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Roche Says MS Drug Ocrevus 
Launch Its ‘Best So Far’
STEN STOVALL sten.stovall@informa.com

Strong product launches and contin-
ued good performances by its three 
legacy oncology drugs let Roche un-

veil third-quarter sales that beat market 
forecasts and gave the Swiss drug maker 
added confidence it can grow through the 
looming wave of biosimilar competition 
to old blockbusters like MabThera/Ritux-
an (rituximab) and Herceptin (trastuzumab).

CEO Severin Schwan singled out one 
drug in particular when presenting Roche’s 
latest quarterly results on Oct. 17: its multi-
ple sclerosis therapy Ocrevus (ocrelizumab), 
describing it as “the most successful launch 
in the history of Roche.”

The company also said it would con-
tinue to engage with US President Trump’s 

administration over healthcare reform, say-
ing it had already “put its money where its 
mouth is” by discounting prices of recent 
drug launches there.

MIX OF OLD AND NEW DRUGS
The Swiss group’s newest MS drug, which 
launched 18 months ago in the US, joined 
forces in the latest quarter with other 
new product launches like monoclonal 
antibody Perjeta (pertuzumab), antibody-
drug conjugate Kadcyla (ado-trastuzum-
ab emtansine), anti-CD20 antibody Ga-
zyva (obinutuzumab), second-generation 
ALK inhibitor Alecensa (alectinib), PD-L1 
inhibitor Tecentriq (atezolizumab) and he-
mophilia therapy Hemlibra (emicizumab) 

to generate 20% of pharma sales during 
the latest quarter and “90% of the revenue 
growth,” Schwan said.

The combination of legacy drugs and 
new therapies allowed Roche to deliver 
pharma sales of CHF13,969m ($14.1bn), 
representing growth of 7% year on year at 
constant exchange rates.

The performance builds on the com-
pany’s half-way results performance 
unveiled in July and allowed Roche to 
reconfirm its full-year guidance for mid-
single-digit sales growth and mid-teens 
core EPS growth at constant exchange 
rates.  (Also see “Roche Says New Drugs Can 
Allow Safe Navigation Despite Biosimilar 
Threats” - Scrip, 26 Jul, 2018.)

OCREVUS LAUNCH LAUDED
The CEO chose to underscore the quarterly 
performance of MS drug Ocrevus during a 
conference call with journalists.

The drug, launched in the US in March 
2017, is now the number one prescribed 
treatment for patients starting a new MS 
therapy in the country. 

“The treatment has now been provid-
ed to over 70,000 people and sales have 
reached almost CHF1.7bn for the first nine 
months,” CEO Schwan told a media confer-
ence call, adding: “Ocrevus will achieve over 
CHF2bn in the first full year after launch. This 
is the most successful launch in the history 
of Roche.”  

The drug has 12% market share in the 
US and the launch trajectory seen in the 
US is expected to be mirrored in Europe, 
where it was approved in January this 
year.  (Also see “All Systems Go as Roche MS 
Drug Ocrevus Secures EU Okay At Last” - 
Scrip, 12 Jan, 2018.)

Schwan said the drug’s commercial 
and therapeutic success “really comes 

CONTINUED ON PAGE 4
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This week’s stories have been dominated by ESMO, 
from dazzling progression-free survival data on As-
traZeneca’s Lynparza in ovarian cancer to Roche’s 
Tecentriq making a real difference in a PD-L1 positive 
triple-negative breast cancer. Check out Scrip’s on-the-
ground reporting inside (p11-14); there will be more 
follow-up coverage in coming issues.

We also bring you updates from the first batch of big 
pharma companies to report their third-quarter results. 
Figures reported by Roche, Novartis and Johnson & 
Johnson show that the incursion of biosimilars has yet 
to make a significant impact: Roche was bullish about 
the ability of new drugs, notably Ocrevus for multiple 
sclerosis, to carry it through the impending impact of 
patent expiry of its older biological blockbusters, while 
J&J’s discounting and rebate tactics have enabled it to 

cede very little market share in the infliximab market de-
spite the availability of biosimilars in the US. Novartis’s 
generics and biosimilar business Sandoz, on the other 
hand, failed to grow its biosimilar business sufficiently 
to offset pricing pressure on its US generics portfolio.

Meanwhile, the contrast between the US pharmaceu-
ticals market and the EU is brought into relief by two 
recent developments, namely, the competing drug price 
transparency policies proposed by PhrMA and HHS 
which would see consumers given access to information 
about the price of a drug being advertised DTC (p18), and 
the confidential reimbursement deal that has been agreed 
between Vertex and the Danish authorities for its cystic 
fibrosis drugs (p23). While pricing is moving towards in-
creased transparency in the world’s most expensive phar-
ma market, in Europe it remains shrouded in secrecy.
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A Long March After Approval: What You Need To 
Launch Orphan Drugs In China
https://bit.ly/2R4AwjU

Without automatic reimbursement in place, makers of orphan 
and rare disease drugs must look at innovative alternative ways 
to make their high-priced new therapies accessible to patients 
in China.

BMS, Compugen Pursue Multiple Checkpoint 
Inhibitions In Antibody Collaboration
https://bit.ly/2Jd2FCL

Bristol-Myers Squibb is teaming up with Compugen to test the 
latter’s investigational antibody that targets a new checkpoint, 
PVRIG, in combination with its own antibody Opdivo. Combined 
inhibition of checkpoint mechanisms, such as PVRIG and TIGIT, 
is also on the cards for the future.

Not To Be Sniffed At: Dupixent Success In 
Rhinosinusitis Could Open Up Large Additional Market
https://bit.ly/2q6wXhH

On the brink of an expanded US approval for asthma, Sanofi/
Regeneron’s interleukin-4 receptor blocker Dupixent has 
produced positive topline Phase III data in a lucrative third 
indication, rhinosinusitis with nasal polyps.

Lupin Gears For Europe Specialty Push With  
Orphan NaMuscla
https://bit.ly/2z1fjQq

Lupin’s rare disease drug, NaMuscla, has been recommended 
for marketing authorization in Europe – a key milestone for the 
firm as it shapes its play in the specialty segment. The company 
may consider taking NaMuscla to other markets such as Japan 
as well and also add assets to its neuroscience portfolio.

Chugai May Not Win Race For $500m Neuromyelitis 
Optica Market, But May Best Soliris On Ease Of Use
https://bit.ly/2CzD5GG

While Chugai’s satralizumab may not be odds on to win the race 
for approval, it may beat Alexion’s Soliris on ease of use with a 
regimen of subcutaneous application once a month versus 
Soliris’ fortnightly IV.

Deal Watch, Licensing & Alliances: Amgen Places 
$66m Bet On Genetic Sequencing
https://bit.ly/2R8XaaV

Already partnered with Oxford Nanopore through its acquisition 
of deCODE Genetics, Amgen invests in the UK biotech to enhance 
its genomic capabilities. Aclaris licenses dermatology product 
Rhofade from Allergan. Other recent licensing and alliance deals... 

exclusive online content
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down to the benefit/risk profile of this 
medicine.”

“If you look at the traditional treatment 
pattern in Ocrevus, typically patients 
would start with less efficacious medicines 
with a very good side-effect profile and 
then later on patients used to take medi-
cines which were more efficacious but 
had more side-effects. What is special with 
Ocrevus is that it is very, very efficacious 
while at the same time has a very good 
side-effect profile. This combination really 
triggers a paradigm shift in the treatment 
in multiple sclerosis in that now doctors 
use a biologic like Ocrevus in patients at 
a much earlier stage. That’s why we’re see-
ing such a high demand both from pa-
tients and physicians.”

The head of Roche’s pharma division 
Daniel O’Day said the “return rate” of MS 
patients for treatment with Ocrevus has 
been “as expected”, and added that “the 
convenience of only coming twice a year 
for treatment and the efficacy and toler-
ability profile of this medicine make it even 
more likely that we’ll get patients to return.”

HELPING US HEALTHCARE 
REFORM
O’Day said Roche understood the rationale 
behind moves by the US administration to 
reform the provision of healthcare there.

“We understand and appreciate the health-
care system in the US is in need of changes 
and adjustments to be able to accommodate 
the changing nature of the patient popula-
tion in the United States,” he told journalists. 

“We’re a part of that solution by providing 
transformational medicines and are work-
ing with the current administration on ideas 
around some of their reform programs and 

doing so not only through an active dia-
logue; we have shown through action that 
we’re thoughtful about the pricing of our 
new medicines.”

He said Roche had been pricing new 
medicines lower than existing ones. “The 
last seven medicines launched in the Unit-
ed States have actually been priced at or 
less than the medicines that they’ve been 
shown to provide a significant difference to. 
This is important, because we feel that our 
medicines are only really effective if they get 
to the patients in need.”

“So we want to roll up our sleeves here 
and work with the administration to find 
new and innovative ways to get these trans-
formational medicines to patients. We cer-
tainly think that in the coming months and 
years that dialogue will continue and Roche 
will be a part of it.”

The last seven products launched by 
Roche in the US are idiopathic pulmonary 
fibrosis drug Esbriet (pirfenidone), Alecensa, 
BRAF inhibitor Cotellic (cobimetinib), BCL-2 
inhibitor Venclexta (venetoclax), Tecentriq, 
Ocrevus and Hemlibra.  

Published online 19 October 2018

CONTINUED FROM COVER

‘Ocrevus will achieve over 
CHF2bn in the first full year 
after launch. This is the 
most successful launch in 
the history of Roche’ 
– Severin Schwan

Eight Things To Know From Novartis’ Third Quarter Call 
JESSICA MERRILL jessica.merrill@informa.com

News of Novartis AG’ $2.1bn acquisition of Endocyte Inc., 
and the company’s corresponding expansion into radiophar-
maceuticals, dominated much of the discussion during the 

drug maker’s third quarter earnings call Oct. 18. But the company’s 
plate is chock full, with several high-profile drug launches underway. 

The company provided updates on a number of commercial-
stage drugs, including Cosentyx (secukinumab), Kymriah (tisagen-
lecleucel), Kisqali (ribociclib) and Aimovig (erenumab), as well as 
announcing regulatory news on its late-stage pipeline candidates, 
the gene therapy AVXS-101 and canakinumab for cardiovascular risk 
reduction. Here are eight takeaways beyond the Endocyte deal from 
the conference call: 

COSENTYX SALES BOOMING:
The company’s big near-term growth driver, Cosentyx appears to be 
on solid footing. Sales of the IL-17A inhibitor for psoriasis and psori-
atic arthritis grew 37% in the quarter to $750m, despite competition 
from Johnson & Johnson’s IL-23 blocker Tremfya (guselkumab). The 
psoriasis category is particularly competitive and successful con-
tracting negotiations with payers for 2019 will be critical. “We’re a sig-
nificantly larger asset than we were this time last year when we went 
into this, and so we have more leverage,” Pharmaceuticals CEO Paul 
Hudson said. “I’m comfortable with the outlook for us as we transition 
into next year.” 

KYMRIAH MANUFACTURING HIT SALES:
Sales of Novartis’ chimeric antigen receptor T-cell (CAR-T) therapy 
Kymriah were $20m, held back by an ongoing manufacturing issue 
first reported during the Q2 call. Oncology CEO Liz Barrett said the 
sales were above expectations, given the manufacturing setback. “It’s 
hard to tell where we would be if we didn’t have the challenges, but 
I think that what we’ve seen is that centers have continued to order 
Kymriah despite this,” she said. Novartis announced investments in 
the production of cell and gene therapies in Stein, Switzerland and 
a collaboration with Cellular Biomedicine Group to manufacture and 
supply Kymriah in China as it looks to resolve the situation.

AIMOVIG LAUNCH OFF AND RUNNING:
The launch of the new CGRP inhibitor Aimovig for migraine, partnered 
with Amgen Inc., is getting off the ground in a fiercely competitive 
field. Novartis and Amgen had a very small lead in the market with 
Aimovig behind competitors Teva Pharmaceutical Industries Ltd. 
(Ajovy) and Eli Lilly & Co. (Emgality) and focused heavily on free tri-
als initially. The company isn’t providing any update on conversion to 
commercial product yet. “We wanted to make sure patients got to try 
it. It wasn’t about coverage or commercial insurance. It was about trial,” 
Hudson said. The companies secured formulary access and a value-
based reimbursement deal for Aimovig with Express Scripts Holding 
Co., which announced it will also cover Emgality but exclude Ajovy.

mailto:jessica.merrill@informa.com
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KISQALI SALES UNDERWHELM:
Sales of the CDK4/6 inhibitor Kisqali were $72m, not a standout 
performance for a drug competing in a big breast cancer cate-
gory one year post-launch. Pfizer Inc.’s first-in-class drug Ibrance 
(palbociclib) generated more than $3bn in 2017. Both drugs, 
along with Lilly’s Verzenio (abemaciclib) are approved for hor-
mone receptor-positive (HR+), human epidermal growth factor 
receptor (HER2-) advanced or metastatic breast cancer, but so far, 
Pfizer has held onto its strong lead.

A CRL FOR CANAKINUMAB:
Novartis announced that it received a complete response letter from 
the US FDA related to a supplementary biologics license application 
for canakinumab for cardiovascular risk reduction. The commercial 
future of the drug, already marketed as Ilaris for rare disease indica-
tions, was uncertain in CV disease after clinical trial data showed only 
a modest benefit in a broad group of patients, but the company had 
been hoping to target it to a subgroup of patients with high levels of 
inflammation. “We presented our case to the FDA. The FDA has asked 
additional questions and has requested additional data with respect 
to the responder population, and we’re evaluating now what would 
be the appropriate next steps,” CEO Vasant Narasimhan said.

ALL EYES ON GENE THERAPY:
There is a big potential launch opportunity on the horizon for Novartis, 
and it could be the company’s first wholly-owned gene therapy: AVXS-
101 for the pediatric rare disease spinal muscular atrophy (SMA). The 
company announced it had filed the intravenous therapy in the US, EU 
and Japan for Type 1 SMA based on early Phase I data and is hoping to 
launch in the middle of 2019. The company said it is on track to meet 
the demand if and when it is approved, and as it works towards devel-

oping the gene therapy for other types of SMA. The I.V. formulation has 
been tested in infants 9 months and under; an intrathecal formulation 
is in development for older children. The drug would compete against 
Biogen Inc.’s blockbuster Spinraza, which is not a one-time treat-
ment. Novartis spent $8.7bn on the acquisition of AveXis Inc. to gain 
the drug, so there is a lot riding on a successful launch. The company 
partnered with Spark Therapeutics Inc. to launch the gene therapy  
Luxturna for inherited blindness outside the US.

GENERIC PRICE EROSION PERSISTS FOR SANDOZ: 
US generic drugs have been under pressure. The trend continued for 
Sandoz in the third quarter, with sales of $2.4bn, down 6%, driven by 
an 8% price erosion decline, mainly in the US, though partially off-
set by volume growth of 4%. What Sandoz terms biopharmaceutical 
sales (largely biosimilars and complex generics) grew 21%, however, 
driven by Rixathon (rituximab) and Erelzi (etanercept) in Europe and 
Zarxio (filgrastim) in the US. “When you think about how we are go-
ing to drive Sandoz moving forward, a lot of it is about executing a 
strategy of transformation and shifting the focus to complex gener-
ics and biosimilars,” Narasimhan said. “We are well on our way to do 
that in the United States.”

GENERIC ADVAIR LAUNCH ON TRACK FOR 2019:
Sandoz said it believes it will be able to get a generic version of 
GlaxoSmithKline PLC’s asthma blockbuster Advair (fluticasone/sal-
meterol) to market in late 2019. Sandoz received a CRL from the FDA 
for its generic back in February and it’s racing with others, most no-
tably Mylan NV, to get to market. Mylan received a CRL initially too 
but responded in July and is expecting action from FDA sometime 
in October.  

Published online 18 October 2018

Novartis Tunes Into Radiopharmaceuticals With 
Endocyte Buy
KEVIN GROGAN kevin.grogan@informa.com

Novartis AG is ramping up in radiopharmaceuticals, buying 
US cancer specialist Endocyte Inc. for $2.1bn in a deal that 
builds on its acquisition of Advanced Accelerator Applica-

tions for $3.9bn last year. 
The Swiss major is paying $24 per share to get hold of Endocyte, 

representing a 54% premium on the closing price Oct. 17 of $15.56. 
The deal value represents a real windfall for Endocyte, given that 
the company only acquired the therapy at the center of the deal 
– a promising late-stage prostate cancer therapy – a year ago from 
Germany’s ABX GMBH and paid a mere $12m upfront. The drug 
in question is Lu-PSMA-617, a potential first-in-class radioligand 
therapy which is being developed for the treatment of metastatic 
castration-resistant prostate cancer (mCRPC). The therapy targets 
the prostate-specific membrane antigen (PSMA), which is present 
in the majority of patients with mCRPC.

The acquisition highlights Novartis’ growing emphasis on radio-
pharmaceuticals as a new platform. During the company’s same-

day third quarter sales and earnings call CEO Vas Narasimhan said, 
“we are on a journey to focus our company on being a medicines 
company.” He highlighted the company’s focus on three “ad-
vanced therapy platforms”: cell therapy, gene therapy and radio-
pharmaceuticals. 

Novartis has opened 
its wallet again for 

another bolt-on

scripintelligence.com
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Novartis dove into the field with the acquisition of AAA, which 
gave the company a drug that is now on the market, Lutathera. The 
product is off to a strong start, generating $56m in the first quarter, 
and Narasimhan said it has blockbuster potential. The early strength 
of Lutathera gave Novartis confidence on completing the Endocyte 
deal and the valuation. 

“Seeing the strength of the performance in Lutathera, feeling now 
that it’s a potential blockbuster medicine, seeing it outperform our 
deal case, is part of the rationale when we come to the Endocyte 
deal for the confidence we have in taking the step to acquire Endo-
cyte,” Narasimhan said.

BREAKING INTO PROSTATE CANCER
The acquisition gives Novartis a near-term opportunity to move 
into prostate cancer. The drug is currently being studied in a 
Phase III study called VISION in patients with metastatic castration-
resistant prostate cancer (mCRPC). In a Phase II study, 50 patients 
with PSMA-positive mCRPC treated with Lu-PSMA-617 showed a 
median prostate specific antigen progression-free survival of 7.6 
months, while median overall survival for the first cohort of 30 pa-
tients enrolled was 13.5 months. 

“We are also excited about the opportunity to break into the pros-
tate cancer arena with a near-term product that has the potential to 

make a meaningful impact for patients in great need of more op-
tions,” Novartis Oncology CEO Liz Barrett said in a statement.

Novartis has so far stopped short of integrating AAA, based in France, 
into the broader Novartis Oncology group, part of a strategic decision 
to build on the scientific platform. Scrip talked to AAA President Su-
sanne Schaffert at the American Society of Clinical Oncology (ASCO) 
meeting earlier this year about the expansion strategy.  Lutathera is ap-
proved for a relatively niche indication: somatostatin receptor-positive 
gastroenteropancreatic neuroendocrine tumors (GEP-NETs). 

As for Endocyte, when it acquired Lu-PSMA-617 in Oct. 2017, the 
deal with ABX included the $12m upfront, plus shares and up to 
$160m from regulatory and commercial milestone fees plus tiered 
sales royalties. At the time the deal was signed, the idea was to de-
velop a therapy which would compete with Bayer AG’s radiophar-
maceutical Xofigo (radium-223), which is approved for mCRPC.

Novartis’ offer, which has been unanimously approved by the board 
of directors of Endocyte, comes just a month after the Indianapolis-
based group closed a public offering of stock priced at $18.50 per 
share which brought in net proceeds of $188.7m. The amount that 
Novartis is now paying will also lead to some raised eyebrows among 
analysts, given that Endocyte’s market capitalization only 12 months 
ago was in the region of $110m.  

Published online 18 October 2018

J&J Pharma Growth Led By Oncology; Firm Tries To 
Assuage Zytiga Concerns
JOSEPH HAAS joseph.haas@informa.com

T he oncology franchise carried growth for Johnson & John-
son in the third quarter and continues to increase its promi-
nence for J&J’s pharmaceuticals business overall. But some of 

the cancer growth will be dimmed by potential generic competition 
to its prostate cancer blockbuster Zytiga. 

While Zytiga comprises about 5% of J&J’s pharmaceutical sales, ac-
cording to a Morningstar estimate, J&J reported its pharma segment 
growth still would have been roughly 6.6% without the product dur-
ing the third quarter, instead of 8.2%. But it was also a major con-
tributor to oncology franchise growth, and J&J did not clarify what 

that growth picture will look like without Zytiga.  (Also see “At J&J, 
Oncology Closes In On Immunology As The Leading Pharma Franchise 
“ - Scrip, 17 Apr, 2018.)

The cancer business led the way for pharmaceuticals, with 36.4% 
growth year-over-year to $2.59bn. Other franchises within the phar-
maceutical segment posted growth below 4% or declined from third 
quarter 2017. Immunology grew 3.9% to $3.99bn, pulmonary hyper-
tension rose 3.8% to $656m and infectious disease sales increased 
1.2% to $823m. Meanwhile, cardiovascular/metabolism/other prod-
ucts sales declined by 12.3% to $1.39bn, while neuroscience saw a 
slight drop-off of 0.5% to $1.49bn.

Zytiga posted worldwide sales of $958m on the quarter, a 43.2% in-
crease. US revenues for the prostate cancer therapy increased nearly 
50% to $527m year-over-year, while ex-US sales rose 36% to $431m. 
The product’s growth potential near-term is in question, however, 
because as many as 12 sponsors are lined up to launch abiraterone 
generics if a court ruling expected before the end of October doesn’t 
go J&J’s way.

Chief Financial Officer Joseph Wolk expressed confidence in the 
strength of Zytiga’s patent – which J&J says should offer protec-
tion against generic competition until 2027 – and talked up the 
pharma’s overall prescription drug portfolio as a hedge against ge-
nerics/biosimilars.

“We currently believe we are the holder of a strong [Zytiga] patent, 
and we plan to defend those rights,” he told an Oct. 16 investor call. 

mailto:joseph.haas@informa.com
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“We’re looking forward to the judge’s decision later this month. But … 
our growth even without Zytiga was very strong. There are some poten-
tially generic headwinds on the horizon. Should that, for some reason, 
put us below market … we’ve got 12 brands in pharmaceuticals that 
deliver better than $1bn in revenue, we can absorb that. So, we’re not 
in a situation where we’re going to take a year or two off from growth.”

REMICADE EROSION CONTINUES AT GRADUAL PACE
Equally of concern to investors has been the impact of biosimilars 
and sales erosion for J&J’s top-selling immunology drug Remicade 
(infliximab), which comprises about 6% of its pharmaceutical sales. 
The pharma has undertaken an aggressive approach of price dis-
counting and rebates with payers to keep customers on the brand, a 
tactic that has maintained infliximab market share for J&J, although 
revenue erosion continues to increase due to the discounting.

Remicade posted sales of nearly $1.38bn during the third quarter, 
down from the $1.65bn posted during the third quarter of 2017. The 
pharma’s infliximab market share declined slightly from the second 
quarter, falling from 94% to 93%, while the sequential revenue de-
cline increased to 16.3% from 13.7%.

Wolk estimated the product’s overall sales erosion this year at 
about 18% and predicted that J&J will continue to be competitive 
with the drug due to prescriber and patient preference. 

“I wouldn’t expect any kind of step change,” the exec said. “We con-
tinue to compete there. Most of that erosion is related to price. And 

we’re going to continue to do that because we know that that’s what 
patients and health care providers actually see as a product of most 
comfort. So, based on the safety and efficacy that we’ve demonstrat-
ed for a number of years and across all indications, we feel pretty 
strong that [Remicade] still has a very strong place in the market.”

Overall, the immunology franchise posted 3.9% growth for the 
quarter, with Stelara (ustekinumab) rising 16.5% to $1.31bn and Sim-
poni/Simponi Aria (golimumab) increasing 12.6% to $536m. Driving 
Stelara’s growth was its Crohn’s disease market share, up 75% year-
over-year, DelOrefice told the call.

Another highlight for the immunology unit was the $171m in sales 
for recently launched psoriasis drug Tremfya (guselkumab), which 
J&J Chairman Joaquin Duato talked up as part of its strategy for en-
during the gradual revenue erosion of Remicade. More than 25,000 
US patients already are on Tremfya therapy, which has taken 5.8% 
market share in psoriasis to date, DelOrefice said.

In a same-day note, BMO analyst Wuensch predicted that Trem-
fya will continue its sales growth, noting that J&J has Phase III la-
bel-extension studies underway with the drug in psoriatic arthritis 
and Crohn’s.

Also discussed on J&J’s earnings call were the dual policies on drug 
price disclosure in direct-to-consumer TV advertising issued by HHS 
and PhRMA on Oct. 15. J&J’s Wolk supported the “spirit” of the HHS 
policy but asserted that PhRMA offered a better approach.  

Published online 16 October 2018

Dupixent Approved For Severe Asthma With Broader 
Label Than Other Biologics
JESSICA MERRILL jessica.merrill@informa.com

Sanofi/Regeneron Pharmaceuticals 
Inc.’s IL-4/IL-13 inhibitor Dupixent (du-
pilumab) was approved by the US FDA 

for a new indication, moderate-to-severe 
asthma, with a broad label that will make 
the treatment tough new competition for 
other biologics approved for severe asthma. 

The FDA approved Dupixent Oct. 19 as 
an add-on maintenance therapy in patients 
with moderate-to-severe asthma aged 12 
years and older with an eosinophilic pheno-
type or with oral corticosteroid-dependent 
asthma. Other biologics approved for asth-
ma, including AstraZeneca PLC’s Fasenra 
(benralizumab),  GlaxoSmithKline PLC’s Nu-
cala (mepolizumab) and Teva Pharmaceuti-
cal Industries Ltd.’s Cinqair (reslizumab), are 
all IL-5 inhibitors approved for severe eosino-
philic asthma. Rochee’s Xolair (omalizumab) 
is the only other biologic approved for asth-
ma. It is approved for allergic asthma and has 
grown over many years into a blockbuster, 
having been on the market since 2003. 

The launch of four new biologics for asth-
ma in the span of three years is changing 
the treatment paradigm for patients with 
uncontrolled disease. The drugs are target-
ed to just a small subset of asthma patients, 
those roughly 10% of patients who are un-
controlled on current medications, oral cor-
ticosteroids and inhaled respiratory drugs. 
The new biologics also cost thousands of 
dollars more and are on payers’ radar.

But drug makers point to the high costs 
associated with severe asthma, including 
hospitalizations. While only about 10% of 
asthma patients have severe asthma, they 
account for roughly 50% of the costs associ-
ated with the disease. 

SAME PRICE FOR BOTH 
INDICATIONS
Dupixent launched at a wholesale acquisition 
cost of $37,000 annually in 2017 for a differ-
ent indication, atopic dermatitis. Sanofi and 
Regeneron worked with the Institute for Clini-

cal and Economic Review (ICER) on the pric-
ing strategy for Dupixent in atopic dermatitis 
ahead of the launch and landed on a price 
that many payers agreed was reasonable for 
a novel biologic in the category. Nonetheless, 
the drug has still faced market access chal-
lenges and restrictions from payers. 

Dupixent’s current WAC price will be the 
same for both indications. Sanofi and Regen-
eron have taken a small increase on the price 
of Dupixent since the launch. The price point 
is in line with other biologics for asthma, 
even if a bit higher. ICER, however, is in the 
midst of a value assessment reviewing bio-
logic drugs for asthma and found in a draft 
assessment that they do not meet common-
ly-cited cost effectiveness thresholds, with 
Dupixent being at the highest end. 

The FDA approval of Dupixent was based 
on a pivotal trial program enrolling 2,888 
adult and adolescent patients in three tri-
als. In the largest trial, Trial 2, Dupixent re-
duced exacerbations and improved lung 
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function in the overall population. Benefits 
in exacerbations were seen in patients with 
eosinophil counts greater than or equal to 
150 cells/microliter, which represented 70% 
of the patients enrolled. Efficacy improved 
in patients with higher eosinophil counts. 

The drug – like other biologics – has also 
been able to reduce oral corticosteroid use, 
an important benefit given the negative side 
effects associated with long-term corticoste-
roids. In Trial 3, oral corticosteroid-dependent 
patients were able to reduce average daily 
oral corticosteroid use by 70% compared to 
42% with placebo. More than half of patients 
treated with Dupixent were able to eliminate 
using oral corticosteroids altogether. 

All four of the newer biologics have other 
differences that could separate them on the 
market. Cinqair, for example, is dosed via 
intravenous infusion by a health care pro-
fessional over 20 to 50 minutes every four 
weeks, which has been viewed as a barrier 
to broad uptake, versus Fasenra and Nucala, 
which are administered via a faster subcu-
taneous injection. Nucala, which was first to 
market in 2015, is dosed every four weeks, 
while Fasenra, approved in 2017, is dosed 
every eight weeks. AstraZeneca views the 
longer dosing interval as a big advantage 
that could position as a market leader.

 Dupixent is available in two doses (200 
mg and 300 mg) given every other week via 
subcutaneous injection. It can be dosed in 
a clinic or at home. Dupixent is likely to be 
a fierce new rival to current biologics, but 
drug makers say there is room in the mar-
ket for multiple drugs, given that so few 
patients are currently treated with biologics. 

AstraZeneca US President Ruud Dobber, 
in an interview just ahead of the approval, 
played down the entrant of a new rival. “We 
always welcome competition or the simple 
reason that the competition will also work 
on market expansion,” he said. 

And he said he remains confident in 
Fasenra’s mechanism of action, which is tar-
geting eosinophils directly versus a broader 
pathway. “I think that is a very important dis-
tinction between the two products,” he said. 

Fasenra generated $86m in the first half 
of 2018, while Nucala generated £245m 
($320m) in the first half. Teva has not broken 
out sales of Cinqair. 

Sanofi and Regeneron have their sights 
set on a third future indication for Dupixent 
in chronic rhinosinusitis with nasal polyps.  

Published online 21 October 2018

Every Little Helps: Shire Product 
Advances Fortify Takeda’s Bid
ELEANOR MALONE eleanor.malone@informa.com

Regulatory progress for two late-stage 
Shire drugs may not on its own 
convince doubting Takeda Phar-

maceutical Co. Ltd. shareholders of the 
merits of the deal, but the positive news 
will be welcomed by the Japanese com-
pany’s management as it prepares for 
shareholder votes. 

A European positive opinion for Takhzyro 
(lanadelumab) that will help Shire PLC ex-
pand its empire in rare condition hereditary 
angioedema (HAE) comes just one day after 
a US FDA Advisory Committee unanimously 
endorsed the company’s prucalopride to 
treat chronic idiopathic constipation (CIC). 
The two drugs stand to win approval in their 
respective territories by the end of 2018.

The European Medicines Agency’s Com-
mittee for Medicinal Products for Human 
Use (CHMP), whose advice is usually fol-
lowed by a European Commission approval 
decision within 67 days, has issued a posi-
tive opinion recommending approval for 
Takhzyro to prevent recurrent attacks of 
HAE in patients aged 12 and over. The rec-
ommendation bringing European approval 
within sight follows US FDA approval of 
the monoclonal antibody in August.  (Also 
see “With Takhzyro Approval, Shire Could 
Reclaim HAE Prophylaxis Market From CSL 
Behring” - Scrip, 24 Aug, 2018.) The drug had 

enjoyed accelerated assessment in Europe 
because the CHMP considered it to be of 
major interest for public health.

Prucalopride, branded as Motegrity in 
the US, was approved as Resolor in the EU 
in 2009. It is not a major product for Shire. 
The application’s user fee date is Dec. 21, 
2018.  (Also see “Shire’s Motegrity: US FDA 

Panel Nod On CV Safety Comes With Concern 
About Neuropsych Events” - Pink Sheet, 18 
Oct, 2018.)

TAKHZYRO: A BLOCKBUSTER IN 
THE WINGS
Takhzyro’s likely approval in Europe will 
help Shire reinforce its position in the HAE 
market there. The US approval in August 
gave it the tool it needed to start to re-
establish its position after losing ground 
to CSL Behring following the July 2017 
approval of the latter’s Haegarda, a more 
conveniently dosed subcutaneous ver-
sion of its C1 esterase inhibitor, which has 
long been marketed in intravenous form 
in both the US and Europe under the 
brand name Berinert. Haegarda has been 
approved in several European countries 
and is awaiting approval in others, but it 
hasn’t been launched there yet.

While Takhzyro may cannibalize some 
of Shire’s own portfolio of HAE products, 

Lanadelumab is 
the icing on the 
Shire cake
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it is expected to result in net growth for the franchise overall, with 
analysts predicting the product will rapidly achieve blockbuster 
status and potentially reach new patients in the prophylactic HAE 
space. With once-monthly or twice-monthly dosing, Takhzyro will 
enable Shire to leapfrog back over CSL Behring in the convenience 
stakes, since Haegarda needs to be injected twice a week (and in 
higher volume). 

A monoclonal antibody, Takhzyro targets the enzyme kallikrein, 
which is chronically uncontrolled in HAE patients. Shire already mar-
kets a product that inhibits kallikrein – Kalbitor (ecallantide) – but the 
product had sales of just $67m in 2017 and has not been approved 
in the EU. 

Shire’s top-selling HAE drug had been Cinryze, an intravenous C1 
esterase inhibitor for use as prophylaxis, but in the first half of 2018 
sales of the product fell to $283m from $402m in the first half of 2017, 
while CSL Behring in August 2018 said Haegarda had taken around 
50% of the US HAE prevention market since its launch . 

To treat acute attacks, Shire sells Firazyr (icatibant), a bradykinin B2 
receptor inhibitor: sales grew to $417m in the first half, from $266m 
in the first half of 2017. 

The US accounts for the bulk of sales of both products, with first-
half 2018 ex-US sales of Cinryze totaling just $24m ($21m in H1 2017) 
and of Firazyr totaling $51m ($36m in H1 2017).

AN EXTRA $1BN IN HAE BY 2023
Deutsche Bank forecast in an Oct. 12 note that Takhzyro sales would 
reach $73m in 2018, ramping up to $304m in 2019 and reaching 
blockbuster status in 2021 with $1.1bn. It expects Cinryze to dip from 
$699m in 2017 to $540m in 2018, before recovering some ground 
but ultimately declining to $433m in 2021. Firazyr is also expected to 

decline. However, by 2023, Deutsche Bank expects Shire’s HAE port-
folio to book $2.4bn in sales in 2023, compared with $1.4bn in 2017.

Even more bullishly, BTIG analysts peg Takhzyro revenues at $70m 
in 2018 rising to $450m in 2019 and $1.1bn in 2020. In an Aug. 23 
note they said it “could be a game-changing treatment for hereditary 
angioedema” and that “the number of patients receiving prophylaxis 
treatment could double within the next three years with the launch 
of lanadelumab.”

Also in an Aug. 23 note, Jefferies analysts pointed out that around 
45% of HAE sufferers in the US and EU are undiagnosed, and high-
lighted previous Shire comments on the room for “significant market 
expansion via treating milder forms of the disease given the strong 
safety profile and significantly improved convenience of Takhzyro.” 

TAKEDA DEAL
With the US market representing by far the larger opportunity, to-
day’s positive opinion for Takhzyro is a minor boon, but every little 
helps as Takeda nears the moment of truth for its merger plan.

The Japanese big pharma is likely to receive antitrust regulatory 
approval for the acquisition of Shire in both the EU and Japan in No-
vember 2018, clearing the way for extraordinary general meetings 
of the companies’ shareholders to vote on the deal, which Takeda 
hopes to complete in the first half of 2019. Chinese and US regulators 
have already given the green light. 

Some Takeda family shareholders have expressed disapproval of 
the deal, but Takeda management has minimized the risk. According 
to an Oct. 15 note, Credit Suisse analysts’ view “is that the vocal fam-
ily holders who continue to oppose the deal hold only a very small 
stake, and are not influential.”  

Published online 20 October 2018

Pfizer Expands In Breast Cancer With US  
Talazoparib Approval
MARY JO LAFFLER maryjo.laffler@informa.com

T he US FDA approval of Pfizer Inc.’s PARP inhibitor Talzenna 
(talazoparib) for BRCA-mutated breast cancer gives Pfizer an-
other launch in a cancer where it already has extensive expe-

rience with its blockbuster Ibrance.
Approved for hormone receptor-positive, HER2-negative ad-

vanced or metastatic breast cancer, Ibrance (palbociclib) entered the 
market in 2015 and has been an anchor for Pfizer’s growth in oncol-
ogy. It holds a significant lead among the CDK4/6 inhibitors, over No-
vartis AG’s Kisqali (ribociclib) and Eli Lilly & Co.’s Verzenio (abemaci-
clib).  (Also see “CDK4/6 Inhibitor Market Snapshot: New Drugs Jockey 
For A Piece Of The Multi-Billion Dollar Pie” - Scrip, 19 Jun, 2018.)

Talazoparib is expected to be a more niche opportunity, at least 
initially, given the targeted nature of the indication. The PARP inhibi-
tor was part of Pfizer’s $14bn acquisition of Medivation Inc. in 2016, 
although it was hardly the focus of that deal, which centered around 
the blockbuster prostate cancer therapy Xtandi.

For a company looking to build a leading cancer portfolio, adding 
a poly (ADP-ribose) polymerase (PARP) inhibitor to the pipeline was 

a valuable gain. The PARP class is viewed as offering broad potential 
across different indications and as a combination partner. 

Breast cancer is the first indication for Talzenna, although it is also in 
Phase III for prostate cancer in combination with Xtandi or Johnson 
& Johnson’s Zytiga. Pfizer’s expansion plans for talazoparib include 
early triple-negative breast cancer and DNA damage repair-deficient 
prostate cancer, as well as combination use with its PD-L1 inhibitor 
Bavencio (avelumab), partnered with Merck KGAA, for solid tumors.  
(Also see “As A New Rival Approaches, PARP Makers Look To Carve Out 
Their Niche” - Scrip, 7 Jun, 2018.)

Talzenna cleared the FDA Oct. 16 for patients with deleteri-
ous or suspected deleterious germline BRCA-mutated (gBRCAm), 
HER2-negative locally advanced or metastatic breast cancer, as de-
tected by an FDA-approved test. Myriad Genetics Inc.’s BRACAnaly-
sisCDx, which was used in the pivotal trial, was cleared the same day 
for use as a companion diagnostic.

The pivotal EMBRACA trial enrolled patients with a known or sus-
pected deleterious gBRCA mutation who had received no more 
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than three prior chemotherapy regimens for locally advanced or 
metastatic disease, and who had received an anthracycline and/or a 
taxane in the neoadjuvant, adjuvant or metastatic treatment setting. 
The open-label trial randomized 431 patients who were treated with 
talazoparib or physician’s choice of chemotherapy. 

The talazoparib arm had a median progression-free survival, the 
primary endpoint, of 8.6 months versus 5.6 months for the chemo-
therapy arm (HR 0.54; 95% CI: 0.41, 0.71; p<0.0001). 

Labeling includes warnings and precautions for myelodysplastic 
syndrome/acute myeloid leukemia, myelosuppression, and embryo-
fetal toxicity. The most common (≥20%) adverse reactions of any 
grade were fatigue, anemia, nausea, neutropenia, headache, throm-
bocytopenia, vomiting, alopecia, diarrhea and decreased appetite.

BRCA1 and BRCA2 mutations account for 20%-25% of hereditary 
breast cancers and about 5%-10% of all breast cancers.

A CROWDED CLASS
Talzenna is the fourth PARP inhibitor to reach the market, but only 
the second approved for breast cancer – behind AstraZeneca PLC/
Merck & Co. Inc.’s Lynparza (olaparib). Tesaro Inc.’s Zejula (nirapa-
rib) and Clovis Oncology Inc.’s Rubraca (rucaparib) are approved for 
ovarian cancer, as Lynparza is as well.  

While Talzenna was approved based on a PFS benefit, AstraZen-
eca/Merck already have overall survival data for Lynparza. Although 

the Phase III OlympiAD study wasn’t powered to show a statistically 
significant effect on OS, the companies are able to point out that Lyn-
parza had a median OS of 19.3 months, compared to 17.1 months in 
patients on chemotherapy.  (Also see “Encouraging Survival Data For 
Lynparza in Metastatic Breast Cancer” - Scrip, 16 Apr, 2018.)

Pfizer is coming in at the low end of pricing, setting a $14,580 
per month price tag for Talzenna. Zejula’s monthly cost is roughly 
$17,700, while Rubraca is priced at approximately $16,500 and Lyn-
parza comes in around $16,200 per month. 

BRCA mutant breast cancer is also the frontrunning indication for 
AbbVie Inc.’s PARP inhibitor veliparib, which has already failed in triple-
negative breast cancer and prostate cancer.  (Also see “Veliparib Phase 
III Failures Strike Blow To AbbVie’s Oncology Strategy” - Scrip, 20 Apr, 2017.)

Medivation had played up talazoparib as being 50 times more 
potent in terms of trapping PARP than other members of the class. 
“Within the PARP category, Medivation’s talazoparib stands out, 
not only due to its favorable tolerability, drug dosing and conve-
nience profile, but in particular, due to its much greater ability to 
trap PARP protein on DNA than any other PARP inhibitor in devel-
opment,” former CEO David Hung said during a July 6, 2016, call. 
“Of all PARP inhibitor activities, PARP trapping appears to correlate 
best with cancer cell kill.” 

Pfizer expects Talzenna to be available in the US by the end of 
October.                                           Published online 16 October 2018

Merck & Co.’s Keytruda/Inlyta Combo Invades Kidney 
Cancer Territory
ALEX SHIMMINGS alex.shimmings@informa.com

PD-1/L1 competition is heating up 
in the new battleground of kidney 
cancer, as Merck & Co. Inc. an-

nounced its Keytruda (pembrolizumab) 
in combination with Pfizer Inc.’s tyrosine 
kinase inhibitor Inlyta (axitinib) has hit 
both overall and progression-free survival 
endpoints in the Phase III KEYNOTE-426 
study in first-line advanced/metastatic 
renal cell carcinoma. 

An interim analysis has revealed statisti-
cally significant and clinically meaningful 
improvements in OS and PFS, compared to 
sunitinib monotherapy, with the Keytruda 
plus Inlyta combination, Merck & Co. an-
nounced Oct. 18. Filings are planned.

Standard-of-care for the first-line had 
been Pfizer’s older tyrosine kinase inhibi-
tor (TKI) Sutent (sunitinib), although this has 
been upset by the demonstration of better 
OS for Bristol-Myers Squibb Co.’s PD-1 in-
hibitor Opdivo (nivolumab) plus its CTLA-4 
inhibitor Yervoy (ipilimumab) in the Check-
Mate 214 study. 

BMS received US approval in April for its 
IO combo for first-line treatment of patients 
with intermediate or poor risk advanced 
renal cell carcinoma based on the head-to-
head survival benefit over Sutent in Check-
Mate 214. That trial failed to show a PFS 
improvement, although analysts at Morgan 
Stanley said in an Oct. 18 reaction note that 
the trial assigned very little statistical power 
to PFS, and patients had intermediate/poor 
risk kidney cancer.

The Opdivo/Yervoy combo got off to 
a good start in the US, capturing a 30% 
share of new patients by the end of the 
second quarter, but was rejected by the 
EU’s CHMP due to the lack of an Opdivo 
comparator arm – an issue that could also 
come up for the Keytruda/Inlyta filing. A 
TKI combination with PD-1/L1 should 
have a safety advantage over the CTLA-4 
pairing, however, and could have a pric-
ing advantage as well.

It’s a blow to Exelixis Inc.’s TKI kidney 
cancer therapy Cabometyx (cabozantinib) 
too, though Morgan Stanley analyst Jeffrey 
Hung noted that the effect on Cabometyx 
is more muted as investors have already 
been assuming it will be used more in the 
second-line setting.

COMPETITION COMING
But the biggest competition is likely to 
come from another Inlyta/PD-1 pairing. The 
KEYNOTE-426 news comes just days before 
rival Merck KGAA and Pfizer are due to pres-

Keytruda will join 
an increasingly 

competitive market  
of PD-1/L1 therapies 

for RCC
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ent details of their JAVELIN Renal 101 study 
at the ESMO meeting in Munich on Oct. 21.

This tested a similar combo of the Ger-
man Merck’s PD-L1 inhibitor Bavencio (ave-
lumab), which is partnered with Pfizer, again 
with Inlyta and reported a PFS win in Sep-
tember, but the top-line data stopped short 
of showing an OS benefit. 

The Bavencio/Inlyta combination could 
have a commercial advantage, however, in 
that Pfizer owns both parts of the pair, and 
thus could control pricing to get preferential 
access for Bavencio/Inlyta. 

Merck & Co. is pressing the OS advan-
tage, however. While the full data are yet to 
be revealed, Merck Research Laboratories 
President Roger Perlmutter emphasized 
that this marked the first time that combi-
nation treatment with an anti-PD-1 therapy 
had achieved the dual primary endpoints of 
OS and PFS as first-line therapy in advanced 
renal cell carcinoma. 

The 861-patient KEYNOTE-426 study also 
met its key secondary endpoint of objective 
response rate (ORR), with significant im-
provements for the Keytruda+Inlyta combo 
compared with sunitinib monotherapy. 
Merck & Co. added that results for OS, PFS 
and ORR were consistent regardless of PD-
L1 expression and across all risk groups. The 
safety profile revealed no new concerns. 

Datamonitor Healthcare analyst Chris 
Mulligan commented to Scrip that as-
suming approval, Keytruda will join an in-
creasingly competitive market of PD-1/L1 
therapies for RCC. Not only is the Bavencio/
Inlyta combo likely to be filed soon, but 
also Roche’s combo of its Tecentriq (atezoli-
zumab) and Avastin (bevacizumab) should 
be submitted soon, “though based on data 
from the IMmotion 151 study this may be 
for PD-L1 positive patients,” he said. In ad-
dition to these, further combinations of 
Keytruda + Lenvima (lenvatinib), Opdivo + 
CB-839 and Opdivo + Cabometyx +/- Yer-
voy are in the pipeline. 

“With so much competition for the PD-1/
PD-L1 therapies in the first-line, the numeri-
cal data from this trial will be key to deter-
mining the combinations future success.,” 
Mulligan said. 

While the actual KEYNOTE-426 results 
will be presented at an upcoming medical 
meeting, analysts noted that the data must 
be strong to have met statistical significance 
on the first interim analysis.  

Published online 19 October 2018

Clovis In Pole Position To Be First 
PARP For Prostate Cancer
KEVIN GROGAN kevin.grogan@informa.com

Clovis Oncology Inc.’s PARP inhibi-
tor Rubraca is showing promise in 
prostate cancer, according to data 

released at this year’s ESMO conference, as 
the company hopes to steal a march on 
AstraZeneca PLC and Merck & Co. Inc.’s 
more established rival drug.

With the PARP inhibitor space in ovarian 
cancer becoming ever more competitive, 
and AstraZeneca’s Lynparza (olaparib) in-
creasingly dominating, data presented at 
ESMO in Munich this weekend suggest that 
a brighter future for Clovis’s Rubraca (ruca-
parib) may lie in prostate cancer. 

The US biotech caught the eye at ESMO 
with better than expected initial data from 
the ongoing Phase II TRITON2 trial of Rubra-
ca which showed a 44% confirmed objec-
tive response rate (ORR) in 25 patients with 
a BRCA1/2 mutation. In addition, a 51% 
prostate specific antigen (PSA) response 
rate was observed in 45 patients with a 
BRCA1/2 alteration.

Speaking to Scrip at ESMO, Clovis CEO 
Patrick Mahaffy put the results in context 
by noting that the  men in the study have 
been through a number of prior thera-
pies and just come through chemother-
apy with docetaxel. “They are expected to 
see a 15% response rate or three months 
of benefit, they have very few options 

available and they are not good ones, so 
to deliver a 44% response rate in a robust 
enough group of patients is real and we 
have not reached the median duration of 
response yet.”

He also stressed the importance of 
the PSA data, saying that “physicians live 

and breathe by PSA to see whether the 
disease is progressing or under control,” 
and it would be of great importance to 
patients if Rubraca gets the go-ahead in 
prostate cancer. 

The TRITON2 results were the basis 
for breakthrough therapy designation 
granted earlier this month by the FDA 
for Rubraca as monotherapy for patients 
with BRCA1/2 mutated metastatic castra-
tion-resistant prostate cancer who have 
received at least one prior androgen re-
ceptor (AR)-directed therapy and taxane-
based chemotherapy. Mahaffy noted that 
the trial is continuing to enroll and Clovis 
hopes to generate sufficient data to file 
for accelerated approval by the end of 
2019 or possibly early if enrollment goes 
well. This could mean that Clovis could 
potentially be the first company to have a 
PARP inhibitor to carry the prostate cancer 
indication on its label. Mahaffy told Scrip 
that “as far as we know, “ the firm is leading 
the race in that indication and that TRI-

Rubraca performed 
well in TRITON2 trial
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TON2 offers “by far the most robust dataset seen to date in pros-
tate cancer” in the PARP class. It is still too early to give any time-
line regarding a European submission. Mahaffy said Clovis will be 
speaking to regulators in the coming months but he believes that 
a comparative study may represent the best way forward for the 
prostate cancer indication in Europe.

Ahead of ESMO, Andrew Berens, an analyst at Leerink, issued a note 
saying that prostate cancer expansion “could add a unique dimension 
to the Clovis story.” He added that potentially gaining that first label ex-
pansion “could lead to preferential use as clinicians gain familiarity with 
PARP use in this population.”

Berens believes that Rubraca could enjoy around “40% peak pen-
etration into the addressable prostate cancer opportunity” repre-
senting a greater share than Tesaro Inc.’s rival PARP Zejula (nirapar-
ib)  (35%) or Lynparza (15%) by 2025. He forecast that an approval for 
Clovis could be worth $580m in peak sales for the prostate cancer 
indication alone.

After the data were presented, Berens wrote that the ORR in 
BRCA patients is likely to support an accelerated filing if the re-
sponses prove durable. Patients with BRCA 1/2 mutations repre-
sent about 13% of the prostate cancer market, he estimated, but 
pointed out that “no quantitative efficacy data were provided for 

the 40 patients with ATM mutations, which are fundamentally 
important to assess the size of the opportunity.” Mahaffy noted 
that the company is running several other studies in prostate 
cancer, including the Phase III TRITON3 trial looking at Rubraca in 
combination with Pfizer Inc. and Astellas’ Xtandi (enzalutamide) 
and Johnson & Johnson’s Zytiga (abiraterone) in men with ear-
lier stages of the disease. 

Clovis is looking at other indications, notably bladder cancer, and 
its program there includes the ATLAS Phase II study of Rubraca mono-
therapy in recurrent, metastatic bladder cancer and a mid-stage trial 
of the drug in combination with partner Bristol-Myers Squibb Co.’s 
checkpoint inhibitor Opdivo (nivolumab) in patients with locally ad-
vanced or metastatic bladder carcinoma who are ineligible for treat-
ment with cisplatin. Mahaffy added that the firm is also weighing up 
trials of Rubraca for pancreatic cancer.

As for further studies in ovarian cancer, the ARIEL4 Phase III con-
firmatory study of Rubraca is enrolling relapsed patients with BRCA 
mutations who have failed two prior lines of therapy. Also the first 
patients have been enrolled in the Phase III ATHENA trial looking at 
a combo with Opdivo in patients with newly diagnosed advanced 
ovarian cancer.  

Published online 22 October 2018

Stellar Survival Data For AZ’s Lynparza Hailed At ESMO
KEVIN GROGAN kevin.grogan@informa.com

Expectations were high going into ESMO for AstraZeneca PLC’s 
Lynparza (olaparib) and went through the roof at the Munich 
congress as stunning data from the SOLO-1 trial showed that 

maintenance therapy with the PARP inhibitor extended progres-
sion-free survival  (PFS) by three years in patients with advanced 
ovarian cancer.

AstraZeneca had already disclosed topline results from the trial 
which revealed that Lynparza, which is now partnered with Merck 
& Co. Inc., is the only PARP inhibitor to show a PFS benefit in first-
line maintenance treatment of BRCA1/2-mutated ovarian cancer. 
However the extent of the benefit caused a huge stir at ESMO, with 
the drug cutting the risk of disease progression or death by 70% in 
patients with newly-diagnosed, advanced BRCA-mutated ovarian 
cancer.  (Also see “SOLO-1 Lynparza Data In First-Line Ovarian Cancer 
Seen Boosting AstraZeneca’s PARP Edge “ - Scrip, 27 Jun, 2018.)

At 41 months of follow-up, the median PFS for patients treated 
with Lynparza had still not been reached compared to 13.8 months 
for patients treated with placebo. Of those receiving the drug, 60% 
remained progression-free at 36 months compared to 27% of wom-
en in the placebo arm. 

Speaking to journalists at ESMO, lead investigator Kathleen Moore 
from the University of Oklahoma said that the results of SOLO-1 “her-
ald a new era in treatment for women diagnosed with advanced 
ovarian cancer who carry a BRCA mutation.” She added that it dem-
onstrates “an outstanding improvement in PFS over placebo which is 
maintained even after the olaparib is stopped at two years.”

When asked about the protocol of SOLO-1, Moore said that at 
first she did not want to stop giving Lynparza. “I wanted to give 
it forever,” and “patients got mad” after receiving emails that their 

course of treatment was ending at the two-year cut off point but 
the fact that the drug remained effective a year after treatment 
was halted is remarkable, she noted, and shows that “we don’t 
have to treat indefinitely.”

She stressed that it is too early to say “whether we have impacted 
the fraction of women who could be cured with their front-line ther-
apy, but the fact that it is estimated that over 50% of women on the 
olaparib arm were still progression-free at four years as compared to 
only 11% for placebo speaks to this hope,” she remarked.  

In an interview with Scrip, AstraZeneca chief medical officer Sean 
Bohen noted that the hazard ratio of 0.30 is “wildly positive” and 
SOLO-1 “easily crosses the level of evidence required” to suggest a 
potential change in practice patterns that Lynparza could be used as 
first-line maintenance therapy after chemotherapy.

Lynparza leaps further ahead in 
the PARP class after SOLO-1
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He went on to say that “the placebo arm is how you judge the 
quality of your trial and whether your control arm performs the way 
you expect the standard of care to perform.” The expectation of PFS 
in platinum-responsive first-line  is about 10 months, Bohen said, so 
13.8 months is “quite good, we didn’t have a low bar, and that gives 
confidence when regulators and prescribers look at it, it was a high 
bar and we beat it soundly.”

As for the percentage of patients being progression-free at three 
years by virtue of taking Lynparza, “you can say doubling but that 
could be going from 2% to 4%, this is going from nearly 30% to 60%,” 
Bohen added. He noted that the majority of patients took the drug 
for the full two years “and in that context we think Lynparza has the 
best tolerability profile of all the class.” The other approved PARPs for 
ovarian cancer are Clovis Oncology Inc.’s Rubraca (rucaparib) and 
Tesaro Inc. and Takeda Pharmaceutical Co. Ltd.’s Zejula (niraparib).

SOLO-1 has impressed clinicians and the investment community 
alike. Analysts at Jefferies issued a note saying the data “indicate that 
Lynparza should be the first-line maintenance treatment of choice 
for patients with a BRCA mutation.” They currently forecast 2022 sales 
of $1.6bn for the drug as a maintenance therapy for BRCA-mutated 
ovarian cancer patients but “given the strength of the SOLO-1 data 
and the long treatment duration we may have to review our Lyn-
parza sales estimates.” 

AstraZeneca and Merck will now be working with regulators to 
seek approval of Lynparza - which was first approved in January 2015 
in second-line ovarian cancer - as first-line maintenance in women 
with the BRCA mutation which is found in around 20% of ovarian 
cancer patients. To expand the potential patient population, the 
companies are currently evaluating Lynparza in combination with 

Roche’s Avastin (bevacizumab) as first-line maintenance therapy for 
all-comers in the follow-on Phase III PAOLA-1 trial.

Bohen told Scrip that PAOLA-1 is progressing well, though Astra-
Zeneca took a bit of a risk given that when the trial started, Avastin 
was approved for ovarian cancer in Europe but not in the US (it fi-
nally got the green light from the FDA for that indication this sum-
mer). “We had to examine Avastin because it is widely used in Europe 
and we needed to understand the interplay of these two things. We 
want to try to stay ahead of a moving standard of care and anticipate 
where the puck is going.”

He noted that the alliance with Merck is going to help speed up 
further development of Lynparza in other areas such as prostate can-
cer and pancreatic cancer;  the FDA granted orphan drug designa-
tion to the therapy in the latter indication last week. “When you share 
costs, it makes you more able to entertain more possibilities,” Bohen 
said, while on the sales front he noted since January 2018 there are 
now two sets of large effective field forces promoting Lynparza with 
two sets of medical liaison teams explaining the benefits “and in a 
highly competitive space that is a real advantage.” Once the FDA  ap-
proves SOLO-1, “joint commercialization will be instantaneous.”

On the development front, he spoke about the possibilities of the 
combination of PARP inhibitors and immuno-oncology treatments 
that the companies have, ie Merck’s Keytruda (pembrolizumab) and 
AstraZeneca’s Imfinzi (durvalumab). Bohen concluded by saying that 
“If IO plus PARP works, and that’s not known yet and it’s really intrigu-
ing but we know we can combine them safely, we can argue whether 
Merck will be first or AstraZeneca will be first and how that plays out  
but I don’t think you can argue that the leading PARP inhibitor to com-
bine with I-O is not Lynparza.”         Published online 22 October 2018

Roche Remains Positive After Tecentriq Triple-
Negative Breast Cancer Data
KEVIN GROGAN kevin.grogan@informa.com

The excitement surrounding Roche’s 
PD-L1 checkpoint inhibitor Tecen-
triq (atezolizumab) as a potential 

treatment for triple-negative breast cancer 
(TNBC) has subsided just a little despite 
promising data presented at ESMO from 
the Swiss group’s closely watched IMpas-
sion130 trial. 

The late-breaking results from the 
study reported at the congress in Munich 
showed that a combination of Tecen-
triq and Celgene Corp.’s chemotherapy  
Abraxane (nab-paclitaxel) reduced the risk 
of disease worsening or death by 20% in all 
patients and 38% in the subgroup express-
ing PD-L1. In the entire study population, 
the median progression free survival (PFS) 
was 7.2 months with the combo and 5.5 
months with chemotherapy alone, and in 

the PD-L1-positive population, median PFS 
was 7.5 versus 5.0 months. At this interim 
analysis, statistical significance was not met 
for median overall survival (OS) in the over-
all population (21.3 vs 17.6 months) but 
did show a clinically meaningful 9.5-month 
OS improvement in the PD-L1-positive pa-
tients (25.0 vs 15.5 months).

‘PARADIGM SHIFTING’
Presenting the IMpassion130 data, lead 
investigator Peter Schmid said the results 
“will change the way TNBC is treated,” with 
Tecentriq being the first immune therapy to 
improve outcome in this cancer.” However, 
much of the focus at an ESMO press briefing 
centered on the fact that most of the sur-
vival benefit was in the patients with PD-L1 
positive tumors. 

When asked whether he had expected 
to see a significant benefit in all-comers, 
Schmid said “we had a clear rationale” based 
on previous analyses “and we did hope to 
widen the target” to show benefit in PD-L1-
negative patients. He noted that the data “are 
what they are” and this is “a PD-L1-positive 
story,” although that should not overshadow 
how transformational the results are. 

Roche was also enthusiastic and in an in-
terview with Scrip at ESMO, global head of 
oncology Alan Sandler stressed that “this is 
the first advance in TNBC that we’ve seen in 
almost 20 years.” He added that we think it is 
a significant step forward and is paradigm 
shifting: “9.5 months OS is clinically relevant.”

Addressing the issue that pretty much all 
the survival benefit was driven by patients 
with PD-L1 positive tumors, Sandler said 
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Pivotal Data Put Roche’s Kadcyla In Position For Earlier 
Breast Cancer
EMILY HAYES emily.hayes@informa.com

Roche’s antibody-drug conjugate Kad-
cyla looks well positioned for approval 
for adjuvant treatment of breast cancer, 

following the release of positive top-line find-
ings from the KATHERINE study on Oct. 15.

Kadcyla (ado-trastuzumab emtansine) 
includes Roche’s HER-2 antibody Herceptin 
(trastuzumab) and the chemotherapy DM1 
joined together with a stable linker. The 
drug is part of Roche’s broad strategy for 
building out its breast cancer franchise past 
the maturing Herceptin. 

Roche’s strategy has been to position its 
various breast cancer drugs for use across 
various lines of treatment for HER2-positive 
breast cancer. Kadcyla was first approved in 
2013 for metastatic breast cancer in women 
who previously had Herceptin and a taxane 
chemotherapy and is cleared for those who 
had a recurrence after adjuvant therapy, 
that is at the time of surgery. The KATHERINE 
study is aimed at moving Kadcyla earlier to 
adjuvant therapy. KATHERINE tested Kadcy-
la against Herceptin as adjuvant therapy in 
1,487 HER2-positive breast cancer patients 
with residual tumor in the breast or axillary 
lymph nodes after preoperative therapy.

The primary endpoint was invasive dis-
ease-free survival (iDFS), defined in this study 
as the time from randomization to invasive 
breast cancer recurrence or death from any 
cause. Secondary endpoints include dis-
ease-free survival and overall survival.

Kadcyla significantly improved iDFS in pa-
tients with HER2-positive early breast cancer 
with residual disease after neoadjuvant (pri-
or to surgery) treatment, the company said. 
Full results will be presented on Dec. 5 at San 
Antonio Breast Cancer Symposium in Texas.

Roche is planning to submit the data for 
approval to the US FDA and European Medi-
cines Agency for supplementary approval.

FITTING INTO THE FRANCHISE 
Roche’s monoclonal antibody Perjeta (per-
tuzumab) is already approved for both neo-
adjuvant and adjuvant use. The FDA initially 
approved Perjeta (pertuzumab) in 2012 for 
use with Herceptin and docetaxel for HER2-
positive metastatic breast cancer prior to 
anti-HER2 therapy or chemotherapy for 
metastatic disease.

It was cleared for neoadjuvant use in 
2013 and then in the adjuvant setting in 

2017. The adjuvant approval was supported 
by a benefit in iDFS in the APHINITY study 
of 4,804 patients with HER2-positive early 
breast cancer who had their prior tumor ex-
cised prior to radiation.

Meanwhile, immunotherapy has po-
tential to shake up the space. Roche and 
others are testing checkpoint inhibitors in 
breast cancer. Roche announced positive 
results for its PD-L1 inhibitor Tecentriq (at-
ezolizumab) in the Phase III Impassion130 
study, which tested the drug with Celgene 
Corp.’s Abraxane (nab-paclitaxel) in triple-
negative breast cancer.

Results from Impassion130 are set to be 
presented at the European Society of Medi-
cal Oncology meeting this month in Mu-
nich and Biotedtracker analysts believe that 
Tecentriq will be the first checkpoint inhibi-
tor approved for breast cancer. 

However, results for Merck’s compet-
ing PD-1 inhibitor Keytruda (pembroli-
zumab) with chemotherapy in the Phase 
III KEYNOTE-522 of neoadjuvant triple 
negative breast cancer are expected in 
November.  

Published online 16 October 2018
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that “I think it was a very cleverly designed 
study, taking a stab at looking at all-comers, 
because the biomarker story in cancer im-
munotherapy has pluses and minuses. In 
some diseases PD-1 seems relevant and in 
others less so.” He went on to claim that cli-
nicians have been saying “you did the study, 
here are the results and kudos to you for 
finding this out.”

Sandler added: “Would we like the com-
bination to benefit everyone? Yes, of course. 
Is it a surprise that the diagnostically select-
ed patients benefited more?” The answer 
would seem to be not really.

At the ESMO press briefing, Nadia Har-
beck of Munich University said the combo 
had clearly demonstrated the benefit of the 
Tecentriq combo but stated that the trial 
may have been designed differently, which 
Sandler accepted. However, he stated that 
with pretty much every study, “you can al-

ways look in the rear view mirror and say 
‘you should have done this, why did you do 
that,’ it’s like the Monday morning quarter-
back as we say in the US.”

He concluded by saying it is clear Tecen-
triq plus Abraxane is going to be “the new 
standard of care and it is every company’s 
and every physician’s dream to be part of a 
game-changing treatment.”

Credit Suisse analyst Vamil Divan issued 
a note saying that the strong data from IM-
passion130 “clearly puts Roche in the leader-
ship position in the metastatic TNBC setting 
with Tecentriq plus Abraxane.” He expected 
that the combo “will be quickly adopted as 
the new standard of care for PD-L1 patients, 
who represent about 40% of TNBC patients.”

TNBC represents approximately 15% of 
all breast cancers and is more common in 
women under 50. Once the disease be-
comes metastatic, the median survival is 

around 12 to 15 months and cannot be 
treated with hormone therapy or drugs 
targeting HER2. The main treatment is che-
motherapy and most patients develop resis-
tance to the latter within a few months.

KEYTRUDA DATA LOOMS
Divan went on to say that “while the breast 
cancer opportunity is potentially large, we 
note the shadow of Merck & Co,” which has 
data readout for its immunotherapy block-
buster Keytruda (pembrolizumab) in neo-
adjuvant/adjuvant TNBC (KEYNOTE-522) 
expected next month, as well as second-
line advanced TNBC data (KEYNOTE-204) 
and first-line TNBC (KEYNOTE-355), both of 
which are scheduled to read out in Decem-
ber this year. “This could dampen enthusi-
asm for a higher commercial opportunity” 
for Roche, he added.  

Published online 22 October 2018
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Teva Stands By Migraine Strategy After Ajovy Misses 
Boat On Express Scripts Deal
EMILY HAYES emily.hayes@informa.com

Teva Pharmaceutical Industries 
Ltd. is defending the commercial 
strategy for its migraine drug Ajovy 

after Express Scripts Holding Co. excluded 
the drug from its formulary in favor of rival 
calcitonin gene-related peptide (CGRP) in-
hibitors – Amgen Inc./Novartis AG’ Aimov-
ig and Eli Lilly & Co.’s Emgality – with a new 
reimbursement program that includes a re-
fund from sponsors if patients drop out of 
therapy in the first 90 days.

The pharmacy benefit manager (PBM) 
announced Oct. 17 that its new Safe-
GuardRX Migraine Care Value program – 
to be launched in the second quarter of 
2019 – will give preference on its national 
formulary to Amgen/Novartis’ Aimovig 
(erenumab-aooe) and Lilly’s Emgality 
(galcanezumab-gnlm)

The news is a big blow for Ajovy (freman-
ezumab-vfrm), as Express Scripts covers 30% 
of commercially insured patients in the US. 
Granted, as ISI Evercore analyst Umer Raffat 
pointed out in an Oct. 17 note, only half of 
Express Scripts’ covered lives are under plans 
that follow the company’s preferred nation-
al formulary, while the other half are in plans 
with custom formularies.

Through Express Scripts’ new program, 
the preferred CGRP inhibitors will be acces-
sible to those who meet clinical guidelines 
for therapy with the class – coverage criteria 
mandate prior use of an acute medication, 
such as a triptan, and two older preventive 
medications.

Lilly has estimated that roughly 30m peo-
ple in the US experience migraines and of 
these 10% use preventative therapies; this 
segment is its main focus with the launch 
of Emgality, which was approved by the US 
FDA on Sept. 27.

Announcing the new migraine program, 
Express Scripts said that it will “identify pa-
tients using high amounts of acute migraine 
treatments, and work with them and their 
physician to move them to an appropriate 
preventive treatment.”

Those patients who clinically require 
Teva’s product may use an exceptions pro-
cess, because the company wants patients 

to have what they need, Express Scripts ex-
plained to Scrip. “However,” it added, “there 
is parity across these medications, and it 
would be rare that a patient could not take 
a preferred product.” 

WILL QUARTERLY DOSING PREVAIL 
IN COMPETITIVE MARKET? 
Teva is still stressing the differentiated dos-
ing proposition for Ajovy, which may be tak-
en monthly or quarterly, whereas the other 

two new CGRP products are only available 
in monthly regimens.  (Also see “Is Quarterly 
Dosing For Teva’s Ajovy Enough To Differenti-
ate It From Other CGRP Inhibitors?” - Scrip, 17 
Sep, 2018.)

“We are confident in the strategic deci-
sions made when establishing the price for 
Ajovy, which is reasonable and appropriate 
for this therapy. While we are disappointed 
with the decision by Express Scripts Hold-
ing Co. (ESI) not to add an innovative prod-
uct developed with flexible dosing options 
(quarterly, 675 mg and monthly, 225 mg) 
for the preventive treatment of migraine in 
adults to their national formulary, we have 
programs in place to ensure appropriate pa-
tients can access Ajovy,” Teva told Scrip.

Following approval on Sept. 14, Ajovy was 
launched within a few days and prescription 
activity so far shows that many patients and 
physicians are choosing the option of quar-
terly dosing, the company said.

“For those living with this neurological 
disease, broad access allows patients and 
health care providers to choose the appro-
priate treatment option for the individual,” 
Teva said.

Express Scripts’ decision shows how 
tough the competitive proposition can 
be when there are new products from the 
same class with similar efficacy and safety 
launching at the same time.

The three CGRP inhibitors are all inject-
able monoclonal antibodies and were all 
approved in the last six months for preven-
tion of chronic or episodic migraines and all 
have a list price of about $575 a month or 
$6,900 per year, which is much lower than 
the $10,000 to $12,000 annual price origi-
nally expected in the market and also lower 
than the $8,500 annual cost determined to 
provide value by the Institute for Clinical 
and Economic Review (ICER), a third party 
organization that makes cost-effectiveness 
assessments. (Also see “Amgen’s Aimovig Aims 
To Capture As Many Migraine Patients As Pos-
sible With $6,900 Price” - Scrip, 17 May, 2018.)

“We understand the significant impact 
of migraine and felt it was important to 
bring Ajovy to the market at a wholesale 

‘For those living with 
this neurological 

disease, broad access 
allows patients and 

health care providers  
to choose the 

appropriate treatment 
option for the 

individual’
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acquisition cost (WAC) in line with the 
recommendation brought forward by the 
Institute of Clinical and Economic Review 
(ICER),” Teva said.

However, Express Scripts said in its state-
ment that although the new CGRP inhibi-
tors are priced in line with value-based as-
sessments from ICER, they still cost a lot 
more than available preventative treatment 
“and require conscientious management” to 
ensure good outcomes.

“Given the drugs have far more similarities 
than differences, including comparable list 
prices, we (and the Street) had been expect-
ing payers to step in following the recent 
approvals and steer their patients towards 
the one or two agents where payers were 
receiving the best deal,” Leerink Swann’s 
Vamil Divan said in an Oct. 17 note.

“Anyone following the biopharma in-
dustry and payer dynamics over the past 
few years should not be surprised that 
this amount of differentiation was appar-
ently not enough for the drug to gain any 
special consideration from Express Scripts,” 
Divan added.

SIMPLE VALUE-BASED 
OUTCOMES DEAL
The new program includes a value-based 
outcomes component, which is becom-
ing more common, especially in categories 
where drugs in the same class appear to 
have similar efficacy and safety.

Express Scripts will offer “an early discon-
tinuation reimbursement” to the plan spon-
sor if a patient discontinues treatment in the 
first 90 days. 

“This industry-first program combines 
a comprehensive clinical care program to 
help patients achieve better outcomes and 
experience fewer migraines, while helping 
plan sponsors more affordably cover new, 
preventive therapy for their members,” the 
company said.

Express Scripts said that the program for 
the CGRP inhibitors will also encourage ad-
herence and appropriate use of the inject-
able therapies.

Past value-based reimbursement deals 
in other therapeutic areas include Amgen’s 
agreement in 2017 with Harvard Pilgrim 

Health regarding use of the PCSK9 inhibi-
tor/cholesterol drug Repatha (evolocumab), 
which included a refund for the cost of the 
drug for patients who had a heart attack or 
stroke while on treatment.  

Competitor Sanofi/Regeneron Phar-
maceuticals Inc. secured a deal with Ex-
press Scripts this year to gain preferred ac-
cess on the national formulary for the PCSK9 
inhibitor Praluent (alirocumab) in exchange 
for a deeper discount.  (Also see “Let’s Make 
A Deal: Sanofi/Regeneron Extend A Hand On 
Praluent, Express Scripts Takes It” - Scrip, 1 
May, 2018.)

Roger Longman, chairman of reimburse-
ment intelligence company Real Endpoints, 
commented that the use of a simple, non-
clinical endpoint like discontinuation from 
therapy differentiates the new agreement 
with Express Scripts and could spur demand 
by plans for similar deals in the future.

“This is a nonmedical measure of efficacy, 
a very simple, very straightforward, value-
based agreement,” Longman said.

Discontinuation of therapy could be used 
for any drug, regardless of whether there is a 
biomarker for efficacy.

“The only data you need is pharmacy data 
– did the patient continue to get a script?” 
Longman said.

The decision to have two preferred mi-
graine products suggests that nobody was 
willing to provide enough discounting for 
a one-on-one deal, and it’s unclear why 
Teva’s Ajovy wasn’t included in this type of 
an arrangement, though the company has 
been in a state of turmoil of late, Longman 
noted. Teva has been undergoing a major 
restructuring that involved layoffs of 25% of 
its workforce.  (Also see “Schultz Swings The 
Cleaver At Teva, Cutting 25% Of The Work-
force” - Scrip, 14 Dec, 2017.)

“My sense is they may not be able to react 
as quickly in these cases as they need to re-
act,” Longman said.

“While it remains unclear if other phar-
macy benefit managers will follow suit, it 
appears that Teva may have lost in the first 
battle to gain access for Ajovy in the ex-
tremely competitive CGRP-antagonist cat-
egory,” BTIG analyst Timothy Chiang said in 
an Oct. 17 note.

Chiang estimates that the gross-to-net 
discounts are in the range of 30% to 35%.

ISI Evercore analyst Umer Raffat said the 
rebate differential for the preferred drugs 
vs. Ajovy is unclear at the moment. Express 
Scripts’ decision is “obviously not good news 
for Teva in 2018,” but the company is offer-
ing up to 15 months of free drug for people 
who can’t get insurance coverage and they 
may be able to get more favorable position-
ing in 2020, Raffat said.

COMMERCIAL BATTLE ONLY 
JUST BEGINNING 
The commercial battle is only beginning 
and clinical profiles may take a back seat to 
payer acceptance and product presenta-
tion, Leerink’s Divan suggested.

In addition to the three approved drugs, 
Alder Biopharmaceuticals Inc.’s subcuta-
neous injectable eptinezumab, partnered 
with Teva, is in line for approval in early 2020 
and Allergan PLC’s oral CGRP antagonists 
ubrogepant and atogepant, which were in-
licensed from Merck & Co. Inc. in 2015, are 
also nearing the market. 

On Oct. 17, Allergan announced that it 
had completed two positive safety and 
tolerability studies of ubrogepant for acute 
treatment of migraine, one evaluating long-
term use over one year and the other focus-
ing on liver safety in healthy patients over 
eight weeks. Liver toxicity has been a stum-
bling block for CGRP antagonists in the past.  
(Also see “Allergan Touts Ubrogepant Phase III 
Success, But Liver Tox Concerns Overhang” - 
Scrip, 6 Feb, 2018.)

Allergan plans to file ubrogepant with 
the FDA in the first quarter of 2019 and 
expects that this will be the first oral CGRP 
receptor antagonist submitted in the US 
for the acute treatment of migraine with or 
without aura.  

The latest announcement reads quite 
positive going into regulatory review, 
though more details are needed regarding 
the liver safety results, Raffat said.

Atogepant is slated to enter Phase III in 
the first half of 2019.  (Also see “Migraine Drug 
Atogepant Delivers Good News When Allergan 
Needs It Most” - Scrip, 11 Jun, 2018.)  
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Best Use of Real-World Evidence Best Partnership Alliance

Scrip Awards
Finalists
The use of real-world evidence is becoming increasingly 
important for stakeholders to understand the value of 
drugs in the market and not just the highly controlled 
environment of the clinical trial. 

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

This Award recognizes the importance of 
pharmaceutical and/or biotech companies working 
together to develop new medicines from the 
earliest stages.

This cross-sectional study conducted in 16 countries found costs and 
utility were highly correlated with multiple sclerosis disease severity, 
but resource consumption was heavily influenced by healthcare 
systems organization and availability of services. Early diagnosis and 
treatment is critical and may help contain overall costs and maintain 
patient quality of life.

Biogen/ICON’s New insights into the burden and costs 
of multiple sclerosis in Europe 

In late 2017, Bicycle Therapeutics and Bioverativ launched a 
research collaboration focused on the discovery, development and 
commercialization of innovative therapies for hemophilia and sickle 
cell disease. The partnership combines Bioverativ’s expertise in 
hematology with Bicycle’s bi-cyclic peptide platform, and aims to 
develop novel, targeted therapies.

Bicycle Therapeutics and Bioverativ for hemophilia 
and sickle cell disease using bi-cyclic peptides

This study combined long-term trial results with registry data, 
allowing investigators to evaluate longer-term outcomes with 
a comparator group and estimate the impact of extended 
lumacaftor/ivacaftor therapy without having to wait several years 
for real-world data to emerge. The results provided a compelling 
story to present to payers making reimbursement decisions.

ICON/Vertex’s study of lumacaftor/ivacaftor lung 
function decline in patients with cystic fibrosis

Evotec entered into a major strategic collaboration with Sanofi to 
establish a new open innovation platform near Lyon, France, to 
accelerate infectious disease research and development. Sanofi has 
licensed all of its infectious disease research (apart from vaccines) and 
early-stage development portfolio to Evotec – more than 10 infectious 
disease assets.

Evotec and Sanofi’s strategic collaboration to 
establish a new open innovation platform

Pfizer’s tafamidis is the only approved medicine to delay progression of 
transthyretin familial amyloid polyneuropathy and is the new standard 
of care. THAOS is the largest ongoing international disease registry 
collecting longitudinal data in patients. These findings support the 
product’s clinical data and strengthen evidence of its effectiveness 
beyond conventional clinical trials. 

ICON’s Transthyretin Amyloidosis Outcomes 
Survey (THAOS)

The alliance brings together Denali’s expertise in blood-brain 
b arrier biology and the development of CNS therapies with F-star’s 
capabilities in engineering antibody Fc-regions. Together, the partners 
are developing Fcabs (Fc-domains with antigen-binding) against up 
to three different transporters in the BBB that have the potential to 
deliver biologic therapies into the CNS.

F-star and Denali Therapeutics to develop a multi-
specific platform for delivery of medicines across the 
blood-brain barrier

I-O Optimise brings together real-world data sources from across 
Europe to address a common set of research questions in thoracic 
malignancy. Its real-world insights aim to provide the patient 
community with evolving information around unmet needs prior to the 
launch of immuno-oncology therapies as well as information around 
the impact of these therapies on outcomes.

IQVIA/Bristol-Myers Squibb’s I-O Optimise 
collaboration in patients with a thoracic malignancy

AbbVie and Neurocrine partnered on the development and future 
commercialization of elagolix, a novel, orally administered GnRH 
antagonist to manage pain associated with endometriosis and uterine 
fibroids. This culminated in a US FDA endometriosis approval in July, 
making it the first new oral medical management treatment option for 
endometriosis-associated pain in over a decade.

Neurocrine and AbbVie for elagolix in women’s health

The project overcomes the historical barriers to the use of real-
world data in MS research, distinguishing and characterizing MS 
subpopulations to enable future research. The algorithms were 
validated via random-sample medical chart reviews of clinical notes 
or of comprehensive patient profiles and researchers obtained positive 
predictive values of 91% to 99% for each.

Multiple Sclerosis Algorithms Development and 
Validation Project

Last December, Roche exercised its option to license Ionis 
Pharmaceuticals’ antisense therapy IONIS-HTTRx/RG6042 designed 
to target the underlying cause of Huntington’s disease following 
the successful completion of a Phase I/II study. The alliance ideally 
combined Ionis’ antisense expertise with Roche’s knowledge in clinical 
development in the field of neuroscience and rare diseases.

Roche and Ionis Pharmaceuticals to develop antisense 
drugs for Huntington’s disease

Neurocrine Biosciences has executed the largest real-world 
screening study to date of patients with clinician-confirmed 
possible tardive dyskinesia. The study, entitled RE-KINECT, is 
designed to better understand the potentially broad reaching 
impact of symptoms of possible tardive dyskinesia on patients 
treated with antipsychotic medications.

Neurocrine BioSciences’s RE-KINECT prospective 
real-world dyskinesia screening study and registry in 
patients taking antipsychotics 

Novartis’ collaboration between industry, academia and government 
made Kymriah, the first FDA-approved CAR-T cell therapy, possible. 
Novartis made significant investments in Penn’s CAR-T research, 
entering into a global collaboration with Penn in 2012 to further 
research, develop and commercialize CAR-T cell therapy, serving as 
the basis for the FDA approval of Kymriah in 2017.

Novartis and the University of Pennsylvania for CAR-T 
medications in pediatric cancer patients
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U S  D R U G  P R I C I N G

Industry Makes A Drug Price Transparency Push In DTC 
Ads, But Is It Too Little Too Late? 
JESSICA MERRILL jessica.merrill@informa.com

An initiative that has industry stepping up to make drug pric-
ing information readily available in the US has been a long 
time coming in the eyes of some patients and other stake-

holders. Now a first stab by the Pharmaceutical Research and Man-
ufactures of America (PhRMA) to do just that has come only hours 
before HHS issued a proposed rule requiring drug makers to include 
list prices in TV ads for drugs. 

PhRMA announced its new voluntary policy Oct. 15 under which 
its 33-member companies have committed to include details in di-
rect-to-consumer television advertising about where patients can go 
to find information about a medicine’s cost. The information, to be 
included in voiceover or text, will direct patients to either an exist-
ing product website or other platform to find out cost information, 
including the drug’s wholesale acquisition cost (WAC) and an esti-
mate or range of potential out-of-pocket costs, as well as information 
about patient assistance programs. The policy will go into effect April 
15, but the information could begin rolling out in ads sooner. 

The move seemed like a smart play by PhRMA. It’s largely a block-
ing tactic by the industry to defend against new policy from HHS 
that would require drug manufacturers to include the list price of 
a drug in DTC ads, an idea floated in the Trump Administration’s 
blueprint on drug pricing. But the voluntary action came too late to 
thwart a policy proposal – even though PhRMA’s board adopted the 
new policy on Oct. 2.

HHS unveiled a proposed rule just hours after PhRMA’s announce-
ment, requiring drugs and biologics reimbursed through Medicare 
or Medicaid to include a product’s WAC in DTC TV ads. The rule fo-
cuses on TV ads because it is an area in which the Supreme Court 
historically has recognized the government may take special steps 
to ensure viewers receive appropriate information, according to the 
proposal. It’s unclear if the proposal would hold up to a First Amend-
ment challenge, which industry is sure to put forward. 

The voluntary policy developed by PhRMA would obviously be 
viewed more favorably by industry. Directing patients to a separate 
platform where drug manufacturers can present a larger range of 
pricing information beyond list price alone would be an advantage. 

As PhRMA CEO Stephen Ubl explained during an Oct. 15 press call, 
including list price in isolation in TV ads would be misleading to pa-
tients since list price does not generally reflect the amount of money 
patients pay. “List prices alone without additional context could dis-
courage patients who are seeking medical care,” Ubl said. “List prices 
are not a good indicator of what a patient will pay at the pharmacy 
counter since their insurer determines what they pay out of pocket.” 
List prices also don’t reflect the rebates and discounts drug mak-
ers pay to third-parties to offset drug costs, something industry has 
been working harder to educate the public about. 

But as HHS laid out in its proposal, including the list price would 
“provide manufacturers with an incentive to reduce their list prices 
by exposing overtly costly drugs to public scrutiny,” while also provid-
ing consumers with more information to make informed decisions. 

DRUGS ADVERTISED ON TV ONLY
PhRMA’s policy has limitations and raises questions about the way 
manufactures will communicate drug pricing information to pa-
tients. The most obvious limitation is that the policy is initially direct-
ed only to drugs that are advertised on TV. Ubl confirmed the policy 
does not extend to drugs that are advertised in print, at least for now. 

HHS’ proposal is also limited to broadcast ads, but the agency said 
it is requesting comment on whether or not it should be extended 
to radio, print and internet advertising. 

The limitation condenses the number of drugs that will be impact-
ed by the new policy, though there is nothing that would stop drug 
companies from expanding the policy to other products. Only certain 
products get DTC advertising; about 80 drugs each year are supported 
with some level of DTC advertising each year, according to the consult-
ing firm ZS Associates. TV ads account for the majority of DTC advertis-
ing spend in the US, about 70% of $6.1bn in spend, ZS estimates.

Additionally, drug makers don’t typically advertise new drugs to 
consumers at launch. PhRMA’s existing guiding principles on DTC 
advertising recommend drug manufacturers delay consumer adver-
tising for new drugs to allow time for health professionals to become 
educated on a new medicine. 

One limitation with PhRMA’s new policy is that the information 
that is provided to the public is at the discretion of the drug manu-
facturer. They will be expected to include the WAC, which is the 
publicly reported price submitted to the Centers for Medicare and 
Medicaid Services (CMS) to determine average sales price (ASP) 
calculations under Medicare Part B. But a WAC price isn’t always 
set in stone and it can be difficult to translate to an individual user. 
Some drug costs vary based on dosing, patient weight or other 
factors, and companies sometimes present an average based on 
clinical trial experience. 

The HHS proposal calls for the WAC price to be used in ads, and 
outlines some requirements for determining the appropriate price to 
use. It also says a TV ad could include a competitor’s product list price 
as long as it is done in a “truthful, non-misleading way.” 

 As for the PhRMA proposal, the other information about patient 
cost will be at the discretion of the drug manufacturer. That infor-
mation will be even harder to define – since patient cost varies so 
dramatically based on an individual’s insurance – and could give the 
manufacturer a new platform to outline costs directly to a patient.

“The science of estimating out-of-pocket costs is improving, and 
we expect that the information companies will be providing will pro-
vide an accurate range of estimates of out-of-pocket costs,” Ubl said 
during the media briefing. PhRMA said drug manufacturers would 
also provide information about copay assistance programs, which 
could be another valuable commercial opportunity for drug makers. 
Copay cards, for example, help patients pay for expensive medicines, 
but can be a thorn for insurers, which often view them as discourag-
ing patients from taking cheaper medicines.  
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D R U G  L A U N C H

Merck KGaA Foresees Mid-2019 US Launch Of Oral MS 
Therapy Mavenclad 
STEN STOVALL sten.stovall@informa.com

Merck KGaA’s oral multiple scle-
rosis drug Mavenclad (cladrib-
ine) should finally get approved 

and launched in the US in the first half of 
2019, executives at the German company 
told Scrip. It will be helped in part by the 
deep data collected during its difficult regu-
latory journey spanning nine years,which 
should differentiate the therapy from other 
MS drugs, they believe. 

Mavenclad has had a difficult past: The 
German drug maker first filed the product 
in 2009 but was pushed back by regulators, 
largely because of concerns about increased 
cancer risk in the two-year Phase III CLARITY 
trial.  The company itself suspended devel-
opment of the drug for a while before un-
expectedly deciding to file for approval after 
all in 2015.  (Also see “Merck KGaA’s Cladribine 
Revival Smacks Of Desperation “ - Scrip, 11 
Sep, 2015.)

Later trials in more than 4,000 patients 
aimed to dispel the cancer link and meta-
analysis of Phase III trials showed cancer 
rates associated with Mavenclad were 
not above competitors, resulting in EU 
approval in 2017.  (Also see “Merck KGaA’s 
MS Drug Mavenclad May Defy Doubters” - 
Scrip, 25 Aug, 2017.)

BUILDING VALUABLE DATA
“In the early days there were some concerns, 
principally about the potential association 
between oral cladribine and lymphopenia 
[abnormally low lymphocyte counts] and 
an imbalance in cancer malignancies,” ex-
plained Rehan Verjee, global head of inno-
vative medicine at Merck KGaA.

“Our challenge was made difficult be-
cause we only had limited clinical data 
and we were unable to resolve some of 
the challenges the regulatory agency 
had with some of the data. But we did 
come back and very factually addressed 
those challenges, because although we 
didn’t necessarily have a complimentary 
study we’ve now been able to follow 
these patients longitudinally and start 
to convincingly address some of those 
concerns,” he said in an interview. Merck 

now has safety data spanning 10 years 
and representing 10,000 patient years.  In 
2009, with Mavenclad’s initial regulatory 
submission, it only had the equivalent of 
2,000 patient years. 

“Many therapeutics in the field of MS, 
when they come to the market they basi-
cally have two years’ worth of safety and 
efficacy data. Many of the questions about 
what happens with them beyond two years 
therefore cannot be answered.”

“We’re in a unique position now with 
Mavenclad because of this 10,000 patient 
years and almost eight years’ longitudinal 
follow-through. That means we can engage 
in discussions about what happens beyond 
the two-year mark. And the European label 
which it now has confirms this safety profile,” 
Verjee said. 

“Now Mavenclad is being launched now 
in Europe and we hope that in the first half 
of 2019 it will be launched in the US, given 
that we’re on a relatively standard review 
time with the FDA,” Verjee said.

Mavenclad is a nucleoside analogue that 
disrupts DNA synthesis, selectively deplet-
ing B and T lymphocytes, white blood cells, 
to treat multiple sclerosis.

Analysts at Bernstein  regard Mavenclad 
as an “under-appreciated opportunity.” 

“Given the efficacy profile (inline or 
superior to oral peers), superior dosing 
schedule and safety outside of cancer 
signal, (no progressive multifocal leuko-
encephalopathy [damage to white matter 
of the brain that has been linked to some 
other MS drugs], infection risk/lymphocy-

topenia common to MS drugs), Maven-
clad is well positioned,” Bernstein said in a 
note to investors.

“With a lower price point in the EU 
comprising a 25% discount versus peers 
over 4 years, we expect Merck to price 
competitively in the US and use existing 
Rebif (interferon beta-1a) infrastructure to 
push the product,” the analysts said, while 
forecasting €480m of US sales in 2025, or 
3% of the US market, and €440m in the 
EU. “Our Mavenclad forecasts are driven 
by new volume-based US/EU market 
models which adjust for dosing/treat-
ment holidays,” they added.

TWO PROMISING MS 
THERAPIES
Merck therefore looks to be in an enviable 
position of having two promising MS thera-
pies with unique mechanisms of action: Ma-
venclad and evobrutinib, its investigational 
Bruton’s tyrosine kinase (BTK) inhibitor.

Verjee believes the company can position 
the two assets successfully. “Evobrutinib 
and Mavenclad are both strong therapeutic 
propositions,” he told Scrip.

“Both are unique yet separate mecha-
nisms. Both have very rapid and profound 
impacts measured by MRI and in the clinic. 
Both do not have systemic side-effects that 
patients are going to experience. Both don’t 
create chronic sustained immune suppres-
sion. And both are orals.”

But Merck KGaA’s BTK inhibitor and 
Mavenclad will be separated distinctly 
through different development and 
commercialization time periods, the ex-
ecutive said.

“By the time evobrutinib comes to the 
market, we hope that Mavenclad will be 
a very established therapy and we be-
lieve that the flow of subsequent data 
and the clinical profile that emerges on 
evobrutinib will allow us to co-position 
both agents, as they have different 
mechanisms and there is a need for mul-
tiple mechanisms in the field of MS,” Ver-
jee concluded.  
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I N T E R V I E W

Pierre Fabre Set To Shake Up EU Melanoma Market
KEVIN GROGAN kevin.grogan@informa.com

With approval from the European Commission secured 
in September for the combination of its BRAF inhibitor  
Braftovi (encorafenib) and MEK inhibitor Mektovi (bin-

imetinib), Pierre Fabre Group is now focusing on access for its met-
astatic melanoma therapy in a crowded market. 

The combo got the green light in Europe last month based on 
data from the Phase III COLUMBUS trial in patients with BRAF-mutant 
advanced melanoma which demonstrated nearly 15 months medi-
an progression-free survival and over 30 months median overall sur-
vival. Specifically, the latter was 33.6 months for patients treated with 
Braftovi/Mektovi compared to 16.9 months for those taking Roche’s 
BRAF inhibitor Zelboraf (vemurafenib) as monotherapy.

The French company’s US partner Array Biopharma Inc., got ap-
proval from the FDA in June and after that thumbs-up, and given the 
strength of the COLUMBUS data, “it was almost 100% we would get 
approval in Europe,” Olivier Provendier, senior vice president of global 
commercialization oncology at Pierre Fabre, told Scrip. 

He noted that the French company has now filed in most Europe-
an countries for reimbursement and already launched in Germany, 
Austria and the UK (on the private market for the latter as Pierre Fabre 
waits for a review by NICE). When asked whether the firm has had 
to beef up its commercial teams significantly, Provendier said that it 
had not been a major issue, given that the BRAF mutation market is 
fairly niche with a small community of doctors who are already very 
familiar with the product and the COLUMBUS data.

He went on to say that Braftovi/Mektovi is “a medical education 
team’s dream,” as the specialists know the product and “the figures 
speak for themselves.” The advantages of a combination that has 
been shown to delay disease progression and improve overall sur-
vival by such a high margin are clear, Provendier said, and showing 
such a level of efficacy versus Zelboraf gives the therapy “even more 
credibility because of the competitor and makes it easier for doctors 
to appreciate the real value.”

The targeted treatment melanoma market is currently dominated 
by Novartis AG’s MEK inhibitor Mekinist (trametinib) and BRAF inhib-
itor Tafinlar (dabrafenib), which are approved alone and in combina-

tion with each other and Roche’s MEK/BRAF combination of Zelboraf 
and Cotellic (cobimetinib). The picture has also been complicated by 
the advent of immuno-oncology (IO) therapies, notably the PD-1 in-
hibitors, Bristol-Myers Squibb Co.’s Opdivo (nivolumab) and Merck 
& Co. Inc.’s Keytruda (pembrolizumab).

Nevertheless, Provendier is very confident that Braftovi/Mektovi 
can make its mark and his enthusiasm is shared by analysts at Jef-
feries. They recently conducted a poll of 31 US oncologists who 
currently treat around 20 melanoma patients and have used BRAF/
MEK inhibitors - in the US, 52% of BRAF-mutated melanoma patients 
receive BRAF/MEK inhibitor combos as first-treatment, while 46% re-
ceive immunotherapy, according to the broker. 

Some 87% of the oncologists polled were ‘very familiar/familiar’ 
with Braftovi/Mektovi already and Jefferies analyst Eun Yang added 
that the results suggested the latter is likely to take market share 
from the other BRAF/MEK inhibitors as well as immunotherapy in 
three years’ time. By 2021, the US oncologists expect 34% of their 
first-line patients to be treated with immunotherapy (that is down 
from 46% currently), 30% with Braftovi/Mektovi, & 23% with Tafinlar/
Mekinist (presently 40%).

Yang concluded by saying that “given the competitive overall 
survival data and convenient oral dosing (versus IV infusion of im-
munotherapy), we think Braftovi/Mektovi could be a compelling 
treatment option.”

Provendier stressed that “it is not one versus the other with IO,” add-
ing that the question for doctors now is to decide the sequence of 
treatment, be it to start with BRAF+MEK or with IO or even combina-
tions of the two. He added that in terms of the latter, “discussions [are] 
taking place as we speak” about setting up future studies.

Array is confident about its prospects in the US for Braftovi/Mek-
tovi and Pierre Fabre is equally enthusiastic for Europe where there 
are significantly more patients with advanced BRAF-mutant mela-
noma than in the US. This is due to multiple factors, including genet-
ics, Provendier said, pointing to the fair “very fragile” skin of the Irish, 
Scottish and Scandinavians.

In total, he noted that there are around 20,000 patients in Europe 
with melanoma, approximately half of which have BRAF mutations, 
about double the size of the market in the US. Provendier also noted 
that the highest incidence of the disease is in Australia, where Pierre 
Fabre has the licence for Braftovi/Mektovi, which is current under 
regulatory review.

However, the biggest potential market for the combo is not in 
melanoma but in the much larger indication of colorectal can-
cer. Pierre Fabre and Array are currently running the Phase III BEACON 
study which is evaluating Braftovi, Mektovi and the EGFR inhibitor 
Erbitux (cetuximab) in BRAF-mutant metastatic colorectal cancer 
and data from the safety lead-in of the trial presented earlier this year 
at the ESMO  gastrointestinal cancer meeting in Barcelona revealed 
progression-free survival of eight months for the triplet. The response 
rate was 48% overall and 62% in those who had only one prior line 
of therapy.  (Also see “Array Celebrates BEACON Of Hope For Anti-BRAF/
MEK/EGFR Triplet In Colorectal Cancer” - Scrip, 25 Jun, 2018.)  
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Scrip’s weekly Pipeline Watch tabulates the most recently reported  
late-stage clinical trial and regulatory developments from the more 
than 10,000 drug candidates currently under active research worldwide.

Click here for the entire pipeline 
with added commentary: 

http://bit.ly/2mx4jY3

Selected clinical trial developments for the week 12–18 October 2018

LEAD COMPANY/PARTNER COMPOUND INDICATION COMMENTS

PHASE III INTERIM/TOP-LINE RESULTS

Chugai/Roche satralizumab
neuromyelitis optica  
spectrum disorder

SAkuraSky; reduced risk of relapse.

Eisai/Purdue Pharma lemborexant insomnia SUNRISE 2; positive results.

Sanofi/Regeneron Dupixent (dupilumab)
chronic rhinosinusitis with 
nasal polyposis

SINUS-24, -52; met primary and secondary 
endpoints.

Merck & Co.
Keytruda (pembrolizumab) 
plus Inlyta (axitinib)

renal cell cancer, first-line
KEYNOTE-426; met overall survival and PFS 
endpoints.

Roche
Kadcyla (trastuzumab 
emtansine)

breast cancer, HER-2  
positive, residual disease

KATHERINE; reduced risk of recurrence or death.

Bristol-Myers Squibb Opdivo (nivolumab)
small cell lung cancer,  
previously treated, relapsed

CheckMate 331; missed overall survival primary 
endpoint.

Novo Nordisk FIAsp (insulin aspart) diabetes, type 1, in children Onset 7; an option for daily regimen.

Allergan ubrogepant migraine Safe in two long-term studies.

Diurnal Group plc
Chronocort (hydrocortisone) 
modified release

congenital adrenal  
hyperplasia

DIUR-006 safety extension study; sustained 
benefit observed.

UPDATED PHASE III RESULTS

Trevena Inc. oliceridine acute pain ATHENA-1; well tolerated in open-label safety study.

BeyondSpring Pharmaceuticals Inc. plinabulin neutropenia Protective-1; mechanism of action explored.

Novartis AG Cosentyx (secukinumab)
psoriatic arthritis,  
ankylosing spondylitis

FUTURE 1, MEASURE 1; improved symptoms 
long-term.

Cassiopea SpA Winlevi (clascoterone) topical acne Met primary and secondary endpoints.

GenSight Biologics SA GS010
Leber’s hereditary  
optic neuropathy

REVERSE; showed clinical improvement.

Vertex Pharmaceuticals Inc. Kalydeco (ivacaftor) cystic fibrosis, in infants ARRIVAL; supports early therapy.

PHASE III INITIATED

Galera Therapeutics Inc.
avasopasem manganese 
(GC4419)

oral mucositis ROMAN; in cancer patients.

PHASE II INTERIM/TOP-LINE RESULTS

Krystal Biotech Inc. KB103 epidermolysis bullosa Clinically meaningful benefit.

Daiichi Sankyo quizartinib acute myeloid leukemia Achieved primary endpoint.

Pharnext PXT3003
Charcot-Marie Tooth 
disease

PLEO-CMT; met primary endpoint.

Eiger BioPharmaceuticals Inc. avexitide hypoglycemia PREVENT; positive results.

Cannabics Pharmaceuticals Inc.
cannabics SR (cannabis 
extract)

cachexia in cancer Signs of clinical improvement.

Eiger BioPharmaceuticals Inc. ubenimex lower leg lymphedema ULTRA; missed primary and secondary endpoints.

Pharming Group NV Ruconest (rhC1INH) acute kidney injury PROTECT; positive results.

ArQule Inc. miransertib proteus syndrome Signs of efficacy.

UCB SA rozanolixizumab myasthenia gravis MG0002; clinical benefits observed.

DS Biopharma DS107G atopic dermatitis ADvance; improved symptoms.

Bone Therapeutics SA  JTA-004 osteoarthritis pain Safe and effective.

Source: Biomedtracker | Informa, 2018
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Vertex’s Danish Reimbursement Deal Brings  
Budget Predictability
FRANCESCA BRUCE francesca.bruce@informa.com

V ertex has brought its novel “portfolio” based approach to 
pricing and reimbursement to another country, Denmark, 
with a deal that will provide earlier access to its cystic fibrosis 

drugs. Such a deal means more budget predictability for the com-
pany and earlier launch.

The deal covers all Vertex’s current and future CFTR modulator 
medicines, including Orkambi (lumacaftor/ivacaftor) and Kalydeco (iva-
caftor), as well as future drugs when they win marketing authorization.

The price agreed remains confidential, but Vertex explained that 
there is a cap on how much the health system will pay. This means 
that the more patients that receive one of Vertex’s CF drugs, the low-
er the price per patient is, said a spokesperson.

The portfolio-based agreements mark a new approach to pricing 
and reimbursement and the Danish deal was welcomed by Flem-
ming Sonne, CEO of Denmark’s drug procurement agency Amgros. 
“It’s a good idea to try some new kinds of contracts … It’s about find-
ing a way to achieve the best health for the same kind of money we 
are already spending in the society,” he told Scrip.

The first portfolio-based deal was inked in Ireland in 2017. This pro-
vided the blue print for similar agreements that the company would 
reach in Sweden and Denmark. 

The company has also tried to bring a portfolio deal to England, so 
far in vain. Talks have been protracted; most recently, Vertex and NICE 

met on Oct. 4 and “committed to continuing their discussions over the 
appraisal of treatments for cystic fibrosis,” the company reported.

Elsewhere, Vertex has taken a more traditional approach to securing 
access. For example, earlier this month it announced it had reached a 
straight reimbursement deal in Austria for Orkambi for all children with 
CF age six to 11 with two copies of the F508del mutation. Whether 
Vertex tries to bring its portfolio approach to a market depends on 
whether local rules and regulations would permit such arrangements. 

Among the advantages of this approach for the company is that 
it gives the company “budget predictability,” says Vertex. “It’s a win for 
us as we are able to secure sustainable, long-term reimbursement for 
our medicines,” said the spokesperson.

In addition, finalization of these agreements means the company 
has been able to bring forward its “expectations for launch” in the 
countries where it has signed such deals. The deals are also good 
news for health systems, it argues. “They provide budget certainty to 
the governments and are structured so the more patients who are 
treated with our CF medicines, the more value governments get out 
of the agreement,” said the company.

Across the markets where the company has reached a portfo-
lio agreement, Vertex’s commercialization approach is consistent, 
though it is tailored according to local need, it said.  

Published online 16 October 2018
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Company Move
Search

Kitty Yale Akero 
Therapeutics Chief Development Officer Gilead Sciences 

Inc
Vice President, Clinical 
Operations 17-Oct-18

Peter 
Shadday

Breath 
Therapeutics BV Chief Commercial Officer

Vertex 
Pharmaceuticals 
Inc

Global Marketing Lead 17-Oct-18

Rolando 
Gutíerrez-
Esteinou

Marinus 
Pharmaceuticals 
Inc

Vice President, Clinical 
Development and 
Pharmacovigilance

Takeda 
Pharmaceuticals

Executive Director and Global 
Clinical Leader, Psychiatry 10-Oct-18

Jim 
Scholefield Merck & Co Inc Chief Information and Digital 

Officer Nike Inc Chief Information Officer 29-Oct-18

Martina A. 
Sersch Mustang Bio Inc Chief Medical Officer Amgen Inc Executive Director 15-Oct-18

Lucovic 
Helfgott Novo Nordisk AS Executive Vice President, 

Biopharm AstraZeneca plc
Global Vice President, 
Cardiovascular, Metabolism and 
Renal

3-Apr-19

Carol Satler Swedish Orphan 
Biovitrum AB

Vice President, Medical 
Affairs-North America

Gilead Sciences, 
Inc

Vice President & Therapeutic 
Area Head, Cardiovascular 
Clinical Research

9-Oct-18

Executive To Company New Role From Company Previous Role Effective 
Date

Promotion
Search

Robert B. 
Ford Abbott Laboratories President and Chief Operating Officer Executive Vice President, 

Medical Devices 15-Oct-18

Paul R. 
Dillman, Jr.

Emerald Health 
Therapeutics

Executive Vice President, Global Sales 
and Marketing

Vice President, Sales and 
Marketing 11-Oct-18

Executive To Company New Role Previous Role Effective 
Date

Director
Search

Cecil H. Rorabeck Bone Solutions Inc Director 9-Oct-18

David J. Illingworth Bone Solutions Inc Director 9-Oct-18

Kevin Morano Bone Solutions Inc Director 9-Oct-18

Katherine Bach Kalin Clinical Genomics Director 16-Oct-18

Mary Padbury Clinical Genomics Chair 16-Oct-18

Richard A. Fair Clovis Oncology Inc Director 11-Oct-18

Robert W. Azelby Clovis Oncology Inc Director 11-Oct-18

Kathleen Sereda Glaub Escient Pharmaceuticals Independent Director 10-Oct-18

Julie Eastland Harpoon Therapeutics Director 11-Oct-18

Pratik Shah Synthorx Inc Director 11-Oct-18

Malte Peters Tango Therapeutics Director 10-Oct-18

Gary Littlejohn Theratechnologies Inc Independent Director 15-Oct-18

Anthony J. Giovinazzo Variant Pharmaceuticals Inc Director 9-Oct-18

Eric I. Richman Variant Pharmaceuticals Inc Director 9-Oct-18

Robert G. Finizio Variant Pharmaceuticals Inc Director 9-Oct-18

Executive To Company New Role Effective Date

Advisor
Search

Malireddy Srinivasulu Reddy Apotheca Biosciences Chief Medical Advisor and Medical Researcher 15-Oct-18

Ertharin Cousin Royal DSM NV Sustainability Advisory Board Member 12-Oct-18

Michael Liebowitz VistaGen Therapeutics Inc CNS Clinical and Regulatory Advisory Board Member 15-Oct-18

Fred Maese XORTX Therapeutics Inc Clinical Advisory Board Member 15-Oct-18

Petter Bjornstad XORTX Therapeutics Inc Clinical Advisory Board Member 15-Oct-18

Executive To Company New Role Effective Date

Other
Search

David King aTyr Pharma Inc Chief Scientific Officer 31-Dec-18 Resignation

Paul Moraviec ConvaTec Inc Chief Executive Officer and Director 15-Oct-18 Retirement

Christine Lind Medivir AB Chief Executive Officer and President 15-Oct-18 Resignation

Francois Lebel Ziopharm Oncology Inc Chief Medical Officer and Executive Vice President, R&D 26-Oct-18 Resignation

Executive From Company Previous Role Effective Date Move Type
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