pleased to support the development and commercial-
ization of lebrikizumab, a differentiated treatment that we believe 
could become a best-in-disease therapy for these patients. We 
are excited to be collaborating with Dermira and look forward to 
positive results from the Phase IIb study and subsequently mov-
ing into registrational studies,” the CEO added.

The deal with Dermira is consistent with recent business devel-
opment activity orchestrated by Guenter.

In what it hailed as a game-changing move, the Spanish group 
last August bought Allergan PLC’s US dermatology portfolio in a 
transaction worth up to $650m.

Analysts at Credit Suisse called that deal “a quantum jump” 
for Almirall, adding: “this radical transformation may add 
10% to [Almirall’s] sales in 2019 (14% in 2023) and its impact 
on earnings will be higher.”  (Also see “Almirall Inks ‘Transfor-
mational Deal’ Buying Allergan’s US Derma Portfolio” - Scrip, 3 
Aug, 2018.)

The next month it signed a research pact with Evotec AG to 
investigate novel therapeutics based on a new approach to cell 
signalling disruption.  (Also see “Almirall Taps Evotec For Novel Der-
matology Mechanism” - Scrip, 17 Sep, 2018.)

Further updates on strategy are expected on Feb. 25 when 
Almirall reports fourth-quarter and full-year results.  

Published online 12 February 2019

“We continue to deepen in our 
commitment to dermatology.” - 
Almirall CEO Peter Guenter
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China – The Next Promised Land For Korean Biosimilars?
JUNG WON SHIN jungwon.shin@informa.com

South Korean biosimilar companies 
Celltrion Inc. and Samsung Bioepis 
Co. Ltd. are rushing to enter China, 

the world’s second-largest pharma mar-
ket, via alliances with local firms and to 
take advantage of the country’s increasing 
regulatory and policy support for biolog-
ics and generics.

Although a potentially huge opportuni-
ty, with a population of 1.6 billion people, 
China hasn’t always been an easy place for 
foreign companies to advance in the past 
because of restrictive regulations. How-
ever, the government’s ongoing easing of 
the regulatory and policy environment to 
support the development of biologics and 
standard generics – to improve patient ac-
cess and against a background of rising 
health costs – now appears increasingly 
to be drawing interest from major Korean 
biosimilar firms. Biologics in general also 
account for still only a small portion of the 
country’s pharma market because of high 
prices and uncertainties over the manu-
facturing quality locally developed bio-
similars, potentially representing a chance 
for Korean players to showcase their ad-
vantages and cost-efficient production.

Equipped with data on their products’ 
confirmed quality, efficacy and safety via 
approvals through demanding regulatory 
agencies in Europe and the US, as well as 
accumulated experience and know-how 
in launching products in major western 
markets, Korean firms are also eyeing their 
next big market as the global biosimilar 
space, particularly in Europe, becomes in-
creasingly crowded and competitive.

For their part, Chinese authorities are 
poised to further support and speed up 
generic drug development through a va-
riety of measures including releasing a 
catalog of generics that will receive prior-
ity reviews and faster approvals. The gov-
ernment is also looking to speed generic 
substitution, with drug tendering priori-
tizing the procurement of generics that 
have cleared bioequivalence testing.

CELLTRION PLANS JV
Celltrion has moved first, receiving an IND 
for its infliximab biosimilar Remsima from 
the then China FDA in 2017. At that time, 

it marked the first time for a foreign com-
pany to get such approval in China for an 
antibody biosimilar.

In a related move, Celltrion is now seek-
ing to set up a joint venture with a Chinese 
partner in the first half of this year, so that 
it can begin to launch its products from 
next year. The company is trying to find 
a way to set target reimbursement prices 
of its products in China so that many local 
patients can benefit from access to these. 

“We are trying to meet the goal of 
launching products in China next year. 
So far, we are progressing clinical trials of 
Remsima, and gearing up for clinical tri-
als of Truxima, our biosimilar version of 
Roche’s MabThera [rituximab], and our bi-
osimilar trastuzumab Herzuma, in China,” 
Celltrion in South Korea told Scrip.

The company noted that the clini-
cal program for Remsima had picked up 
speed in China since the country’s regula-
tions for biosimilars have eased.

“China is a huge and major ‘pharmer-
ging’ market, so it is important that we 
tackle this market in the longer term,” the 
company said. “We can also say that Ko-
rean biosimilars companies are trying to 
speed up entering the Chinese market 
amid intensifying [global] competition. 
Particularly in Europe, competition in 
some regions is becoming fiercer.”

SAMSUNG INKS DEALS WITH 
C-BRIDGE, 3SBIO 
Samsung Bioepis has also recently boost-
ed efforts to expand its business into 
China via alliances with local firms 3SBio 
Inc. and C-Bridge Capital, announcing the 
two major deals in less than two months.

Samsung Bioepis, a joint venture be-
tween Samsung BioLogics and US firm 
Biogen Inc., announced its expansion in 
mainland China through the licensing 
agreement with C-Bridge, which covers 
multiple Samsung biosimilars includ-
ing the “third wave” candidates SB11 and 
SB12, which reference Lucentis (ranibi-
zumab) and Soliris (eculizumab) respec-
tively, as well as SB3, a biosimilar version 
of Herceptin (trastuzumab). C-Bridge is a 
healthcare-dedicated private equity firm 
and its current investment portfolio in-

cludes China’s leading players in pharma-
ceuticals, medical devices, diagnosis and 
healthcare services. 

Under the agreement, C-Bridge will also 
establish a new biopharmaceutical com-
pany, AffaMed Therapeutics, which will 
collaborate with Samsung Bioepis across 
a number of areas including clinical de-
velopment, regulatory registration and 
commercialization in China. Samsung Bio-
epis will receive an undisclosed upfront 
payment as well as royalties on sales, and 
additional financial details of the alliance 
were not provided. 

“We want to play an important role in 
widening access to high-quality health-
care for patients throughout China. C-
Bridge is the right partner for this mis-
sion as evidenced in its exceptional track 
record of successfully turning portfolio 
companies like [newly formed] AffaMed 
Therapeutics into leading biopharma-
ceutical companies in China and beyond,” 
said Christopher Hansung Ko, Samsung 
Bioepis president and CEO. 

In January, Samsung Bioepis also 
reached a licensing agreement with 3SBio 
covering multiple biosimilar candidates 
from the Korean firm including SB8, a 
product referencing Avastin (bevacizum-
ab), to further its planned expansion into 
mainland China.

Under the agreement, the companies 
will collaborate across a number of areas, 
including clinical development, regula-
tory registration and commercialization. 
Samsung Bioepis will again receive undis-
closed upfront and milestone payments, 
as well as royalties on sales. 

“We decided to enter China so that we 
could support ongoing efforts within the 
country to improve the quality of health-
care. If approved, we believe our biosimi-
lar candidates will have a strong potential 
to play an important role in the Chinese 
healthcare system, as evidenced in the 
positive difference our biosimilars have 
been making in a growing number of 
countries across the world,” Samsung Bio-
epis told Scrip. 

“With strong local partners in C-Bridge 
and 3SBio, we believe we are optimally 
positioned to help meet the need for 
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high-quality biologic medicines across 
China. We are proud to have partnered 
with established leaders at the forefront of 
the Chinese biopharmaceutical industry. 
We believe the recent regulatory changes 
in China have given us more clarity and 
greater confidence in the Chinese market.”

The Korean companies’ moves appear 
to contrast with the evolving strategies 
of some Chinese biologics developers, 
including Shanghai Henlius Biotech, 
that are turning more towards innova-
tive biologics and away from traditional 
biosimilars. This is largely because of 
what they see as the potential for favor-
able pricing over generics, the increasing 
granting of priority reviews and rare dis-
ease designations, and increasing public 
demand for access to novel treatments, 
particularly in oncology.

Chinese firms developing biosimilars 
have increasingly been building out their 
new drug portfolios for fear that biosimi-
lars will command relatively low pricing 
power and face limited uptake, given the 
traditionally poor market penetration of 
biologics in China. 

In a September interview with Scrip, 
Henlius CEO Scott Liu said that the win-
dow for biosimilars in China was closing 
for newcomers, but that innovation op-
portunities for novel biologics were still 
wide open, especially for immuno-oncol-
ogy and combination therapies.

Despite the challenges, China offers a lu-
crative opportunity for biosimilars and the 
breakthrough point is coming, Liu main-
tained in the interview. One of the driving 
forces is wider reimbursement, which holds 
the promise of expanded volume. China 
also has its own strengths which include 
having a large domestic market whose size 
exceeds that of the EU and South Korea 
combined, emphasized the executive.

In addition, the expanded use of original 
anticancer biologics including Herceptin 
and Avastin means physicians are more 
ready to embrace biosimilars, Liu noted. In 
a bid to expand patient access, the Chinese 
government has initiated several pricing 
negotiations and included a number of 
high-priced anticancer drugs in the na-
tional reimbursement drug list.  

Published online 12 February 2019
(With contributions from Brian Yang 

in Beijing.)
From the editors of PharmAsia News.

Praluent List Price Cut As PBMs 
Maintain Rebate Status Quo
EMILY HAYES emily.hayes@informa.com

Sanofi/Regeneron Pharmaceuticals 
Inc. are slashing the list price of their 
PCSK9 inhibitor Praluent by 60% to 

$5,850 per year – a cost that’s on par with 
the recently lowered price for Amgen’s 
competing biologic Repatha, which has a 
lead position in the market. 

It’s a change that could see pushback 
from payers as pharmacy benefit manag-
ers (PBMs) look to maintain current rebate 
practices in the face of political pressure 
to shake up the system for negotiating US 
drug prices.

Sanofi/Regeneron’s price change is the 
same for both doses of the cholesterol-
lowering injectable drug – 75 mg and 150 
mg – and will bring out-of-pocket costs 
down to $25-$150 per month, represent-
ing a drop of up to $345, depending on 
the insurance plan, the companies an-
nounced on Feb. 11. That should make it 
a lot more affordable to patients covered 
under Medicare Part D, whose copays are 
based on list prices and are not eligible to 
use commercial coupons to counter out-
of-pocket charges.

The lower-priced Praluent (alirocumab) 
will become available in early March. 

Sanofi/Regeneron explained in a joint 
statement that the move is aimed at lower-
ing patient out-of-pocket costs and “repre-
sents another step” in their efforts to help 
improve patient affordability and access.

Amgen announced plans to cut the 
list price for Repatha (evolocumab) to 
$5,850 in late October for similar reasons 
and has been rolling it out across health 
plans, including government and com-
mercial insurers. 

Amgen reported in its fourth-quarter 
earnings report on Jan. 29 that Repatha 
sales totaled $159m, up 62% from the 
same quarter in 2017 – an increase the 
company attributed to partly to the in-
troduction of the lower-priced product. 
Repatha brought in $550m in sales for 
the year, up by 72% from 2017. (Also see 
“Amgen Explains How Big A Hit It May Take 
From Biosimilars, Pricing Pressures” - Scrip, 
29 Jan, 2019.)

Sanofi/Regeneron reported Praluent 
sales of €82m ($92m) in the fourth quar-
ter, up 51% from the year-ago period, 
and €261m for the year, up 56% from 
2017.   (Also see “Sanofi Prioritizes Cancer 
And Rare Diseases In Pipeline Shake-Up” - 
Scrip, 7 Feb, 2019.) Having a similar lower 
list price may help Praluent catch up in a 
tough market.

TROUBLE GETTING OFF THE 
GROUND 
Praluent and Repatha have struggled 
to get off the ground since launching 
in 2015, as payers erected utilization 
management barriers to control their 
use in the highly genericized market. 
The launch list price was about $14,500 
for both products and some 3.4m in 
the US are potentially eligible for treat-
ment, which raised the specter of huge 
costs across the health care system for 
the chronically-used medications if they 
were to take off in popularity.

New joint treatment guidelines issued 
in November by the American Heart As-
sociation (AHA) and American College of 
Cardiology (ACC) cited cost as an impor-
tant factor for consideration for the new 
injectable drugs, noting that based on list 
prices from the middle of the year, they 
had low value.

BMO Capital Markets analyst Matthew 
Luchini said in a Feb. 11 note about Sano-
fi/Regeneron’s announcement that the 
new cut is not that surprising, in light of 
Amgen’s reduction and the value state-
ment about PCSK9 inhibitors included in 
the new ACC/AHA treatment guidelines 
in the fall.

“We believe lower net price is largely 
reflected in Praluent estimates, and 
while we see potential for improved 
compliance/persistence, we expect fo-
cus to remain on commercial execution,” 
Luchini said.

The 60% cut for Praluent is just the 
latest move at increasing affordability 
and access for the product. At the time 
of the release of the ODYSSEY outcomes 
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study in March 2018, the partners announced they were will-
ing to drop the net price of Praluent for payers who agreed 
to cut red tape associated with getting the product.   (Also 
see “PCSK9 Turning Point? Sanofi/Regeneron Dangle Lower Price 
Carrot For Praluent “ - Scrip, 12 Mar, 2018.)The plan was to re-
duce prices to the point where they were in line with value 
estimates of the third-party Institute of Clinical and Economic 
Review (ICER), that is between $4,500 to $8,000 per year, pro-
vided access was widened.

Repatha gained an edge in December 2017 when it became 
the first PCSK9 inhibitor to get a cardiovascular outcomes 
claim added to its FDA-approved label, based the FOURIER 
study.  Meanwhile, filings that would enhance Praluent label-
ing to include a CV risk reduction claim still are under review 
in the US and Europe.  (Also see “PCSK9 Inhibitor Labeling Parity 
Is Within Reach As Praluent And Repatha Strive To Make Com-
mercial Case” - Pink Sheet, 20 Aug, 2018.)

Sanofi/Regeneron followed up their ODYSSEY announcement 
with the unveiling a deal with Express Scripts in May to give Pralu-
ent a discounted net price in exchange for a preferred position 
over Repatha and easier access to the pharmacy benefit manag-
er’s 20m subscribers.  (Also see “Let’s Make A Deal: Sanofi/Regen-
eron Extend A Hand On Praluent, Express Scripts Takes It” - Scrip, 
1 May, 2018.) This year, during Sanofi’s Feb. 7 earnings call, CEO 
Olivier Brandicourt said the company is “pleased to maintain good 
momentum for the quarter,” and that Praluent sales growth was 
driven mainly by the US, where it benefited from exclusive cover-
age with Express Scripts.

“As we have signaled, improved US access came at the cost of 
significantly higher rebates, and we expect these to impact Pralu-
ent sales again in 2019,” Brandicourt said.

Regeneron’s Marion McCourt, senior vice president – commer-
cial, noted during the company’s Feb. 6 call that it continues to 
“engage with key stakeholders to drive demand” and that the 
market is “highly impacted by discounting and contracting, which 
may affect net sales.”

However, list price cuts still may leave the products out of reach 
for the estimated 1m-plus eligible patients covered by Medicare 
Part D. When Amgen made its own list price cut announcement, 
it noted that 75% of Medicare Part D patients were abandoning 
their prescriptions due to the high copay costs. 

AMGEN TO BOOST UPTAKE OF LOWER-PRICED 
REPATHA 
The net price for Repatha declined in 2018 and will decline further 
in 2019, CEO Robert Bradway said during Amgen’s Jan. 29 earn-
ings call.

“For many Amgen medicines, there are no planned price in-
creases. As has been the case for the past few years, our strategy 
for growth will be driven by volume, not price,” Bradway said.

Chief Commercial Murdo Gordon reported that the com-
pany has seen “strong uptake” of the lower-priced Repatha, 
which accounted for 25% of unit sales in the US by the end of 
the fourth quarter.

“To date, plans formally covering lower-list price Repatha 
represent only 43% of Medicare lives. We’re encouraging 
plans to move more rapidly to not only cover lower-list price 

Repatha, but also to provide coverage with a low fixed copay, 
given the significant potential benefit this can provide Medi-
care patients and to reduce their out-of-pocket costs. We look 
forward to working with the plans and the US administration 
to see how we can get this important treatment to patients 
more rapidly,” Gordon said.

The number of plans with the lower price continues to grow 
and the company has seen out-of-pocket costs reduced at the 
pharmacy counter for Medicare Part D patients.

“I would say it’s going according to plan, but we are do-
ing everything we can to work with payers to accelerate that,” 
Gordon said.

OPTUMRX WANTS A LOT MORE NOTICE OF LIST 
PRICE CUTS 
Meanwhile, some pharmacy benefit managers are taking steps to 
make up for what they are losing in rebates and copays across a 
variety of medicines. 

Bernstein analyst Aaron (Ronny) Gal, in a Feb. 8 note, detailed a 
letter that UnitedHealth Group (UNH) subsidiary OptumRx gave 
to pharmaceutical companies advising that it needed seven quar-
ters’ notice of list price reductions for drugs covered under Medi-
care Part D and requesting no change in the absolute amounts of 
rebates regardless of the list price change. This would lead to even 
lower net prices.

Gal reported that OptumRx’s rationale for this is that Part D con-
tracts are done on an annual basis and need to be submitted to 
the Centers for Medicare and Medicaid Services six months ahead 
of when they will go into effect.

“This is not a high-margin business. To correctly calculate its 
drug cost structure, which goes into the bid, UNH needs a long 
lead-time. Why does UNH need net drug prices to come down 
further if list price declines? To keep the premium cost the same, 
otherwise patient premiums will rise,” Gal explained.

OptumRx’s move came prior to a proposal announced at the 
end of January by the US HHS Office of Inspector General to end 
rebates to Medicare Part D plans and Medicaid managed plans, 
with the goal of reducing prices for consumers.  (Also see “No More 
Rebates: HHS Proposed Rule Revises Anti-Kickback Safe Harbor” - 
Scrip, 31 Jan, 2019.)

Pharmacy benefit managers are likely exploring “how to recoup 
some of the lost gross margin they generate from retained re-
bates,” Gal noted

“The Part D reform may not impact biopharma directly, but will 
do so indirectly. Taking a step back, what drug cost reform will do 
is to take money out of the industry. Different actions will hit dif-
ferent layers of the value chain, but the economics of the differ-
ent layers are intertwined. UNH, the largest of the insurers/PBM 
complexes is basically telling biopharma that to the extent reduc-
ing/eliminating rebates takes place, it will hurt their economics 
and they will seek to pass some of the financial losses to the drug 
manufacturers,” Gal said.

The intertwined and sometimes conflicting economic interests 
of the various layers of industry “will create friction and lead to 
more gradual, and perhaps incomplete, change,” Gal advised.  
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AC Immune CEO Reflects On Alzheimer’s R&D Post-CREAD
JOHN DAVIS john.davis@informa.com

The lack of efficacy of the investigational monoclonal anti-
body, crenezumab, at interim analysis in two Phase III stud-
ies, CREAD-1 and CREAD-2, in Alzheimer’s disease came as 

a shock to the drug’s originator, AC Immune SA. The Jan. 30, 2019 
announcement by collaborator, Roche, “was a great disappoint-
ment,” says the Swiss biotech’s co-founder and CEO, Andrea Pfeifer.

“I have never seen a pivotal trial better prepared for than this,” 
said Pfeifer, in an interview with Scrip, in which she spoke about 
possible explanations for the CREAD failures, the importance of 
the ongoing crenezumab trial in Colombia, and the future direc-
tion of AC Immune as a neurodegenerative disease specialist.

The CREAD studies followed an extensive research program in-
volving crenezumab which should have alleviated any concerns 
around dosing and efficacy. Before the start of the Phase III studies, 
there was “positive Phase II data, a post-Phase II dose-escalation 
study to decide on dosing, mechanism-of-action studies showing 
crenezumab bound to the most neurotoxic beta-amyloid species, 
and a lack of dose-limiting toxicity,” Pfeifer noted. 

The CREAD data were evaluated by an independent data moni-
toring committee in an interim analysis that concluded crene-
zumab was unlikely to meet the primary endpoint of change from 
baseline in a measure of dementia.

The data will be shared with the scientific community at an up-
coming medical congress, according to Roche, and Pfeifer hasn’t 
seen them, so she doesn’t know how many patients responded to 
therapy and in what way. But when asked to give her personal re-
flections on the outcome, she highlighted three areas for discussion.

First, although the studies involved patients with early (prodromal 
to mild) disease, crenezumab may still not have been given early 
enough to have an effect on disease progress. “From the latest tau 
imaging data, it now seems that changes in tau begin five to 10 years 
before symptoms start in Alzheimer’s patients,” Pfeifer pointed out.

Second, Alzheimer therapies may need to be given in combina-
tion to address more than one pathology, or cause, of the condition. 
And third, there might still be too much variability among patients 
being evaluated in clinical studies, and perhaps the patient popula-
tion needs to be segmented with regard to the presence or absence 
of various pathologies, including high beta-amyloid levels, high tau 
levels, or the presence of other proteins such as alpha-synuclein or 
the protein involved in amyotrophic lateral sclerosis (ALS).

COLOMBIA STUDY CONTINUES
Roche may be discontinuing the CREAD studies, but a separate 
clinical study of crenezumab taking place in Colombia, South 
America, and funded by the US National Institutes of Health, is 
continuing in patients with a genetic predisposition to Alzheimer’s. 
The five-year study involves around 300 people from an extended 
family in Colombia who share the risk from a rare genetic mutation 
that triggers Alzheimer’s symptoms around 45 years of age. 

The trial was set up under the public-private partnership, the 
Alzheimer’s Prevention Initiative, and is a collaboration between 
the US’s NIH, the Banner Alzheimer’s Institute (BAI) headquartered 
in Phoenix, Arizona, the University of Antioquia in Colombia, and 

Genentech (Roche), and is funded by the NIH’s National Institute 
on Aging. It would be a “huge step forward,” if the API succeeds in 
demonstrating that a monotherapy can prevent the onset of Al-
zheimer’s disease, Pfeifer said. The study might also indicate that 
conducting studies in a better genetically-defined patient popula-
tion would give companies a better chance of showing that their 
investigational drugs are effective. The study is expected to con-
tinue until around 2021-22, without an interim analysis.

IN-DEPTH RESEARCH
AC Immune is continuing to research potential therapies that are 
targeted against a range of processes thought to be involved in 
Alzheimer’s, including beta-amyloid. It raised $117.5m in a follow-
on offering on Nasdaq in July 2018, and at the end of the third 
quarter 2018 had a cash balance of around CHF200m.

An anti-tau antibody, RG-6100, is being developed in collabora-
tion with Genentech, with the results of the Phase II TAURIEL study 
expected to read out in 2020, and a tau aggregation inhibitor 
small molecule, ACI-3024, developed by AC Immune is the subject 
of $1.7bn deal signed with Eli Lilly & Co. in December 2018. Clini-
cal studies of ACI-3024 are expected to start in 2019.

A potential anti-beta-amyloid vaccine, ACI-24, entered a Phase II 
study in patients with mild Alzheimer’s disease in the third quarter 
of 2018, and is in a Phase Ib study for amyloid-beta-related cogni-
tive decline in individuals with Down syndrome.

Another protein, alpha-synuclein, is suspected of involvement 
in Alzheimer’s disease, and AC Immune expects to start clinical 
studies with an alpha-synuclein imaging agent in the middle 
of 2019, and to start clinical studies with an alpha-synuclein 
targeted therapeutic by the end of the year. Another potential 
therapeutic target, misfolded TDP-43, is being evaluated pre-
clinically by the company for various conditions, including ALS 
and Alzheimer’s disease. 

That’s a full plate for now, particularly in such a difficult thera-
peutic sector. “As a society, Alzheimer’s disease is the challenge of 
this century, and giving up is not an option,” Pfeifer said.  
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Europe

0 10

Phase Ib/II 
Trial Initiation Immunicum AB ilixadencel Solid Tumors ILIAD; Combined With 

Checkpoint Inhibitors 10 10

Phase I/II Trial 
Initiation

Hemispherx 
Biopharma, Inc.

Ampligen 
(rintatolimod) Ovarian Cancer w/Keytruda; In 45 Subjects 0 10

Phase I/II Trial 
Initiation

Astellas 
Pharma/A�nivax ASP3772

Streptococcus 
pneumoniae 
Vaccine 

SAD; A Multiple Antigen 
Vaccine 27 27

Phase I/II Trial 
Initiation Advaxis, Inc. ADXS-503 Non-Small Cell 

Lung Cancer 
w/Keytruda; An 
Immunotherapy 10 10

Event Stage Lead 
Company/Partner Drug Name Indication Comments

Change 
To LOA 
(%)

LOA 
(%)

Phase III
Search

Phase IIIb 
Published 
Results

Flexion Therapeutics, 
Inc.

Zilretta (triamcinolone 
acetonide) Osteoarthritis Pain

In 
Rheumatology 
and Therapy, 
Feb. 11, 2019

0 100

Phase III 
Published 
Results

Astellas Pharma/P�zer Xtandi (enzalutamide) Prostate Cancer, Non-
Metastatic CRPC

PROSPER; The 
Lancet 
Oncology, Feb. 
12, 2019

0 100

Phase III 
Published 
Results

Bayer AG/Orion darolutamide Prostate Cancer, 
Non-Metastatic CRPC

ARAMIS; NEJM, 
Feb. 14,2019

0 43

Phase III 
Updated 
Results

Regeneron/Bayer Eylea (a�ibercept) Diabetic Retinopathy

PANORAMA 
(w/o DME); 
Reduced 
Severity, 
Complications

0 100

Phase III 
Updated 
Results

Astellas Pharma/P�zer Xtandi (enzalutamide) Prostate Cancer, 
mCSPC

ARCHES; 
Delayed 
Progression

0 100

Phase III 
Updated 
Results

Bristol-Myers Squibb Opdivo (nivolumab) Renal Cell Cancer

CheckMate 214 
(w/Ipilimumab);  
Survival 
Bene�ts Long-
Term

0 100

Phase III 
Updated 
Results

P�zer Inc. Inlyta (axitinib) Plus Keytruda 
(pembrolizumab)

Renal Cell Cancer, First-
Line

KEYNOTE-426; 
Improved OS, 
PFS, ORRs

0 100

Phase III 
Updated 
Results

Ultragenyx/Kyowa Kirin Crysvita (burosumab) X-Linked 
Hypophosphatemia

CL301 - PIXLES 
(Pediatric); 
Improved 
Symptoms

0 100

Phase 
II/III 
Updated 
Results

Catalyst Biosciences, 
Inc. marzeptacog alfa Hemophilia A and B 

MAA-201; 
Reduced Bleed 
Rate, Bleeding 
Days

0 30

Phase III 
Top-Line 
Results

Agile Therapeutics, 
Inc.

Twirla 
(levonorgesterl/ethinylestradiol) Contraception

Comparative 
Wear Study (vs. 
Xulane);  
Showed Non-
Inferior 
Adhesion

0 78

Phase III 
Top-Line 
Results

Gilead Sciences, Inc. selonsertib Non-Alcoholic 
Steatohepatitis

STELLAR 4; 
Missed Primary 
Endpoint

-17 47

Phase III 
Top-Line 
Results

Boehringer 
Ingelheim/Lilly Tradjenta (linagliptin) Diabetes Mellitus, Type 

II

CAROLINA (CV 
Safety); Met 
Primary 
Endpoint

0 100

Phase III 
Top-Line 
Results

Vertex 
Pharmaceuticals Inc. Symdeko (tezacaftor/ivacaftor) Cystic Fibrosis,

Pediatric
Met Primary 
Endpoint 0 100

Phase III 
Top-Line 
Results

Lundbeck/Otsuka Rexulti (brexpiprazole) Bipolar I Disorder

Manic 
Episodes; 
Missed Primary 
Endpoint

0 51

Phase III 
Trial 
Initiation

Johnson & Johnson Zejula (niraparib) Prostate Cancer, 
mCRPC

MAGNITUDE; 
Plus Zytiga and 
Prednisone

25 39

Phase III 
Trial  
Initiation

Merck & Co., Inc. Keytruda (pembrolizumab) Prostate Cancer

KEYNOTE-921 
(Plus 
Docetaxel, 
Prednisone); 
KEYLYNK-010 
(Plus Olaparib); 
KEYNOTE-641 
(Plus 
Enzalutamide)

0 37

Phase III 
Trial  
Initiation

Summit Therapeutics 
plc ridinilazole Clostridium di�cile-

Associated Diarrhea

Ri-CoDIFy 1, 2 
(vs. 
Vancomycin);  
Aims To Show 
Superiority

34 66

Phase III 
Trial 
Initiation

RegeneRx 
Biopharmaceuticals RGN-259 Dry Eye 

ARISE-3 (US); 
Preservative 
Free

0 45

Phase 
II/III Trial  
Initiation

Sarepta 
Therapeutics/Lysogene LYS-SAF302 gene therapy Mucopolysaccharidosis 

IIIA

AAVance; Via A 
One-Time AAV 
Vector

38 62

Event 
Stage

Lead 
Company/Partner Drug Name Indication Comments

Change 
To LOA 
(%)

LOA 
(%)

Approvals
Search

Approval Novartis AG Egaten 
(triclabendazole) Fascioliasis US Liver Fluke 

Infestation

Approval AstraZeneca/FibroGen roxadustat Anemia Due to Chronic Renal 
Failure, Dialysis-Independent China Chronic Disease

Supplemental 
Approval

Bristol-Myers Squibb 
Company Sprycel (dasatinib) Acute Lymphocytic Leukemia EU

With Chemo In 
Pediatric 
Patients

Supplemental 
Approval 

Takeda/Seattle 
Genetics

Adcetris 
(brentuximab 
vedotin)

Hodgkin's Lymphoma EU
With Chemo In 
Stage IV 
Disease

Approval for 
sNDA/sBLA

Johnson & 
Johnson/Genmab

Darzalex 
(daratumumab) Multiple Myeloma US Split-Dosing 

Regimen

Event Stage Lead 
Company/Partner Drug Name Indication Country Comments
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P R I C I N G

Bruised Roche Wins Another UK Perjeta Round With 
Price Cut
JO SHORTHOUSE joanne.shorthouse@informa.com

After months of price negotiations, the UK’s National Insti-
tute for Health and Care Excellence has recommended 
Roche’s recombinant monoclonal antibody Perjeta (pertu-

zumab) for a new breast cancer indication, but the Swiss major 
has had to give ground on price, offering NHS England a better 
deal on the drug.

The agency is now recommending Perjeta, in final draft guid-
ance, for use in combination with Herceptin (trastuzumab) and 
chemotherapy for early HER2-positive breast cancer for people 
who have had surgery for their breast cancer and whose disease 
has already spread to their lymph nodes.

In a statement, NICE said “evidence shows that adding pertu-
zumab to trastuzumab and chemotherapy after surgery (adjuvant 
use) increased the proportion of people whose disease didn’t 
spread.” However, it made a point to temper any excitement on 
survival rates for those using Perjeta, adding that there is a “lack of 
evidence on how long, if at all, adding pertuzumab might increase 
the overall length of time people live.”

Richard Erwin, Roche’s general manager, said the company was 
“delighted” that patients in England and Wales are some of the 
first countries in the world to get routine access to Perjeta in the 
adjuvant setting, and that it had been working “closely” with NICE 
to gain market access.

After discussions, Roche proposed an improved discount to the 
price of pertuzumab, said NICE. The company also submitted a re-
vised economic model which included only people whose disease 
had spread to their lymph nodes, with the previous draft guidance 
including people who cannot have treatment with hormonal ther-

apy, as well as using the committee’s preferred, more conservative, 
estimates of how long treatment benefit with pertuzumab will last. 

The result of these negotiations is a cost-effectiveness estimate 
below £20,000 per quality-adjusted life year (QALY) gained. Roche 
would not be drawn on the final discounted price for Perjeta, 
which costs £2,395 per 420mg vial.

NICE estimates there are 2,700 people that could benefit from 
Perjeta in the latest approval subgroup. In terms of how long a pa-
tient should expect to be prescribed Perjeta, a Roche spokesman 
told Scrip that in the adjuvant setting, Perjeta “should be adminis-
tered in combination with trastuzumab for a total of one year (up 
to 18 cycles or until disease recurrence, or unmanageable toxic-
ity, whichever occurs first) as part of a complete regimen for early 
breast cancer and regardless of the timing of surgery”. 

Meindert Boysen, director of the Centre for Health Technology As-
sessment at NICE said: “We’re pleased that we’ve been able to work 
with the company to address the uncertainties of pertuzumab as 
a treatment for early HER2-positive breast cancer. Their response 
means that people who have a high risk of their cancer returning 
now have a new treatment option that could reduce the risk of 
that happening.” The discounted price for Perjeta in the adjunct set-
ting will mean that the price in all settings recommended by NICE 
will have to follow suit, highlighted Tijana Ignjatovic, Datamonitor 
Healthcare’s senior director of trends and market access. “There can 
only be one price for a drug routinely commissioned by the NHS so 
this would lower the net price across all of Perjeta’s uses,” she said.  

To read the rest of this story go to:  https://bit.ly/2NeAQfb
Published online 15 February 2019
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A P P O I N T M E N T S

Company Move
Search

Markus 
Dangl

Achilles 
Therapeutics Chief Scienti�c O�cer Medigene AG Senior Vice President, Research and 

Non-clinical Development 12-Feb-19

Chip Baird bluebird bio Chief Financial O�cer
Amicus 
Therapeutics 
Inc

Chief Financial O�cer 11-Feb-19

Hanzhong 
Li

Eureka 
Therapeutics

Senior Vice President, 
Corporate Development

Ascentage 
Pharma Group Chief Financial O�cer 11-Feb-19

Mark Platt Recombinetics Chief Executive O�cer Trane Inc Executive Sales Leader 11-Feb-19

Erkan 
Baloglu resTORbio Inc Vice President, Drug Discovery 

and Medicinal Chemistry
Karyopharm 
Therapeutics Executive Director, Discovery 6-Feb-19

Martin 
Kunz

Twist 
Bioscience

Senior Vice President, 
Operations

Euro�ns 
Genomics US President 7-Feb-19

Executive To Company New Role From 
Company Previous Role Effective 

Date

Promotion
Search

Joao 
Siffert

Abeona 
Therapeutics Inc

Chief Executive O�cer, Chief 
Medical O�cer, Head, Research 
and Development

Interim Chief Executive O�cer, Chief Medical 
O�cer, Executive Vice President and Head of 
Research and Development erapeutics Inc

11-Feb-19

Brian R. 
DiDonato

Achillion 
Pharmaceuticals 
Inc

Chief Financial O�cer and 
Senior Vice President

Vice President, Investor Relations and Corporate 
Communications 11-Feb-19

Anne Marie 
Law

Alexion 
Pharmaceuticals 
Inc

Chief Patient and Employee 
Experience O�cer

Executive Vice President, Chief Human Resources 
O�cer 12-Feb-19

Aradhana 
Sarin

Alexion 
Pharmaceuticals 
Inc

Chief Strategy and Business 
O�cer

Senior Vice President, Business and Corporate 
Development 12-Feb-19

Adesh Kaul
Basileas 
Pharmaceutica 
Ltd

Chief Financial O�cer Chief Corporate Development O�cer 10-Apr-19

Jason F. 
Cole bluebird bio Chief Operating and Legal 

O�cer Chief Legal O�cer 11-Feb-19

Jeffrey T. 
Walsh bluebird bio Chief Strategy O�cer Chief Financial and Strategy O�cer 11-Feb-19

Fabian 
Raschke

Grunenthal 
GmbH Chief Financial O�cer Head, Group Controlling 1-Feb-19

Rodolphe 
Obeid IntelGenx Corp Vice President, Operations Senior Director, Operations 7-Feb-19

Sheila 
Wilson

Proteostasis 
Therapeutics Inc Chief Operating O�cer Vice President, Clinical Operations 5-Feb-19

Ameet 
Nathwani Sano�

Chief Digital O�cer, Chief 
Medical O�cer and Executive 
Vice President

Chief Medical O�cer and Executive Vice President 12-Feb-19

Matthew 
Henn

Seres 
Therapeutics Inc Chief Scienti�c O�cer Senior Vice President, Head, Drug Discovery and 

Bioinformatics 7-Feb-19

Patrick 
Weiss

Twist 
Bioscience

Senior Vice President, Research 
and Development and General 
Manager, Data Storage

Vice President, Operations 7-Feb-19

Executive To Company New Role Previous Role Effective 
Date

Director
Search

Robert F. Carey AIT Therapeutics Inc Director 11-Feb-19

Rajesh Chopra Artios Pharma Ltd Non-Executive Director 11-Feb-19

Jamieson Bondarenko BriaCell Therapeutics Corp Director 12-Feb-19

Phyllis Gardner CohBar Inc Director and Member, Audit Committee 11-Feb-19

David T. Scadden Editas Medicine Inc Director and Member, Science and Technology 
Committee 16-Feb-19

Artur Gabor Helix BioPharma Corp Director 8-Feb-19

David E. Cohen Kadmon Holdings Inc Director 7-Feb-19

Binxian Wei Neuralstem Inc Director 11-Feb-19

Christian Schetter OMEICOS Therapeutics 
GmbH Independent Director 11-Feb-19

Thomas F. Bumol Omeros Corp Director 12-Feb-19

Jacob Tolstrup Pharmacosmos AS Chairman 8-Feb-19

Emmanuel Dulac Proteostasis Therapeutics 
Inc Director 6-Feb-19

Kim Cobleigh Drapkin Proteostasis Therapeutics 
Inc Director 6-Feb-19

Cathrin Petty Recordati SpA Director 5-Feb-19

Flemming Ornskov Recordati SpA Chairman 5-Feb-19

Giampiero Mazza Recordati SpA Director 5-Feb-19

Javier De Jaime Guijarro Recordati SpA Director 5-Feb-19

Jo Le Couilliard Recordati SpA Director 5-Feb-19

Silvia Candini Recordati SpA Director 5-Feb-19

Soren Vestergaard-
Poulsen Recordati SpA Director 5-Feb-19

Drew Lanza Valitor Inc Director 1-Feb-19

Walter Moos Valitor Inc Director 1-Feb-19

Vinod Thourani Z-Medica LLC Director 11-Feb-19

Executive To Company New Role Effective 
Date

Advisor
Search

Gerd Schnorrenberg Facio Therapies Scienti�c Advisory Board Member 11-Feb-19

Ethan Shevach NextCure Inc Scienti�c Advisory Board Member 12-Feb-19

Lieping Chen NextCure Inc Chairman, Scienti�c Advisory Board 12-Feb-19

Mario Sznol NextCure Inc Scienti�c Advisory Board Member 12-Feb-19

Stephen Miller NextCure Inc Scienti�c Advisory Board Member 12-Feb-19

Executive To Company New Role Effective Date

Other
Search

Erik Bjork Medivir AB Chief Financial O�cer 7-Feb-19 Resignation

Lui Franciosi Veritas Pharma Inc Chief Executive O�cer, President and Director 11-Feb-19 Resignation

Executive From Company Previous Role Effective Date Move Type

scripintelligence.com
mailto:joanne.shorthouse@informa.com
https://bit.ly/2NeAQfb
https://bit.ly/2oHWRYn
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