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Building on the momentum will require 
strong launches of new drugs. 

From the sidelines of the American So-
ciety of Clinical Oncology (ASCO) annual 
meeting, held June 1-5 in Chicago, Barrett 
spoke with Scrip about the transition to No-
vartis after eight years at Pfizer Inc., and the 
launches of Kymriah and Kisqali. Barrett had 
worked as global president of oncology at 
Pfizer since 2015, where she reinforced her 
commercial credibility with the launch of 
the fast blockbuster Ibrance (palbociclib).

WOOED BY NOVARTIS
“When I first got the call, it was hard because 
I wasn’t ready to move and things were go-
ing very well,” Barrett said. “But they said, 
‘Just come talk to us.’” She was impressed 
by the fact that oncology is elevated at the 
executive level at Novartis, which she said 
points to the importance of the franchise 
to the company. “For someone who loves 
oncology, it was an opportunity to be with 
a company that felt oncology was that sig-
nificant,” she said. 

Oncology is the second leading business 
unit in Novartis’ Innovative Medicines Divi-
sion, representing 37% of division sales. The 
other is Novartis Pharmaceuticals, with a 
portfolio of drugs in ophthalmology, immu-
nology and dermatology, neuroscience and 
cardiovascular disease. The company made 
the decision in May 2016 to take oncology 
out from under the umbrella of the pharma-
ceutical division and have it report directly 
to the CEO as part of a strategy to put more 
emphasis on the oncology platform. 

Barrett was also drawn to the broad port-
folio, from the marketed drugs to the pipe-
line, including immuno-oncology and tar-
geted drugs, the first cell therapy to reach 
the market, and new opportunities in ra-
diopharmaceuticals with the recent $3.9bn 

Novartis’ New Oncology CEO Liz 
Barrett To Jump-Start New Brands
JESSICA MERRILL jessica.merrill@informa.com

Novartis AG Oncology CEO Liz Bar-
rett has only been at the company 
for four months, but she is already 

plotting a course to power up the oncol-
ogy unit’s growth. She has a difficult task 
ahead of her: maintaining Novartis’ strong 
reputation in oncology as mature brands 
sunset while reinvigorating the portfolio 
with new blockbusters. 

It’s an important time of transition for 
Novartis’ oncology franchise, and the com-
pany more broadly. The big pharma has a 
new CEO, Vasant Narasimhan, who took the 
helm at the start of the year. The company’s 
top-selling cancer drug, the blockbuster 
leukemia drug Gleevec (imatinib), lost pat-
ent protection in the US and Europe in 2016 

and new higher profile launches like the 
CAR-T therapy Kymriah and CDK4/6 inhibi-
tor Kisqali (ribociclib) are only just getting off 
the ground. 

Gleevec remains Novartis’ top-selling 
oncology drug despite the loss of ex-
clusivity, generating $1.94bn in 2017 
sales. Gleevec and the follow-on prod-
uct Tasigna (nilotinib) together gener-
ated $3.78bn in 2017, representing 30% 
of the company’s $12.27bn in oncology 
revenues. Oncology sales declined 3% 
in 2017 because of generic Gleevec, but 
returned to growth in the first quarter, 
up 6%, driven by double-digit gains from 
brands like Jakafi (ruxolitinib) and Tafinlar 
(dabrafenib) and Mekinist (trametinib). CONTINUED ON PAGE 4
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Scrip

We’re still not done with ASCO. This week Scrip takes a 
deeper dive into the oncology strategies and datasets of 
key players in the field, starting with our cover story in-
terviewing Liz Barrett. Having only recently jumped ship 
from Pfizer, where she drove the successful launch of 
Ibrance, Barrett is now focused as CEO of Novartis Oncol-
ogy on ensuring successful launch trajectories for Ibrance 
challenger Kisqali and CAR-T therapy Kymriah. She’s also 
overseeing diverse development programs, from the  
anti-PD-1 spartalizumab (tactical to keep as an in-house 
checkpoint inhibitor for combinations but not seen as 
a challenger for the front-runners in the open market) 
to the radiopharmaceutical portfolio that came with 
Novartis’ Advanced Accelerator Applications acquisition.

There’s more on the big guns in PD-1/L1 treatment 

of lung cancer from p5, and details on Roche’s use of 
data smarts to lead the way in treating cancer from p8.

Meanwhile, enjoy another taste of our updates from 
BIO in Boston on p14, where outspoken former Teva 
CEO Jeremy Levin criticized pharmaceutical companies 
for handing the fruits of tax reform to shareholders raw, 
as it were, rather than using them to create jam for tomor-
row. The full Levin interview will be published next week, 
or you can read it online right away on scripnews.com. 

Catch up on the game of chutes and ladders that is 
Alzheimer’s disease R&D on p15, from lanabecestat 
crashing out to elenbecestat moving ahead. With the 
failure of BACE inhibitors becoming all too common, 
can the latter – and Novartis/Amgen’s CNP520 –stay 
the distance?

pharma.informa.com
http://scrip.pharmaintelligence.informa.com
http://www.shutterstock.com
mailto:eleanor.malone@informausa.com
https://scrip.pharmaintelligence.informa.com/SC123237/Levin-Calls-TakedaShire-Merger-Inspired-Says-Entire-Value-Chain-Must-Address-Pricing-Issue
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AbbVie Soothes Safety Fears With More Upadacitinib 
RA Data
https://bit.ly/2JOSS8H

Following the fifth positive pivotal trial for AbbVie’s JAK1 
inhibitor in rheumatoid arthritis, it is looking increasingly likely 
that upadacitinib is going to be approved next year, although 
the company is hoping robust safety data mean that it will not 
get a black box warning similar to the one issued by the FDA for 
Lilly’s recently approved same-class rival Olumiant.

Phase III Data ENLIVEN Pexidartinib’s Prospects But 
Liver Tox An Issue?
https://bit.ly/2HFqFMs

Phase III results for Daiichi Sankyo’s pexidartinib presented at 
ASCO provide new hope in a rare tumor type with no approved 
therapies, but hepatic toxicity also emerged as a safety issue in 
the study.

Indo-Korean Pharma Linkages: A New Emerging  
Asian Front?
https://bit.ly/2l2qemi

Is there a new strategic Asian pharma partnership in the works? 
Early days perhaps but worth keeping an eye on the India-
South Korea deal street.

Cipla Opens Up To Crowd Sourcing Innovation
https://bit.ly/2JxpeFF

Cipla has outlined its intent to incubate disruptive ideas in 
the healthcare space, along the lines of similar initiatives to 
accelerate innovation from US/European big pharma. It hopes 
that this “culture” will expand in India.

IPO Update: Returns Rebound As June Sees Its First 
New Biopharma Offering
https://bit.ly/2LKKHY6

MeiraGTx was the first to go public in the US in June after six 
drug developer IPOs launched in May. With returns for this year’s 
first-time biopharma offerings more than doubling from 9% at 
the end of April to 23.6% as of June 8, four new companies have 
filed and six have set terms for future IPOs.

Venture Funding Deals: Two Companies With China 
Ties Raise $260m Each
https://bit.ly/2LG6qkb

Suzhou-based immuno-oncology specialist CStone raised a 
$260m Series B round and Brii launched with $260m in Series A 
cash to develop drugs for the China market. Also, multiple start-
ups launched recently with more than $50m in Series A rounds, 
including Ansun, Beam, Casma, Celsius and Neurana.
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acquisition of Advanced Accelerator Ap-
plications SA. The company is launching its 
first radiopharmaceutical Lutathera (lutetium 
Lu 177 dotatate) in the US now, but has big-
ger plans for the platform.

The broad portfolio, she said, will position 
Novartis to lead in oncology over the long-
term, as the industry tries to figure out what 
combinations of drugs will lead to long-last-
ing cures for cancer.

“Oncology is multi-modal,” she said. “It’s 
not going to be just targeted therapy or 
just IO.” Recent setbacks in clinical trials 
testing different immuno-oncology com-
binations have shook the industry, which 
thought those kinds of combinations 
would be the answer to delivering better 
outcomes. Learning from those mistakes 
was one of the big themes at ASCO this 
year.  (Also see “ASCO 2018: Optimism As 
Industry Resets And Looks To What Is Next” - 
Scrip, 4 Jun, 2018.)

“When we talk about combinations, you 
hear everyone talk about the next role of im-
munotherapy in oncology but what every-
one is not talking about is combinations of 
what,” Barrett said. “It is not going to be nec-
essarily IO-IO combinations, but it is going 
to be IO-targeted therapy combinations. It is 
going to be IO-radiotherapy combinations. 
It could be CAR-T therapy in combination 
with targeted therapies. That’s really going 
to be the future here.”

WHAT TO DO IN PD-1?
On that front, Novartis has a come-from-
behind position. While the company 
dove into immuno-oncology early on, 
it focused on CAR-T therapy, stemming 
from a big deal with the University of 
Pennsylvania in 2012.  (Also see “Novar-
tis taps Penn University for cancer immu-
notherapy” - Scrip, 6 Aug, 2012.) The lead 
program from that partnership became 
Kymriah, approved last year for pediat-
ric B-cell precursor acute lymphoblastic 
leukemia (ALL), a niche indication.  (Also 
see “Novartis Beats CAR-T Competitors To 
The Pricing Punch With Kymriah Approval” 
- , 31 Aug, 2017.) A second approval for a 
larger indication in patients with diffuse 
large B-cell lymphoma (DLBCL) came 
through in May. 

But while Novartis was working on CAR-
T, its rivals were working on the checkpoint 
inhibitor class of PD-1/L1 inhibitors, such as 

Merck & Co. Inc.’s Keytruda (pembrolizum-
ab) and Bristol-Myers Squibb Co.’s Opdivo 
(nivolumab), that have now become a back-
bone of cancer treatment in a wide range of 
solid tumors – a far larger market opportunity 
and one without the manufacturing and dis-
tribution challenges that come with CAR-T. 

The expectations for CAR-T are still big, 
given the impressive efficacy the treat-
ment has shown in patients who have run 
out of options. But being so far behind 
other cancer leaders in PD-1/L1 has been 
a disappointment. 

Novartis is developing its own anti-
PD-1 antibody spartalizumab, focusing 
on a lead indication in malignant mela-
noma with BRAF V600 mutations in com-
bination with the BRAF inhibitor Tafinlar 
and MEK inhibitor Mekinist, where it 
thinks it could have a unique entry into 
the market. The Tafinlar/Mekinist combi-
nation is already approved for the mu-
tated melanoma. Data from an ongoing 
Phase III trial exploring the triple combi-
nation is expected in 2019, and Novartis 
expects to file for approval afterward. Be-
yond that, the company is testing many 
other combinations in early trials but is 
taking a wait-and-see approach. 

“Our strategy around having a PD-1 is more 
foundational,” Barrett said. “It’s good to have 
our own because we are unique in the sense 
that we have a PD-1 plus we have all the 
other combinations for PD-1, so having one 
in-house allows us to have some flexibility.” 

But the company also acknowledges 
that with so many PD-1/L1s already on the 
market, there are times when it might make 
more sense to combine its drugs with rival 
products if patients are already benefiting 
from those products. 

“That’s a conversation, when I first 
joined, that Samit and I had,” she said, re-
ferring to Global Head of Oncology Devel-
opment Samit Hirawat. “We want to make 
sure that if someone wants to use Keytru-

da or they want to use Opdivo, they can 
use our innovative medicines with any of 
the PD-1s.” 

KYMRIAH & KISQALI
The near-term focus for Barrett will be on 
the launches of Kymriah and Kisqali. The 
commercial expectations are particularly 
high for Kisqali, which joins a blockbuster 
market for CDK4/6 inhibitors in hormone 
receptor (HR)-positive, human epidermal 
growth factor (HER2)-negative advanced 
or metastatic breast cancer. The market 
is dominated by first-to-market Ibrance, 
however, the drug that Barrett built into a 
blockbuster at Pfizer. 

Catching up to the leader won’t be easy. 
Kisqali generated $44m in the first quar-
ter, after launching last year, while Ibrance 
generated $933m. Eli Lilly & Co..’s Verzenio 
(abemaciclib) also recently joined the mar-
ket. But catching up to Ibrance, which had 
a more than two-year head start in the mar-
ket, will be a challenge. 

Novartis hopes to carve out its own terri-
tory in the category through niche indica-
tions. Positive data from the Phase III MONA-
LEESA-3 trial presented at ASCO, for example, 
demonstrated progression-free survival 
benefits in patients treated with ribociclib 
plus fulvestrant versus fulvestrant alone in 
postmenopausal women with HR+, HER2- 
advanced breast cancer patients who had 
received no prior endocrine therapy. If the 
indication is approved by the FDA, it would 
be a unique indication for Kisqali, which is 
currently approved with an aromatase inhib-
itor as initial endocrine therapy. Ibrance is ap-
proved with an aromatase inhibitor as initial 
therapy and with fulvestrant in women who 
progress after endocrine therapy. Novartis 
is also studying Kisqali in pre-menopausal 
women as another point of differentiation. 

Barrett said she credits Novartis with run-
ning the broad Phase III program for Kisqali. 
But she understands the CDK4/6 market op-
portunity as much as anyone, and acknowl-
edged the challenging position Novartis is in. 

“I really absolutely believe it will con-
tinue to be an important medicine for us,” 
she said. “Do I think it’s going to overtake 
Ibrance in the US market? No, and I think 
we understand that.” The big opportunity in 
the US is on expanding the market, because 
only about 50% of patients who could be 
treated with a CDK4/6 inhibitor currently 
are. The other big opportunity is expand-

CONTINUED FROM COVER

‘For someone who loves 
oncology, it was an 
opportunity to be with a 
company that felt oncology 
was that significant’
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ing geographically. For Kymriah, the launch 
is more of a patient-by-patient approach, 
with Novartis reporting sales of $12m in 
the first quarter. The one-time treatment 
costs $475,000, which suggests only a lim-
ited number of patients have been treated 
commercially – but the first indication was 
the smaller one. The  larger DLBCL launch 
is just getting underway. The individualized 
treatment involves extracting patients’ cells, 
reengineering them to fight the cancer 
by targeting a CD19 antigen, and infusing 
them back into the patient. 

Barrett said that jumping into the CAR-T 
space has been inspiring, but the logistics 
are challenging when it comes to get-
ting the hospitals up to speed. “This is a 
new therapy for them just like it is a new 
therapy for all of us,” she said. The process 
of bringing the treatment into each new 
setting is unique logistically, and treat-
ment has to be internally approved on a 
per patient basis. 

With the launch in DCLBL she said Novartis 
received orders on the first day following the 
approval. Gilead Sciences Inc.’s CAR-T ther-
apy Yescarta is approved for relapsed/refrac-
tory large B-cell lymphoma, including DLBCL 
and others, and it got to the space first. Yes-
carta generated $40m in the first quarter. 

Barrett said having a DCLBL and ALL in-
dication could turn out to be a competitive 
advantage in the long run. 

“I think the institutions are saying I want to 
be able to use both in DLBCL and they want 
to gain their experience, because they do 
have a little bit of a different adverse event 
profile, and they want to learn to manage 
that themselves,” she said. “We think we 
have an advantage in that we have ALL and 
DCLBL. We believe some institutions will 
carry multiple [drugs] and some institutions 
likely after a period of time will say ‘I’ll go 
with this one or I’ll go with that one.’” 

Though the price of Kymriah is high, 
the company launched the drug with a 
value-based reimbursement agreement 
for ALL, offering to provide the treatment 
at no cost if patients don’t respond within 
one month. The company is also pric-
ing based on indication, so charging less 
for the indications that present a bigger 
commercial opportunity. 

Barrett noted that some hospitals have 
taken them up on their outcomes-based re-
imbursement offer, while others have not. “It 
is difficult. We are not quite there,” she said of 
the outcomes-based model industry wide. 
“We just have to figure out how to get the 
right data in the right way to be able to dem-

onstrate, did the patient respond or not.” 
In CAR-T, Novartis is focused on expand-

ing Kymriah into earlier lines of treatment 
and additional indications. A study in 
second-line DLBCL is launching, and the 
company is looking to expand into chronic 
lymphocytic leukemia (CLL) with a next-
generation CAR-T, CTL119, in combination 
with the BTK inhibitor ibrutinib. 

As part of its commitment to CAR-T, the 
company is also exploring manufacturing 
improvements, given how much that plays 
into the success of the field commercially. 

“We have to make manufacturing easier. 
We have to make it less expensive. We have 
to shorten the timeline,” Barrett said. “We 
took what the University of Pennsylvania 
had done and we scaled it. Now we are in 
the process of saying, “Okay, how can we au-
tomate? How can we get better so that our 
turnaround time is faster?”

Longer-term, the focus is on the early pipe-
line and which drugs to invest in for the future. 

“We are going to put a very high bar on 
what comes forward,” she said, but for the 
projects that do move forward, the com-
pany is going to go all in on them. “It’s not 
one study, but making sure we are covering 
everything that we need to cover.”  

Published online 11 June 2018

Roche, Bristol On The Defensive After Merck’s Lung 
Cancer Wins At ASCO
EMILY HAYES emily.hayes@informa.com

Merck & Co. Inc.’s stunning success 
in first-line metastatic lung cancer 
trials of Keytruda at the American 

Society of Clinical Oncology (ASCO) annual 
meeting set a high efficacy bar with pre-
scribers and left its PD-1/L1 inhibitor rivals 
Bristol-Myers Squibb Co. and Roche on 
the defensive. 

After presentations at the ASCO meet-
ing, held June 1-5 in Chicago, Merck’s Key-
truda (pembrolizumab) emerged as the 
clear leader in the valuable first-line non-
small cell lung cancer (NSCLC) setting. The 
Keytruda data raised the bar for BMS’s Op-
divo (nivolumab) and Roche’s Tecentriq (at-
ezolizumab), which tried to make the case 
during investor events in conjunction with 
ASCO for their strategies going forward.

NSCLC is the most valuable tumor type 
for PD-1/L1 checkpoint inhibitors, account-
ing for almost half of the immunotherapy 
class’s projected $30bn in sales for 2022, 
according to Morningstar Research esti-
mates. About one third of NSCLC is the 
squamous type.

Roche presented first-line pivotal data for 
its PD-L1 inhibitor Tecentriq combined with 
chemotherapy in squamous type NSCLC in 
the IMpower131 study and non-squamous 
NSCLC in the IMpower150 study on June 4 
at the ASCO meeting. 

While there was a progression-free sur-
vival (PFS) benefit in IMpower131, no overall 
survival (OS) benefit has been shown yet. In 
Roche’s IMpower150 study, Tecentriq and 
the company’s VEGF inhibitor Avastin (beva-

cizumab) with carboplatin and paclitaxel 
chemotherapy was associated with an OS 
benefit compared with Avastin plus carbo-
platin and paclitaxel; the hazard ratio for this 
result was 0.78. The combination of Tecen-
triq with carboplatin and paclitaxel did not 
show a significant OS benefit compared 
with Avastin and carboplatin/paclitaxel as 
yet.  (Also see “Roche’s IMpower150 Gets AACR 
Applause But Merck’s KEYNOTE-189 Big Win-
ner  “ - Scrip, 17 Apr, 2018.)

BMS presented data from the Phase III 
CheckMate 227 first-line NSCLC study of its 
PD-1 inhibitor Opdivo, Opdivo combined 
with the company’s CTLA-4 inhibitor Yervoy 
(ipilimumab), Opdivo plus platinum doublet 
chemotherapy or chemotherapy alone. The 

CONTINUED ON PAGE 6
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combination of Opdivo with chemotherapy 
demonstrated a PFS benefit versus chemo-
therapy alone (hazard ratio of 0.74) in patients 
with low PD-L1 expression (less than 1%). 

In an exploratory analysis of patients with 
the emerging biomarker tumor mutational 
burden (TMB), defined as 10 mutations per 
megabase, and who were PD-L1 negative, 
the one-year PFS rates were 45% for patients 
taking Opdivo and low-dose Yervoy, 27% for 
Opdivo and chemo, and 8% for chemo alone. 

No overall survival benefit was reported 
and TMB is still not accepted as a biomarker 
yet. The emerging biomarker definitely had 
a high profile at this year’s ASCO meeting, 
but there also was a lot of discussion about 
the variety of tests and enormous complex-
ity of setting TMB cutoff points.

ROCHE GETS A GRILLING
Full data from an interim analysis of Roche’s 
IMpower131 squamous NSCLC study were 
released on June 2 and presented in the late 
afternoon of June 4, along with IMpower150 
data and Bristol’s CheckMate 227 study.

IMpower131 had three arms and 1,021 
patients. Arm A tested Tecentriq with car-
boplatin and paclitaxel. Arm B evaluated 
Tecentriq with carboplatin and Abraxane 
and Arm C patients took carboplatin and 
Celgene Corp.’s Abraxane (nab-paclitax-
el). Per the design, the study evaluated 
Arm B versus C and if this comparison 
showed an overall survival benefit, the 
plan would be to test B versus A. How-
ever, this second analysis has not been 
done, because an overall survival benefit 
has not been shown yet.

Median PFS was 6.3 months in the Te-
centriq plus carboplatin and Abraxane 
arm versus 5.6 months for chemotherapy 
alone, a significant difference, but with a 
hazard ratio of 0.71, which is not as strong 
as the PFS result reported for Keytruda 
plus chemotherapy versus chemo alone 
in the KEYNOTE-407 first line squamous 
NSCLC study (HR=0.56), which was also 
presented at the meeting.

However, Roche is stressing the extensive 
size of its development program in NSCLC, 
and noted in a statement about the data 
that the study is one of eight evaluating Te-
centriq in a range of lung cancer types.

Roche fielded a number of questions 
about its competitive positioning relative to 
Merck during its June 4 investor event. For 

example, executives were asked to com-
ment on unflattering comparisons made at 
the meeting between IMpower150 versus 
Merck’s KEYNOTE-189 first-line non-squa-
mous NSCLC study at the meeting.

Alan Sandler, principal medical director, 
said it’s important to note the dangers and 
risks associated with cross-trial compari-
sons when the backbones are the same, 
let alone when they are as different as they 
are in this case. 

IMpower150 tested Tecentriq with 
Avastin and taxane-based chemotherapy, 
whereas KEYNOTE-189 tested Keytruda with 
Eli Lilly & Co.’s Alimta (pemetrexed). Also, 
the KEYNOTE-189 evaluation reflected very 
short follow-up of seven months or so, com-
pared with a year and a half with IMpower 
150, he noted.

“And so it will be interesting to see what 
happens with KEYNOTE-189 over time,” 
Sandler said.

Roche execs also noted that the program 
includes another first-line NSCLC study of 
Tecentriq in combination with chemother-
apy – IMpower132 – that is more similar to 
KEYNOTE-189 in that it has a similar peme-
trexed-based backbone.

Roche also recently announced a posi-
tive outcome in the IMpower130 study of 
Tecentriq with carboplatin and Abraxane in 
the first-line non-squamous NSCLC, though 
details are not yet available. 

“So I think the totality of the data as we 
go forward will be very interesting over time 
and we’ll have that data coming out in the 
remainder of the year,” Sandler said.

The company believes there will be a 
place for a range of backbones, including 
with taxane and pemetrexed chemothera-
py and Avastin, Sandler said. 

BRISTOL DIGS IN TO TUMOR 
MUTATIONAL BURDEN
Bristol also fielded a number of questions 
about its CheckMate 227 data in first line 
NSCLC patients with high TMB and PD-L1 
negative status and competitive positioning 
during its ASCO investor event.

Chief Commercial Officer Murdo Gordon 
noted that 40%-50% of patients have TMB 
above 10 mutations per megabase, the cut-
off point for high TMB, and 15%-20% have 
high TMB and also have low PD-L1.

Chief Scientific Officer Tom Lynch noted 
the second part of the CheckMate 227 study 
and the CheckMate 9LA first-line NSCLC 

data, which tests the combination with che-
motherapy and features a prospective anal-
ysis of TMB. The chemo combination will 
play a role for some patients with advanced 
NSCLC, Lynch said.

“So we would not have designed these 
studies if we didn’t think these studies had 
the potential to deliver important data that 
could influence how that market develops,” 
Lynch said. Gordon said BMS believes there 
is an advantage to having the breadth of the 
program that it has with Opdivo and Yervoy 
in combination as well as IO/chemo combi-
nations in NSCLC.

“And I think while, yes, there’s clearly go-
ing to be some degree of entrenchment 
given the leadership position and time 
elapsed between when we might have an 
indication and when our competition has 
entered the market, I do feel good about the 
reach and the commercial capability along 
with our medical colleagues in the commu-
nity and in academia to establish a strong 
position in that market,” he said. 

“I also like the idea of going in, being able 
to talk about all the segments, being able to 
talk about the biomarkers, and being able 
to fulfill the needs of multiple segments 
with multiple shots on goal, and I think that 
could help us,” Gordon added.

BMS also was asked about uptake and 
practicality of TMB testing among prescribers. 

The very beginning of an evolution with 
a biomarker can look daunting – as with 
EGFR and ALK testing – but Lynch said test-
ing for those mutations are now done rou-
tinely and fast.

Gordon noted that the company is seeing 
some real efficiency generated by some ac-
ademic labs in terms of turning around TMB 
results within two weeks. BMS is looking 
at how to help people understand how to 
do TMB testing better and it will take some 
time to ramp up after an FDA-approved test 
becomes available, he added.

The company believes the vast majority 
of patients with NSCLC will get combination 
therapy, but it is also considering monother-
apy approaches, Lynch said.

MERCK STAYS IN THE 
SPOTLIGHT FOR NOW
Regardless of data still expected for BMS’s 
and Roche’s PD-1/L1 inhibitors, the spot-
light remains on Merck’s stand-out data, 
for now. Evercore ISI analyst Umer Raffat 
said in a June 5 note that Merck has “done 

CONTINUED FROM PAGE 5
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a remarkable job at executing” the first-line 
lung cancer studies. He also noted that the 
plenary discussant in the session where 
Bristol’s CheckMate 227 data and Roche’s 
IMpower150 studies were presented (Tom 
Stinchcombe of the Duke Cancer Center) 
said that Keytruda plus chemo is the top 
choice in this setting. 

Consequently, some observers have said 
that Merck’s IO/chemo combo may inch out 
any other competitor, thereby leaving no 
room for BMS’s PD-1/CTLA-4 combination, 
Raffat said.

However, the CheckMate 227 data pre-
sented at the ASCO meeting seemed to 
show that the IO/IO combo worked better in 
the one-third of first-line lung cancer patients 
who are PD-L1 negative, he said. It also seems 
to works as well as Keytruda and chemo in 
patients who are PD-L1 negative based on 
Merck’s KEYNOTE-189 study results and it 
beat the Keytruda/chemo combo in patients 
who were PD-L1-negative stratified for TMB.

This may emerge has an important rea-
son to test for TMB and use Opdivo and Yer-
voy, Raffat suggested.

Going forward, the CheckMate-9LA 
study is the most important trial for BMS 
in first-line lung cancer, as this tests two 
rounds of chemo with Yervoy and Opdivo, 
the analyst said.

KEYTRUDA EXPANDS REACH
For now, the BMS and Roche studies pre-
sented at ASCO generally compare unfa-
vorably to Merck’s first-line NSCLC showing 
for Keytruda combined with chemo in the 
pivotal KEYNOTE-189 study of an all-comers 
population with non-squamous NSCLC, 
which were first shown at the American 
Association for Cancer Research meet-
ing in April, and squamous NSCLC in KEY-
NOTE-407, presented on June 3 at ASCO.

Merck also presented positive first-line 
overall survival data for Keytruda as a mono-
therapy versus chemo in the KEYNOTE-042 
study in squamous and non-squamous 
NSCLC patients with over 1% PD-L1 expres-
sion at the meeting, but that data wasn’t all 
that persuasive for lung cancer specialists, 
because the benefit was driven by the pa-
tients with at least 50% expression. There 
also was a lack of crossover in the study, a 
plenary discussion that highlighted the 
study flaws, and unfavorable comparison 
with KEYNOTE-189, which had a 0.49 hazard 
ratio for the overall survival endpoint.

However, Keytruda is the only checkpoint 
inhibitor positioned as a monotherapy in 
first-line NSCLC and prescribers may figure 
out over time which patients are better off 
with a single agent, saving them the toxicity 
of chemotherapy.

Asked about the relative weakness of 
monotherapy data in the patients with 
less than 50% PD-L1 expression, Merck’s 

Roger Perlmutter explained during the 
company’s June 4 investor event during 
ASCO that the study was designed to look 
at the 50% population first, then sequen-
tially step down to lower levels and there 
was no pre-specified analyses to compare 
the various levels of expression.

“But what I would say is that, all of that said, 
I think in general, the strength of the KEY-
NOTE-189 data and the KEYNOTE-407 data 
are such that most people look at this and 
say, ‘Right, the issue isn’t whether I use Keytru-
da; I’m going to use Keytruda. The question is, 
do I add chemotherapy.’ And in most cases, 
that’s going to be yes,” said Perlmutter, who 
is president of Merck Research Laboratories.

Most patients will get chemotherapy 
with Keytruda as oncologists know how to 
manage these agents after using them for 
decades, he added.

Keytruda is now able to address almost 
80% of the NSCLC patient population, as 
patients with EGFR and ALK mutations were 
excluded from studies.

Frank Clyburn, president of global oncol-
ogy and market access at Merck, said during 
the company’s investor presentation that 
there is still a lot of competitive data yet to 
be read out, but a high bar has been estab-
lished with KEYNOTE-189 data in a combi-
nation setting, where the risk of death was 
cut roughly in half.

Keytruda plus chemo is under FDA review 
for squamous NSCLC following an early sub-
mission based on response rate data.

KEYNOTE-407 tested Keytruda with 
carboplatin and paclitaxel or Abraxane 
versus carboplatin and paclitaxel or Ab-
raxane alone in 559 patients with meta-

static squamous NSCLC. The Keytruda 
combination reduced the risk of death 
by 36% compared to chemotherapy 
alone (p=0.0008).

Luis Paz-Ares, KEYNOTE-407 study investi-
gator and professor of medicine at the Hos-
pital Universitario 12 de Octubre in Madrid, 
noted during a presentation of the data that 
this benefit was across subgroups based on 

PD-L1 expression (the reduction in risk of 
death was 43% in those with levels ranging 
from 1% to 49% expression) and represents 
a new standard of care.

The Keytruda combination also demon-
strated a significant progression-free sur-
vival benefit, with a 44% overall reduction 
in risk compared with chemo; a 32% reduc-
tion in risk for those with no PD-L1 expres-
sion was notable.

Perlmutter noted during Merck’s inves-
tor meeting that the drug now has five 
data sets showing an overall survival ben-
efit for Keytruda, so the data are “extreme-
ly consistent.” 

“The important thing to mention is that 
we have demonstrated improved overall 
survival in the single-agent setting, as well as 
in combination with chemotherapy across 
these different subsets and with different 
chemotherapy regimens,” Perlmutter said.

Bernstein Research analyst Tim Anderson 
commented in a June 4 note that Merck 
clearly articulated why it will be the domi-
nant force in first-line lung cancer during 
the ASCO investor event.

“In our view, the biggest new learning 
at ASCO, from a Merck perspective, is how 
much that will now also apply to 1L NSCLC 
patients with squamous histology, when 
KN-407 data is lined up against Roche’s 
IMpower-131 data. The only 1L segment 
Merck lacks is driver mutants (e.g. EGFRm, 
ALK+, etc.).  In our view, Merck shares de-
serve to continue their recent strengthen-
ing (arguably, all driven by Keytruda) and 
we reaffirm our ‘top 3 pick’ view of the 
name,” Anderson said.  

Published online 11 June 2018

“Most people look at this and say, ‘Right, the issue 
isn’t whether I use Keytruda ... The question is, do I 
add chemotherapy.’” Merck Research Laboratories 
President Roger Perlmutter
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Next-Generation Roche: How Data Analytics Will Keep 
It In The Lead In Oncology
MARY JO LAFFLER maryjo.laffler@informa.com

Roche has long held a leadership po-
sition in oncology – even if it has not 
held onto that lead in immuno-on-

cology – but with its investments in digital 
and personalized health care, it is looking to 
establish its position as an oncology leader 
in the future.

The company used its annual on-site 
investor briefing at the American Society 
of Clinical Oncology annual meeting to re-
view the data across its oncology portfolio 
and explain how its combination trials and 
genetic sequencing are helping carve out 
opportunities for leadership in lung cancer.  

But rather than focusing on new medi-
cines coming or life-cycle extensions help-
ing it dominate key cancer markets, Roche’s 
discussion of oncology strategy focused on 
biomarkers and digital health tools.

These aren’t new areas for Roche to 
highlight as key advantages for the compa-
ny, but this year the company was able to 
present clear examples of exactly how its 
big data investments are helping it stream-
line oncology development and gain bet-
ter reimbursement. 

Roche Pharmaceuticals CEO Daniel O’Day 
framed the oncology field as having tran-
sitioned from blockbuster medicines that 
were one size fits all to targeted therapies 
using a single disease marker, and now to 
personalized treatment with combinations 
of targeted agents and cancer immunother-
apy matched to the individual patient, with 
next-generating sequencing and response 
monitoring – which creates an “increasing 
need for data capabilities.”

That’s where Roche is trying to build a 
“foundation of future competitive differen-
tiation,” much in the way it has used its di-
agnostics business to advance its position 
with targeted therapies and companion 
diagnostics. 

The rise of digital data capabilities affects 
the entire health care system, but Roche is 
looking to get ahead and work together at 
the same time.

“We think we’re going to improve the 
entire ecosystem around cancer, by the 
way for all companies because when you’re 

changing standards I think you have to be 
working in consortiums. But as a big ship on 
a rising tide, we think we’re going to have a 
distinct advantage to this as the first mover 
in this area and we’re fully committed to this 
in our overall strategy,” O’Day said. 

As Roche is a leader in cancer, “we should 
also be the leaders in the next generation of 
personalized health care and that will involve 
comprehensive genomics and also real-
world data,” O’Day said. “And it’s really the in-
tersection of these things that we think gives 
us a unique position in the field of cancer.” 

BUILDING CAPABILITIES
Roche has long capitalized on the advan-
tage of having an in-house diagnostics 
business, and its strength with biomarkers 
and companion diagnostics underlie its on-
cology success. The company has similarly 
long been working with partners on new 
technologies, like Foundation Medicine 
Inc. and Flatiron Health Inc.. 

In February, Roche upped its 12.9% stake 
in Flatiron Health to fully acquire the rest of 
the cloud-based oncology analytics firm for 
$1.9bn.  Roche intends to keep Flatiron run-
ning as an independent unit that can still 
form external partnerships with other bio-
pharmas. It reports that 90% of big pharma 
companies are working with Flatiron data. 

An early investor, Roche already has been 
working with Flatiron to generate real-world 
evidence (RWE) and explore the possibilities 
of mining electronic medical records – and 
preaching the possibilities of RWE to aid in 
reimbursement, accelerate development 
and support regulatory filings.  

Roche used the ASCO investor event 
to showcase some of the progress that’s 
been made.

SMOOTHING REIMBURSEMENT
So far, RWE has been used largely for reim-
bursement purposes, to demonstrate to 
payers the actual benefit of medicines out-
side of a clinical trial setting. But as big data 
gets bigger, the possibilities are expanding. 
Creating large and robust datasets can sup-
port value-based reimbursement, where 

payment is linked to achievement of a cer-
tain outcome. 

“We get value-based pricing and new re-
imbursement models by being able to have 
large robust data sources,” O’Day said. 

He offered a couple of examples of the 
impact of data analytics on reimbursement, 
to show “it’s not something that’s theoreti-
cal. It’s very, very real in driving our business, 
getting our medicines to patients faster and 
obviously driving our sales as well.”

Roche’s poster drug for this is its second-
generation ALK inhibitor Alecensa (alectinib) 
for lung cancer. O’Day reiterated how the 
highly targeted therapy moved through de-
velopment quickly, so complete data wasn’t 
available to negotiate reimbursement – and 
the Flatiron database was used to mimic 
control arms for the local standard of care in 
different global markets. 

“We were able to … actually get Alecensa 
approved in around 20 countries around 
the world on average around a year faster 
than we would have if we had to wait for 
the normal reimbursement process,” he said. 

The Flatiron database also was used to 
help gain coverage for Roche’s PD-L1 in-
hibitor Tecentriq (atezolizumab) by the UK’s 
National Institute for health and Clinical 
Excellence (NICE), which required five-year 
projected data. 

“We had two-and-a-half-year data on 
our trial and we were able to use the Flat-
iron database to really model that five-year 
data,” O’Day said, and Tecentriq became 
the first immunotherapy to be approved 
in the second-line lung cancer setting in 
the UK, based upon the Flatiron database. 
So, O’Day added, the Flatiron data put 
Roche “significantly ahead of where we 
would have been.”

In addition to improving access by dem-
onstrating value and gaining better reim-
bursement, data insights also can improve 
access and personalize patient care, O’Day 
explained, through comprehensive diag-
nostics, personalized treatment options and 
clinical decision support. That depends on 
use of next-generation sequencing (NGS) 
and coverage of testing, however. 

mailto:maryjo.laffler@informa.com
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SPEEDING R&D
Roche believes tapping into big data and 
analytics technology will have significant 
impact on R&D efficiencies, leading to more 
differentiated products, with lower devel-
opment costs, faster speed to market and 
better profiles due to precise targeting, bet-
ter value and therefore higher return. Spe-
cifically, these tools can help with biological 
insights and target identification, as well as 
efficient trial design and recruitment. 

In addition to working with Flatiron’s ana-
lytics, Roche has had an alliance with diag-
nostics firm Foundation Medicine related to 
NGS and complex diagnostic tools.

In the Phase II LOTUS trial of the AKT in-
hibitor ipatasertib plus paclitaxel for triple-
negative breast cancer, Roche used the 
FoundationOne NGS platform to examine a 
particular biomarker profile, altered PI3KCA/
AKT1/PTEN, which showed an improved 
progression-free survival hazard ratio.

The Foundation Medicine diagnostic 
analysis “was really instrumental to finding 
the best path forward for ipatasertib … find-
ing this multi-genomic characteristic of the 
PI3, AKT and PTEN pathways and being able 
to retrospectively look at that data and look 
at the difference in hazard ratios when you 
subset those patients,” O’Day explained. 

Successful commercialization of ipa-
tasertib depends on next-generation se-
quencing to find the right patients, O’Day 
acknowledged. 

The Foundation Medicine pathway also 
has identified ways to expand ipatasertib, 
O’Day added, showing that “we can actually 
extend beyond triple-negative breast can-
cer to HER2-negative hormone receptor-
positive patients and that there could po-
tentially be other utilities we continue.”

Roche’s long-term “comprehensive diag-
nostics” strategy, with routine and extensive 
use of Foundation’s NGS and Roche’s estab-
lished immunohistochemistry diagnostics in 
oncology studies, gives the company a large 
data library, including blood and tissue sam-
ples, to examine with new analytic tools. Be-
yond guiding R&D, that library also potentially 
could support indications for retrospectively 
identified patient subgroups without the pit-
falls of retrospective convenience samples or 
the need to conduct a prospective trial.

Roche already is using Flatiron’s research-
quality electronic medical records database, 
which includes 10m patients, to create vir-
tual control arms. “It’s the power of being 

able to delve into a really deep database and 
genomics,” O’Day said. “With Flatiron, we’ve 
had a variety of different successes already.”

External or historical control arms have 
been the primary application of RWE in FDA 
decision-making about efficacy, but such 
approvals have been rare and concentrated 
in ultra-orphan therapies. Roche’s large-
scale application of the technique shows its 
broader potential.

“We have had now 10 trials that we’ve done 
this same methodology to,” O’Day comment-
ed. He highlighted Roche’s use of real world 
data to create an external control arm for the 
OAK trial looking at Tecentriq in second-line 
non-small cell lung cancer. Researchers retro-
spectively replicated a docetaxel control arm 
in the Flatiron electronic medical record da-
tabase using the characteristics of the control 
arm per the actual OAK trial. “We were able 
to essentially statistically mimic the activity of 
that control arm,” O’Day said. 

Other companies also have done this 
with the Flatiron database, he noted. Ad-
ditionally, Flatiron is working with the FDA’s 
INFORMED collaborative regulatory science 
incubator on a demonstration project look-
ing at RWE for immunotherapy for non-
small cell lung cancer.  

“I think this has really extraordinary po-
tential to look at how we do clinical trials in 
the future as this continues to get validated 
and as we work with regulatory authorities 
around this concept,” the exec said.

REGULATORY OPTIMISM
O’Day sees reasons for optimism about how 
this sort of data is received by regulators. 
He noted that US FDA Commissioner Scott 
Gottlieb has been “highly encouraging of 
high robust quality real world data sets in 
terms of their ability to be able to do clinical 
trials differently from a regulatory perspec-
tive and allow us to advance and accelerate 
medicines to the market.” 

Roche was asked during the investor brief-
ing about the downside of replacing clinical 
trials, which are trusted as the gold standard 
of evidence, and playing with data that could 
lead to companies producing the results 
they want to avoid challenges like head-to-
head trials against new competitors. 

There’s a danger in not setting a high 
standard, O’Day acknowledged, because 
without that “we could have real-world data 
sources that give inaccurate information.” 
Roche moved to acquire Flatiron because it 

felt “they were really getting to regulatory-
grade data,” he explained, “and one of the 
problems with other data sources around 
the world is that they’re not doing that.” 

Alan Sandler, global head of the lung can-
cer franchise, pointed to another potential 
advantage from Roche’s real-world data strat-
egy in evaluating potential combinations: 
Hypotheses could be tested on “appropriately 
annotated real-world metadata” instead of 
the clinic, he said. There’s “enormous potential” 
to “better leverage our own drugs, and other 
drugs that are out there, in combination with-
out ever actually having to do the trials.”

READY FOR THE FUTURE
The Swiss oncology specialist touched on 
many familiar themes during its annual 
ASCO analyst presentation – how it is deliv-
ering in immuno-oncology and amassing 
data that should establishing Tecentriq in 
unique subsets, the potential for in-house 
combinations, and the breadth of its offer-
ings in key fields like lung and breast cancer. 

Continuing to deliver in these ways should 
keep Roche at the top of the cancer class for 
the near-term, despite the coming competi-
tion from biosimilars for Avastin (bevacizum-
ab) and Herceptin (trastuzumab) and pipeline 
setbacks like shelving the PI3 kinase inhibitor 
taselisib after disappointing data, presented 
at ASCO. Indeed, O’Day noted Roche’s “inno-
vation strategy remains unchanged.”

But “accelerating data and advanced ana-
lytics” now features as a central pillar to that 
strategy, one that both helps with pipeline 
and commercial delivery and should lead 
to organizational transformation in terms of 
speed, stability and flexibility.

“It affects all parts of our business,” O’Day 
said. “It’s very much, at least for all of us at 
Roche and Genentech, very much in the 
center part of our strategy.”

He added, “the business case for us is that 
at the end of the day we’ll continue to dis-
cover and develop transformational medi-
cines and bring those to patients. But the 
point is we can do it smarter, faster and bet-
ter. It helps our R&D productivity at really all 
stages of the value generation curve, from 
early to late-stage of the valuation curve.”  

Published online 11 June 2018
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Novo Nordisk Seen Readying  Steps To Offset US 
Pressures, Including Job Cuts
STEN STOVALL sten.stovall@informa.com

T ough decisions loom for Novo Nordisk AS’s CEO Lars Fruer-
gaard Jørgensen and his management team as they ponder 
how to offset rising price pressure in the US insulin market.

 Denmark’s top financial newspaper Boersen says the diabetes 
fighter is considering laying off up to 3,000 staff and dropping its 
long-term financial targets as a result.

Novo Nordisk’s US sales have declined in the last three quarters, 
registering a 10% drop in last year’s third quarter followed by a 
5% fall in the fourth quarter, and then an 11% decline in this year’s 
first quarter.

That trend prompted Fruergaard Jørgensen in May to say that 
management would soon decide how best to respond. He noted 
that increased urgency from the US diabetes market came from 
the looming impact of increased part D Medicare rebates coming 
into effect from next year, which are expected to cut group US 
sales further.

CORRECTIVE LEVERS
The CEO said that corrective levers would be used by management, 
including moves to boosting product sales, and new cost savings 
and possible job cuts.

The company at its first-quarter update on May 2 flagged com-
ing changes to the US Medicare Part D coverage gap following new 
legislation there. 

Pharmaceutical companies will from 2019 be required to cover 
70% of the coverage gap, up from the current level of 50%. This 
change in coverage is expected to negatively affect Novo’s sales 
by 1-2% and reduce earnings before interest and taxation [EBIT] by 
3-4%. unless savings are found.   

“That’s a key change in our environment in the US,” CEO Lars Fruer-
gaard told analysts during the first-quarter update last month.

But a Novo Nordisk spokesperson later stressed to Scrip that “the 
Part D rebate is only one of many factors that we need to take into 
account when planning for the future,” adding: “whenever we make 
important decisions, we will communicate them at the appropriate 
time.” They declined to comment on the latest newspaper report, 
which said remedial action would be decided at a strategy meeting 
in June and then presented at Novo Nordisk’s half-yearly corporate 
update in August.

Jørgensen, who became CEO in early 2017, has been at Novo for 
27 years in various roles and was responsible for the company’s cor-
porate strategy processes for the last decade until taking the helm, 
replacing his predecessor Lars Rebien Sørensen.

The company clearly wants to be ahead of the curve and avoid any 
repeats of 2016 when a deterioration in its US prospects were not 
flagged early enough in the view of many investors.

In an interview with Scrip last September Novo Nordisk’s inter-
national operations chief Maziar Mike Doustdar acknowledged 
that the Danish group could have reacted better to market events 
in the summer of 2016 when the company – pressed by rising 

price pressures and competition notably in the US – was forced 
to slash its sales and profit forecasts, triggering steep slides in the 
Denmark-based company’s share price, which in turn sparked 
lawsuits from aggrieved shareholders and prompted a restruc-
turing within the company which included swingeing job cuts 
and changes in top management.

“For good reason, we lost some credibility [that] year with analysts, 
investors and shareholders. A couple of quarters of sticking to our 
agenda and our promises will be the best way to handle things go-
ing forward.” 

He said at the time that changes subsequently brought in by the 
company had put it on the road to recovery, and that the investment 
community had so far responded positively.

Indeed, analysts note that in the medium- to long-term Novo Nor-
disk is in an attractive investor space, having the largest market share 
globally in both diabetes- and obesity-care pharmaceuticals.

Still, the group can only maintain its commanding lead if it 
keeps innovating and developing new therapies to replace those 
coming out of patent protection and to compete against better 
treatments that may be developed by competitors. Luckily for 
its investors, Novo Nordisk has been successfully doing this and 
now has many new medicines at various stages of the develop-
ment pipeline.  

Published online 10 June 2018
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Activist Investors Seek Action At Allergan, But Are 
They Aligned?
MANDY JACKSON mandy.jackson@informausa.com

Allergan PLC’s stock is trading at its lowest point since De-
cember 2013 and investors increasingly are showing their 
displeasure with the company’s current management, in-

cluding two hedge funds that have gone public with a demand to 
split the CEO and chairman roles held by Brent Saunders.

And now there’s market chatter about two additional activist in-
vestors with higher-profile histories of seeking change at biopharma-
ceutical companies – Icahn Enterprises LP and Sarissa Capital Man-
agement LP – buying Allergan shares. The company’s stock closed 
up 5.1% at $163.27 per share on June 7 after news of Icahn’s interest 
in the company broke.

However, with Carl Icahn’s past support for Saunders, it remains 
to be seen if the iconic investor and his former protégé – Sarissa 
founder Alex Denner – hold the same opinions about Allergan as 
Appaloosa LP and Senator Investment Group LP.

Appaloosa and Senator first wrote a private letter to Saunders and 
the Allergan board of directors about its concerns regarding the com-
pany’s strategic direction and its stock price decline on April 23, after 
reports that Allergan considered a bid for Shire PLC, which eventually 
agreed to be acquired by Takeda Pharmaceutical Co. Ltd.

The hedge funds again wrote a private letter about their concerns 
on May 7 after speaking with Allergan leadership, but they took their 
correspondence public with a third letter on June 5. The investors’ 
latest cause for alarm was a disclosure by Saunders at an investor 
conference on May 30 that the company, after previously announc-
ing the initiation of a strategic review, decided to sell off its women’s 
health and anti-infective businesses.

“Like the rest of the investment community, we were under-
whelmed by the company’s half-hearted attempt to restore strategic 
momentum,” Appaloosa and Senator wrote about Allergan’s plans to 
divest the two sets of assets. 

“The token measures outlined in Mr. Saunders’ presentation betray 
the board and management’s desire to cling to a status quo that has 
produced three years of steadily declining stock performance and 
a fire-sale market valuation,” the investors continued. “It is now clear 
that fresh thinking is absent from the current regime, thus explaining 
the market’s complete loss of confidence in the stock. To that point, 
we reiterate our strong suggestion that at a minimum the company 
1) split the office of CEO and chairman; 2) retain a new chairman or 
CEO from outside the company; 3) replace at least two additional 
directors on the current board; and 4) upgrade management per-
sonnel in critical operating units.”

Allergan responded publicly on June 5 by noting that its board 
and management “welcome input from all our shareholders, and 
take into account their views.” 

“The conclusion of our recently completed strategic review is to 
create a more focused Allergan that concentrates on four therapeutic 
areas where we have leadership positions and depth and breadth of 
our products and pipeline, and to pursue a disciplined capital alloca-
tion strategy to generate value for shareholders,” the company added. 

“Our board has been active and aggressive in board refresh-
ment with three new directors joining our board over the past 16 
months, and board refreshment continues to be a top priority,” the 
statement continued.

ICAHN’S A WILDCARD, BUT INVESTORS 
GENERALLY ARE UNHAPPY
Icahn may give Saunders the benefit of the doubt based on the inves-
tor’s past support for the CEO when he was appointed to lead Forest 
Laboratories Inc., where Icahn sought to replace the long-term CEO 
Howard Solomon.  But cash is king in the investment world, so the 
fact that Allergan’s stock has lost a lot of value may usurp Icahn’s past 
praise for Saunders. 

Allergan could not confirm whether Icahn Enterprises or Sarissa 
have taken new positions in the company, but supplied a four-word 
statement: “Allergan welcomes all investments.”

However, Credit Suisse analyst Vamil Divan pointed out in a June 5 
note that many who hold the company’s stock are not happy inves-
tors at the moment. Divan said the correspondence from Allergan’s 
two activist investors “highlights many of the same concerns that 
others have had with the company as the stock has continued to 
underperform.”

Allergan’s stock hit its highest point, trading in the $300 per share 
range, back in mid-to-late 2015 when Pfizer Inc.’s interest in a tax in-
version deal that could free up offshore cash shifted to Allergan and 
a $160bn buyout was announced in November of that year. But the 
companies called off the deal when US policy changed and made 
the tax inversion less attractive. 

More recently, however, Allergan’s stock fell below the $200 mark 
in October after the company’s controversial deal announced in Sep-
tember to shift ownership of the patents for its blockbuster dry eye 
drug Restasis (cyclosporine) to the Saint Regis Mohawk Tribe in an 
effort to make the intellectual property immune from patent inter-
ference proceedings.  (Also see “Allergan Shifts Restasis Patents To Na-
tive American Tribe To Invoke Immunity From IPR” - Scrip, 9 Sep, 2017.) 
The move eventually backfired at the patent office and after separate 
patent litigation invalidated certain Restasis patents.

Allergan also has suffered from other setbacks since last fall, shak-
ing investor confidence in the company’s strategic direction, includ-
ing research and development investments, such as Esmya (ulipris-
tal) for uterine fibroids. The drug is under US FDA review for potential 
approval with a user fee date that’s been pushed from May to August 
as safety concerns persist in Europe, where Esmya already is on the 
market.  (Also see “Liver Damage Worries Lead To Further EU Restric-
tions On Richter’s Esmya “ - Pink Sheet, 21 May, 2018.)

Credit Suisse’s Divan noted that any additional missteps in Aller-
gan’s R&D portfolio “could be the final straw that breaks the proverbi-
al camel’s back and lead to the replacement of the CEO and head of 
R&D, if not a complete cleaning house at the management level.”  
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SETTING THE SCENE

1.32
The average amount 
per hour men were 
paid more than 
women in 20171

9.1%
The pay gap created by 

2017’s discrepancy

MIND THE GAP: 
PHARMA’S UK 
PAY LANDSCAPE

This year, companies with more than 
250 employees in the UK were required 
by law to publish the average earnings of 
their male and female employees. Not the 
same as equal pay, whereby a man and 
woman are paid the same wage for the 
same job, the gender pay gap shows the 
difference in average earnings throughout 
an organization. These data reveal 
the current state of pharma’s personnel 
make-up and promised shake up.  

10.2%
The shrink in pay gap 
for companies with 
>250 employees 
from 2011 to 2017

2017201620152014201320122011

21.5 20.7 20.6 19.7 19.7 19.2 19.3

2017 saw a marginally 
larger pay gap than 2016.1

GROWTH OF PAY BETWEEN 2011 AND 2017

10.4%
  MEN

12%
  WOMEN

3/19
companies reporting 
data paid women 
more than men

PHARMA FACTS

30%
Highest pay gap in favor of women

6.7%
Amount female sta� were

paid more than men

0.3%
Amount female sta� were 

paid more than men

LARGEST AVERAGE PAY GAP IN FAVOR OF MEN

75p/1

76p/1

81p/1

Women/Men

BONUSES AND BEYOND
Pay quartiles are calculated by splitting all 
employees in an organization into four even 
groups according to their level of pay. 

WOMEN

26%
MEN

74%
68%32%

75%25%

78%22%

HIGHEST QUARTILE

LOWEST QUARTILE

Pharma fares well compared to the 
UK average in the middle tiers of 
company structure. However, 
company leadership is still 
overwhelmingly male. 

Last year men made up 
72.8% of the workforce 
in the highest-paid 
occupation group. 

15/19
Pharma companies 
had more women 
than men in the 
lowest paid quartile

15%
Of companies paid women 
more than men in bonuses

26%
Pharma companies that have 
more women in the top quartile 
of the workforce than men

NOTE; All averages used are median

SOURCES: 
1O�ce for National Statistics
Source for all: company reports and UK government �gures
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Lilly/AstraZeneca’s Lanabecestat Becomes Latest  
BACE Casualty
ELEANOR MALONE eleanor.malone@informa.com

AstraZeneca PLC and Eli Lilly & 
Co. are to discontinue Phase III tri-
als of their oral beta-site amyloid 

precursor protein cleaving enzyme (BACE) 
inhibitor lanabecestat in Alzheimer’s dis-
ease. The two trials, one in early Alzheim-
er’s and the other in mild Alzheimer’s de-
mentia, were stopped for futility on the 
recommendation of an independent data 
monitoring committee, which said they 
were unlikely to meet their primary end-
points on completion. 

The field of BACE inhibition in Alzheim-
er’s is littered with casualties, most re-
cently Johnson & Johnson’s atebecestat, 
which was discontinued because of liver 
safety issues. Merck & Co’s verubecestat 
was also halted earlier this year.  (Also see 
“M&A Pressure Mounts For Merck & Co After 
Alzheimer’s Drug Dismissed” - Scrip, 14 Feb, 
2018.) That trial was halted after the data 
monitoring committee found in an inter-

im analysis that it was unlikely a positive 
benefit/risk profile would be established.

It has been hypothesized that liver tox-
icity may be associated with BACE inhibi-
tors because of the promiscuity of BACE1. 
However, Lilly and AstraZeneca said there 
were no safety issues discovered in their 
Phase III trials.

The first of the two Phase III trials was 
AMARANTH, in which patients with early 
Alzheimer’s received 20 mg or 50 mg of 
lanabecestat or placebo orally once a day 
for 104 weeks. The primary endpoint was 
change from baseline on the 13-item Al-
zheimer’s Disease Assessment Scale-Cogni-
tive Subscale (ADAS-Cog13). An extension 
study giving patients who completed the 
trial the opportunity to receive active treat-
ment is also being halted.

The second trial was DAYBREAK-ALZ, 
with patients with mild Alzheimer’s disease 
dementia receiving 20 mg or 50 mg of la-

nabecestat or placebo orally once a day for 
156 weeks. The primary endpoint was also 
change from baseline on ADAS-Cog13.

The demise of lanabecestat leaves 
partners Eisai Co. Ltd. and Biogen 
Inc. in the field, with elenbecestat. They 
reported 18-month top-line Phase II re-
sults in Alzheimer’s patients with mild 
cognitive impairment or mild-to-mod-
erate dementia on June 5, saying the 
data supported the previous decision to 
launch Phase III trials, which are in enrol-
ment phase.

Also, Novartis and Amgen are developing 
CNP520, while Lilly has another BACE inhibi-
tor, LY3202626 in Phase II.

Lilly also continues development of its 
beta amyloid protein antagonist, solan-
ezumab, which has already failed in Phase 
III but which is being studied as a preventive 
treatment for Alzheimer’s.  

Published online 12 June 2018

Eisai/Biogen Remain In BACE Race As Alzheimer’s 
Contenders Dwindle
MANDY JACKSON mandy.jackson@informausa.com

Eisai Co. Ltd. and Biogen reported 
18-month top-line results from a Phase 
II study of elenbecestat in Alzheimer’s 

patients with mild cognitive impairment 
(MCI) or mild-to-moderate dementia on 
June 5 that they believe support the deci-
sion to move into Phase III despite multiple 
failures for competing BACE inhibitors.

Scrip spoke with Lynn Kramer, chief clini-
cal officer and chief medical officer of Eisai’s 
neurology business group, about results 
from Study 202 for elenbecestat, the part-
ners’ second most advanced amyloid-tar-
geting drug candidate, after aducanumab. 
Despite critics, Kramer also said Eisai re-
mains confident that reducing amyloid-be-
ta plaques in the brain to slow the progres-
sion of Alzheimer’s disease – the so-called 
“amyloid hypothesis” – eventually will show 
efficacy in the clinic. 

Elenbecestat (E2609) is a beta amyloid 
cleaving enzyme (BACE) inhibitor discovered 
by Eisai that is part of a multi-asset Alzheim-
er’s drug development partnership that 
the Japanese pharma signed with Biogen 
in 2014. Aricept (donepezil)-developer Eisai 
contributed elenbecestat and BAN2401, an 
immunotherapy approach to targeting am-
yloid, while Biogen contributed its amyloid-
targeting antibody aducanumab (BIIB037), 
now in Phase III, and an anti-tau antibody. 

STUDY 202 TOP-LINE RESULTS
The Phase II Study 202 for elenbecestat 
was conducted in the US and enrolled 70 
patients with MCI due to Alzheimer’s, i.e. 
prodromal disease, and mild-to-moderate 
dementia due to Alzheimer’s. Patients were 
treated with 5 mg of elenbecestat daily 
(n=17), 15 mg per day (n=19), 50 mg daily 

(n=17) or placebo (n=17), but more than 
half of the patients in the 5 mg and 15 mg 
groups had their dose increased to 50 mg; 
the mean duration of treatment with the 50 
mg dose was 11 months (n=38). 

Safety and tolerability at 18 months were 
the primary objectives of Study 202. Major 
exploratory endpoints, each assessed at 18 
months and compared to baseline, were 
change in amyloid beta accumulation as 
measured by amyloid PET (35 patients) and 
change in dementia assessment scales, in-
cluding Clinical Dementia Rating-Sum of 
Boxes (CDR-SB) and the Eisai-developed 
measure Alzheimer’s Disease Composite 
Score (ADCOMS) (41 patients).

Eisai and Biogen reported that elenbecestat 
was generally safe and well tolerated in Study 
202 and there was a statistically significant dif-
ference in amyloid beta levels in the brains of 
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patients treated with the 50 mg dose of the 
drug as measured by PET imaging. 

The six most common adverse events 
for patients treated with the 50 mg elen-
becestat dose – the dose being tested in 
two ongoing Phase III studies – were con-
tact dermatitis, upper respiratory infection, 
headache, diarrhea, fall and dermatitis. There 
were no serious adverse events related to 
liver toxicity, which was good news after 
other BACE inhibitor studies were discontin-
ued due to hepatic toxicity, including John-
son & Johnson’s recently ended late-stage 
development program for atabecestat. 

“The safety component is important to us 
– this question of liver function abnormali-
ties,” Kramer said. “For example, several of the 
previous BACE inhibitors of different struc-
tures were stopped because of liver function 
problems. Here, we’ve randomized over 750 
patients in our Phase IIIs and we’ve com-
pleted 18 months of therapy in this trial and 
things seems to be good in that area for us.” 

He noted that more detailed results from 
Study 202 will be presented at a future med-
ical meeting, potentially the Alzheimer’s As-
sociation International Conference (AAIC) 
in July in Chicago, including a fuller safety 
profile for elenbecestat.

Among the 35 patients treated with the 
50 mg elenbecestat dose in the Phase II trial, 
there was a statistically significant difference 
in amyloid-beta levels in the brain as mea-
sured by PET compared with the placebo 
group. Eisai and Biogen reported that this was 
the first time that a significant effect in amy-
loid-beta in the brain using a BACE inhibitor 
was confirmed in a clinical study of Alzheim-
er’s patients with diagnoses ranging from pro-
dromal disease to moderate dementia. 

Safety, amyloid plaque changes and signs 
of clinical efficacy are what make Eisai and 
Biogen confident in the elenbecestat pro-
gram, Kramer said. 

“Of course, you have to establish that in a 
larger group of patients in the Phase III stud-
ies and those are well under way,” he added. 
“But we felt it was important to report these 
positive outcomes related to the amyloid 
hypothesis and BACE inhibitors in particular.”

There were numerical declines in CDR-SB 
for patients treated with elenbecestat 50 
mg compared to those who received a pla-
cebo, but the difference was not statistically 
significant. A post-hoc assessment of AD-
COMS showed similar differences between 
elenbecestat 50 mg and placebo. However, 

Study 202 was not powered to show statisti-
cal significance on clinical symptoms. 

“This is a small study, so we can’t be overly 
excited, but the magnitude of the effect was 
sufficient that it would be larger than would 
be required in our Phase III trials to have a 
positive trial,” Kramer said.

Data from the Phase III studies known as 
MISSION AD1 and MISSION AD2 will be avail-
able in about two and a half to three years. 
Eisai has said enrollment in the trials will be 
completed by the end of the company’s 
current fiscal year, which ends on March 31, 
2019. Each of the identical studies will enroll 
1,330 patients with MCI or mild dementia 
who will be treated with 50 mg of elenbece-
stat or placebo; the primary endpoint in 
both studies is CDR-SB at 24 months.

Unlike Study 202, no patients with mod-
erate dementia will be enrolled in either 
Phase III study.

Merck & Co. Inc. ended development of 
its BACE inhibitor verubecestat in February 
after the drug failed to show a positive risk-
benefit profile during an interim safety as-
sessment of the company’s second Phase III 
trial, known as APECS, which enrolled prodro-
mal Alzheimer’s patients. Merck’s first Phase III 
study, called EPOCH, was ended due to lack 
of efficacy for verubecestat in patients with 
mild-to-moderate Alzheimer’s dementia. 

EISAI, BIOGEN NOT 
DISCOURAGED
Kramer said Eisai and Biogen continue to 
push forward into Phase III with elenbeces-
tat, because “none of the others have report 
these kind of changes. We see absolutely 
nothing that would discourage us.”

The investment community has missed 
key points related to BACE inhibitor devel-
opment programs, in his opinion, Kramer 
said. For instance, prior amyloid-targeting 
antibodies didn’t target the right kinds of 
amyloid, he said.

Also, Kramer noted, several BACE inhibi-
tor developers didn’t enrich their trials for 
patients with Alzheimer’s disease, including 
the Phase III EPOCH trial for verubecestat in 
mild-to-moderate Alzheimer’s, because PET 
imaging to identify amyloid wasn’t avail-
able when those trials started out. “A lot of 
people didn’t even have Alzheimer’s disease 
that was PET-positive in those trials” he said.

Kramer pointed out that research has 
evolved in the Alzheimer’s field recently, so 
he said the amyloid hypothesis has been 

discounted “for all of the wrong reasons.” 
Eisai and Biogen have another study under 
way that could underscore the amyloid hy-
pothesis if it is successful – the 856-patient 
Phase II study for BAN2401 will have results 
within the next few months. Elenbecestat 
and BAN2401 plus previously reported re-
sults for aducanumab combine to support 
Eisai’s and Biogen’s combined investment in 
amyloid-targeting modalities, Kramer said.

“I think we’ve passed the hurdles, so 
far, that many of the others may not 
have,” he said.

Eisai and Biogen are not the only ones left 
standing in the BACE inhibitor field, but they 
seem to have fewer competitors every day. 
Elenbecestat is in the lead, followed by two 
candidates in Phase II/III trials – Novartis 
AG’s CNP520, in partnership Amgen Inc., 
and lanabecestat from AstraZeneca PLC, in 
partnership with Eli Lilly & Co. – according 
to the Biomedtracker database. Lilly’s other 
BACE inhibitor, LY3202626, is in Phase II. [This 
story was published before the discontinua-
tion of lanabecestat was announced – Ed.]

Biomedtracker reduced the likelihood of 
US FDA approval (LOA) for all four programs 
to 2% below the average LOAs for Alzheim-
er’s drugs in similar stages of clinical devel-
opment in February 2017, when Merck an-
nounced the failure of verubecestat in the 
Phase III EPOCH trial.  

The likelihood of approval for BACE inhibi-
tors w lowered across the class, because the 
analyst service said at the time, “’no chance 
of finding a positive clinical effect’ in mild to 
moderate [Alzheimer’s disease (AD)] does 
not translate well for prodromal AD” – the in-
dication where elenbecestat and its remain-
ing competitors are testing their product 
candidates.

“Unfortunately, a statistically significant 
difference in [amyloid beta (Aβ)] levels in 
the brain as measured by amyloid PET com-
pared with placebo means nothing without 
a statistically significant difference in cogni-
tive or functional endpoints,” Datamonitor 
Healthcare analyst Zara Fulton said of the 
latest elenbecestat Phase II results. 

MCI or mild dementia due to AD are 
“widely considered past the point of return, 
or window of opportunity, for an interven-
tion relying on the amyloid cascade hypoth-
esis. The two ongoing Phase III studies are in 
similar patient populations,” Fulton said.  
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BIO Notebook: Levin Scolds Industry For Squandering 
Proceeds From US Tax Reform
JOSEPH HAAS & SUE SUTTER

T he offshore revenue big pharma was 
able to repatriate under last year’s 
tax reform legislation so far has not 

translated into increasing M&A activity, and 
Ovid Therapeutics Inc. CEO Jeremy Levin 
asserts that’s a lost opportunity for the bio-
pharmaceutical industry.

That was among the highlights of a wide-
ranging conversation Scrip had with the 
former Teva Pharmaceutical Industries 
Ltd. CEO during the second day of the 2018 
BIO International Convention in Boston. 
Levin added that he hopes the boards of 
biopharma companies that benefited most 
from tax reform will bring about changes 
before the recaptured revenue is gone.  
(Also see “Q1 Was Slow For Deals, But That 
Could Change With One Big Transaction – 
PwC” - Scrip, 27 Apr, 2018.)

Asked June 5 to assess the current deal-
making environment for the industry, Levin 
said “tax reform has not done what it should 
have done. I am very concerned by this.”

Instead of using the tax reform windfall 
to drive R&D pipeline growth and consoli-
dation, so far large pharma companies have 
used the cash for to buy back shares of their 
own stock, he noted. That was not the intent 
of the policy change, the exec suggested.  
(Also see “How Is Pharma Spending Tax Sav-
ings? Not On Drug Pricing, Sen. Booker Says 
“ - Scrip, 10 Apr, 2018.)

“So, I fear that [rather than] what was a 
very good move to strengthen the capital 
base that would allow for M&A to take place, 
you have instead a simple way of rewarding 
short-term compensation for the manage-
ment teams who are doing this, short-term 
[consideration] for the shareholders and not 
long-term [benefit] for the industry,” said 
Levin, who will chair BIO’s 2019 conference.

Now, corporate boards need to rethink 
how they go about allocating their capital, 
he counseled.

“That allocation can derive huge benefit 
if they decide to acquire smaller companies, 
recycle the capital to the innovative inves-
tors who are actually trying to build new 
products, build new R&D,” Levin concluded. 
“They’ve not done that. They need to do that. 

And I would regard that as being a critical 
component, both as a small company CEO 
and as one who [as a large pharma execu-
tive] has looked at how you use capital. So 
the outlook, unless that changes, [is that] we’ll 
see tactical acquisitions all over the place,” in-
stead of focused, strategic transactions.

MORE THAN DRUG APPROVALS
Patient-focused drug development should 
not end with a therapeutic’s regulatory ap-
proval but, rather, will become an increas-
ingly important element for securing reim-
bursement in the US, one patient advocate 
predicts.

Isabelle Lousada of the Amyloidosis Re-
search Consortium (ARC) said the collec-
tion and analysis of patient-experience data 
should not be viewed as merely a step on 
the way to drug approval, during a June 
4 panel discussion on FDA, industry and 
advocacy group efforts around patient-fo-
cused drug development (PFDD).

“It doesn’t end with regulatory,” said Lousa-
da, the founder, president and CEO of ARC.

“I have done a lot of work in Europe, and 
I now live here and work, and I see that the 
[US] model is going to become more like 
it is in Europe, where understanding what 
the value of the therapy is becomes really 
critical,” she said. “What happens in real-
world situations? For payers to reimburse, 
we need to understand that. And, as we 
move forward, I think it becomes really 
critical that … we start to bring in real-
world evidence.”

Proactively bringing patient-experience 
data and real-world evidence into the re-
imbursement picture can help prevent 
situations where a drug is approved, but 
reimbursement presents a hurdle to access, 
Lousada suggested.

“I think there are a number of reasons 
that we need to think of this as something 
much more than a movement of checking 
the patient-friendly box, and really under-
stand that this is a vital step in developing 
the right treatments for patients and getting 
them reimbursed and to patients in a timely 
manner,” she said.

FDA UPDATES STATUS OF PFDD 
GUIDANCE
During the same session June 4, Meghana 
Chalasani, an operations research analyst 
in FDA’s Center for Drug Evaluation and Re-
search (CDER), provided an update on the 
agency’s PFDD guidance development ef-
forts under the 21st Century Cures Act and 
the sixth iteration of the Prescription Drug 
User Fee Act.

FDA will issue a series of guidance docu-
ments under Cures and PDUFA VI on meth-
ods and approaches for capturing patients’ 
experiences and perspectives.

The first of four draft guidance docu-
ments on methodological approaches 
was the focus of a December public work-
shop. Release of the draft document is 
expected by June 13, said Chalasani, who 
noted the PFDD methodological guidance 
documents will look very different from the 
agency’s usual guidance documents.

The PFDD guidance documents are 
“very strategic in the way that they were 
laid out and they’re really going to help 
stakeholders learn FDA’s thinking on how 
to collect and submit patient-experience 
data, and other relevant information, from 
patients and caregivers for medical prod-
uct development and decision-making,” 
Chalasani said.

“They’re going to focus on practical ap-
proaches and methods. Lots of examples,” 
she continued. “If you’ve seen FDA guidanc-
es in the past, these are going to be very dif-
ferent from them, very unique. They have a 
broader audience – not just guidance for in-
dustry, as typical FDA guidances – [they’re] 
going to be for other stakeholders as well as 
FDA staff. There’s going to be a lot more col-
or, and a lot of plain language that everyone 
can kind of partake in the process. Because 
for patient-focused drug development, it’s 
definitely the whole ecosystem.”  
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PA R P  I N H I B I TO R  M A R K E T

As A New Rival Approaches, PARP Makers Look To 
Carve Out Their Niche
JESSICA MERRILL jessica.merrill@informa.com

With Pfizer Inc. nearing the 
market with its polyl (ADP-
ribose) polymerase inhibitor 

talazoparib, the PARP class is starting to 
get crowded – and sponsors are looking 
to carve out niche sections of the market, 
as executives explained to Scrip at the re-
cent American Society of Clinical Oncol-
ogy annual meeting.

Pfizer is a step closer to getting the PARP 
inhibitor it gained with the acquisition of 
Medivation onto the market for breast 
cancer; Pfizer announced June 7 that the US 
FDA has accepted an NDA for talazoparib 
for the treatment of BRCA-mutated breast 
cancer with a priority review, and a market-
ing authorization application has also been 
accepted in Europe. The FDA action date is 
in December. 

Talazoparib would be the fourth PARP 
inhibitor on the market if it is approved, 
behind AstraZeneca PLC/Merck & Co. 
Inc.’s Lynparza (olaparib), Tesaro Inc.’s 
Zejula (niraparib) and Clovis Oncology 
Inc.’s Rubraca (rucaparib). But so far, only 
Lynparza is approved for BRCA-mutated 
breast cancer, as well as ovarian cancer 
regardless of BRCA mutation status, while 
Zejula and Rubraca are approved in ovar-
ian cancer. Being first-to-market in breast 
cancer was viewed as a big win for As-
traZeneca and Merck, which partnered 
on Lynparza in 2017.  (Also see “Lynparza 
Gets First Mover Advantage In BRCA-Positive 
Breast Cancer” - Scrip, 15 Jan, 2018.) The 
Lynparza approval in breast cancer came 
through in January, based on the results 
of the OlympiAD trial.

One commercial advantage for Pfizer 
could be its strong position in breast can-
cer with the blockbuster CDK4/6 inhibitor 
Ibrance (palbociclib). 

Pfizer’s submission was based on the re-
sults of the Phase III 431-patient EMBRACA 
trial, which evaluated talazoparib versus 
chemotherapy in patients with germline 
BRCA-mutated, HER2-negaitve locally ad-
vanced or metastatic breast cancer. 

In EMBRACA, patients treated with tala-
zoparib demonstrated superior progression-

free survival compared to those who re-
ceived standard chemotherapy (8.6 months 
versus 5.6 months). The number of patients 
achieving a complete response was more 
than twice that of the control arm (62.6% 
vs. 27.2%). In the OlympiAD trial, the me-
dian PFS for patients treated with Lynparza 
was seven months versus five months with 
chemotherapy. 

BRCA1 and BRCA2 mutations can be 
hereditary (germline) or occur spontane-
ously. Together they account for about 
20% to 25% of hereditary breast cancers 
and about 5% to 10% of all breast can-
cers. Up to 65% of women who inherit a 
BRCA mutation will develop breast can-
cer by age 70, according to the National 
Cancer Institute.

PARP EXPANSION IS THE PLAN
Pfizer is studying talazoparib in early 
triple-negative breast cancer and DNA 
damage repair-deficient prostate cancer, 
as well as in combination with immu-
notherapy in various solid tumors. The 
company has high hopes for the combi-
nation of talazoparib and its PD-L1 inhibi-
tor Bavencio (avelumab). A Phase II basket 
trial studying the combination in a range 
of solid tumors is underway, according 
to Oncology Chief Medical Officer Mace 
Rothenberg, who talked to Scrip about 
Pfizer’s oncology portfolio at the ASCO 
meeting, June 1-5 in Chicago. 

“We are very excited about combining 
our PARP inhibitor with Bavencio because 
of really compelling preclinical data sug-
gesting that each of those mechanisms 
enhances the activity of the other,” he said. 
“We think by doing that multi-arm Phase II, 
we have the best opportunity to identify 
where we see a strong signal and we can 
move quickly.” 

Other PARP manufacturers are also ex-
ploring expansion opportunities, including 
in combination with immunotherapy, but 
there’s no guarantee that the results will im-
press. Tesaro is focusing on Zejula in com-
bination with TSR-042, its in-house PD-1 
antibody. Data presented at ASCO from 

the TOPACIO trial didn’t wow, however. 
The Phase I/II trial is testing the combina-
tion of nirparib with Merck’s PD-1 inhibitor 
Keytruda (pembrolizumab) in patients with 
recurrent, platinum-resistant refractory 
ovarian cancer or triple-negative breast 
cancer, with the results showing a modest 
25% overall response rate in ovarian cancer 
patients and a 28% overall response rate 
in TNBC. That compares to historical ORR 
of about 10% in PD-1/L1 monotherapy in 
all-comers ovarian cancer and 5%-19% re-
sponse rates in metastatic TNBC, according 
to Jefferies analyst Eun Yang. 

AstraZeneca, meanwhile, released posi-
tive Phase II data on Lynparza in prostate 
cancer in combination with Johnson & 
Johnson’s Zytiga (abiraterone) versus abi-
raterone alone, showing improvements in 
PFS for the first time in metastatic castration-
resistant prostate cancer. Median radiologic 
PFS was 13.8 months with Lynparza and abi-
raterone compared to 8.2 months for abi-
raterone alone. Median overall survival was 
22.7 months with the combination versus 
20.9 months with abiraterone alone. Astra-
Zeneca and Merck are ramping up a large 
Phase III program to test the combination, 
but is also in dialogue with the FDA about 
the results. 

AstraZeneca Oncology Business Unit 
Global Head David Frederickson noted in 
an interview at ASCO that Tesaro’s com-
bination data suggest immunotherapy 
combinations warrant further exploration. 
“It generates hypothesis that this is an in-
teresting place for continued work to be 
done,” he said. 

But AstraZeneca and Merck, Frederick-
son said, have the broadest development 
program in the PARP space. He pointed 
to commercial sales in the PARP class as a 
sign of the companies’ leadership. Lynparza 
generated $119m in the first quarter, while 
Zejula generated $49m and Rubraca gener-
ated $18.5m. 

“When you compare Lynparza sales to 
other PARPs in the class, I like our trajectory,” 
he said.  
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M E K / B R A F  I N H I B I TO R  M A R K E T

Will Pierre Fabre and Array Have Best-In-Class  
MEK/BRAF Inhibitor? 
KEVIN GROGAN kevin.grogan@informa.com

Pierre Fabre Group and partner Array Biopharma Inc. are 
hoping for approvals on both sides of the Atlantic in the near 
future for their encorafenib and binimetinib combination treat-

ment for melanoma, boosted by more positive data that have just 
been presented at the American Society of Clinical Oncology annual 
meeting in Chicago.

The companies announced updated results from the Phase 
III COLUMBUS trial in BRAF-mutant advanced melanoma which 
showed median overall survival (OS) of 33.6 months for patients 
treated with the combination of the BRAF inhibitor encorafenib 
450mg daily and the MEK inhibitor binimetinib 45 mg twice daily 
compared to 16.9 months for those taking Roche’s BRAF inhibi-
tor Zelboraf (vemurafenib) as monotherapy. As well as the OS 
data, which were selected for the ‘best of ASCO’ program at the 
conference, updated median progression-free survival results for 
patients treated with the combo remained consistent with what 
was previously reported –14.9 months versus 7.3 months for pa-
tients treated with vemurafenib.

MARKET IN FLUX
Olivier Provendier, senior vice president of global commercializa-
tion oncology at Pierre Fabre, told Scrip that the OS data had ex-
ceeded expectations, saying that an additional 17 months of life is 
a huge advance given the low survival rates associated with meta-
static melanoma. There are about 200,000 new cases of melanoma 
diagnosed worldwide each year, approximately half of which have 
BRAF mutations.

The melanoma market has been changed dramatically by the 
advent of immuno-oncology (IO) therapies, the PD-1 inhibi-
tors, Bristol-Myers Squibb Co.’s Opdivo (nivolumab) and Merck 
& Co. Inc.’s Keytruda (pembrolizumab). Interestingly, Provendier 
noted that the COLUMBUS presentation included data show-
ing limited use of post-trial immunotherapy across treatment 
groups, consistent with other late-stage trials of BRAF and MEK 
inhibitors for the disease, and these indicate that immunother-
apy was unlikely to have contributed to the OS results and the 
benefit was indeed due to encorafenib and binimetinib.

The OS data will give further ammunition to those in the invest-
ment community who have suggested that the Array/Pierre Fabre 
combination could become the best-in-class MEK/BRAF inhibitor 
available. The targeted treatment space is currently dominated by 
Novartis AG’ MEK inhibitor Mekinist (trametinib) and BRAF inhibitor 
Tafinlar (dabrafenib), which are approved alone and in combination 
with each other to treat unresectable or metastatic melanoma in pa-
tients with a BRAF V600E or V600K mutation, and Roche’s MEK/BRAF 
combination of Zelboraf and Cotellic (cobimetinib).

In a recent investor note, analysts at Leerink stated that en-
corafenib and binimetinib looked strong when compared to the 
already-approved offerings from Novartis and Roche which have 
shown median OS in the range of 22.3 to 25.6 months. Provendier 

would not be drawn on any comparisons with the competition, al-
though encorafenib plus binimetinib is the first BRAF-MEK inhibitor 
combination to demonstrate OS of more than 30 months, but did 
concede that the safety and tolerability profile seen in COLUMBUS 
was worth noting, particularly the low incidence of pyrexia and pho-
tosensitivity, two key adverse events commonly associated with the 
approved BRAF+MEK inhibitors.

PDUFA VERDICT NEAR
The COLUMBUS OS data come just a few weeks before Array ex-
pects to hear the verdict on the combo from the FDA which set 
a target action date under the Prescription Drug User Fee Act 
(PDUFA) of June 30. Pierre Fabre has exclusive rights to commer-
cialize encorafenib and binimetinib in Europe, Asia (excluding 
Japan and South Korea where Ono Pharmaceutical Co. Ltd. has 
the rights), Latin America and Australia and Provendier said the 
privately held French company is hoping for some good news 
from the European Medicines Agency in the second half of 2018.  
(Also see “Array BioPharma Recruits Pierre Fabre As European Part-
ner” - Scrip, 17 Nov, 2015.)

He told Scrip that seeing as the deal with Array was signed about 
two and a half years ago, Pierre Fabre has had plenty of time to get 
everything in place on the commercial front. If the combo is ap-
proved, the first launch will be in Germany, given its usually speedier 
decisions on reimbursement than the rest of the continent, followed 
by the UK, France, Spain and Italy.

The omens for a successful launch in Europe are good, not 
least due to Pierre Fabre’s expertise in dermatology as well as on-
cology, but competition with immunotherapies will be strong. 
Provendier said that it was not a matter of one against the other 
as it is beneficial for such sick patients to have “two weapons 
that have demonstrated survival levels in the same ballpark,” 
however the question would be in what sequence they will be 
taken i.e., start with BRAF+MEK or start with IO or further down 
the line, combinations.

The combo is also being investigated for BRAF+ colorectal 
cancer, specifically in the Phase III BEACON trial which is evalu-
ating encorafenib or encorafenib and binimetinib in combina-
tion with Merck KGAA’s Erbitux (cetuximab). Provendier noted 
that new data from BEACON would be presented at the ESMO 
World Congress on Gastrointestinal Cancer in Barcelona at the 
end of this month, adding that while only 10% of colorectal pa-
tients were BRAF+, that population was still much larger than the 
melanoma market and no other companies were doing a Phase 
III study looking at that subset.

For the moment, the focus is on melanoma and COLUMBUS, a 
study which is “very rare in oncology, a head-to-head trial of products 
in the same class,” he added. Very risky too, but a sizeable number of 
observers believe that it looks to have paid off.  
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B I O S I M I L A R S

Mylan-Biocon Biosimilar Neulasta Takes The Stage In US
ANJU GHANGURDE anju.ghangurde@informa.com

The Mylan NV-Biocon Ltd. partner-
ship has delivered its second FDA-
approved biosimilar, with the agency 

greenlighting Fulphila (pegfilgrastim-jmdb), 
the first biosimilar to Amgen Inc.’s Neu-
lasta from the duo. Their biosimilar version 
of Roche’s breast cancer drug Herceptin 
(trastuzumab) was approved by the FDA in 
December 2017.

Fulphila’s approval is significant given the 
complete response letter (CRL)-ridden jour-
ney of biosimilar pegfilgrastims in general 
(including for the Mylan-Biocon version). It 
is expected to provide a material profit op-
portunity for the partners.

Fulphila has been approved as a biosimi-
lar without an interchangeable product tag. 
All eyes now are likely on the pricing, partic-
ularly as Amgen is pressing on with conver-
sions from the manually injected Neulasta 
to OnPro (the On-body Injector that auto-
matically delivers the Neulasta dose). Neu-
lasta reported sales of $4.2bn in the US for 
the 12 months ended March 2018.

Last month, Apotex Inc. won the first ap-
proval for a biosimilar Neulasta with its La-
pelga getting the green light in Canada; the 
company is hoping to launch it there at a 
25% discount to the originator. 

Back in the US, the level of discount will 
be important as Amgen is expected to de-
fend its product fiercely. “With Neulasta and 
OnPro both priced at a WAC [wholesale 
acquisition cost] of $6,231/syringe, Mylan’s 
level of discounting for Mylan’s Fulphila will 
clearly play an important role in uptake. This 
dynamic has proven challenging for some 
other biosimilars trying to penetrate cat-
egories where there is still limited compe-
tition with innovators sometimes being ag-
gressive with their own discounting,” BMO 
Capital Markets said in a June 4 note.

BMO remained conservative in its forecast 
for Fulphila – $25m in 2018E ramping to 
$350m in 2022E – pending better visibility 
on market formation, but hedged its views, 
adding that it anticipated “meaningful up-
side” to the forecasts over time.

And clearly the months prior to the arrival 
of the next biosimilar could be vital for Mylan. 
Morgan Stanley said that biosimilar Neulasta 
represented an estimated annual revenue 
opportunity of about $270m over 12 months 

assuming a competitor enters at six months. 
Coherus BioSciences Inc., which has in the 
past suggested that “economics” is the domi-
nant market value driver for pegfilgrastim, 
has a Nov. 3 user fee goal date with the FDA 
for its pegfilgrastim biosimilar. It had received 
a complete response letter in June 2017.

“Our base case math is based on assum-
ing Mylan can take a 12% share at 80% of 
the brand price for the first 6 months, yield-
ing $370m annual revenue opportunity in 
the absence of other biosimilar entrants,” 
Morgan Stanley maintained. Thereon, 
months seven-12 post launch, with the 
potential arrival of another biosimilar, it ex-
pects Mylan’s share to dip to 7% and pricing 
at 60% of the brand price.

Mylan’s management had previously 
noted that the acute nature of the usage of 
the neutropenia drug meant that it was not 
a “maintenance medication.”

“So it has new patients coming in and 
out of that drug constantly versus a prod-
uct like Copaxone [Teva Pharmaceutical 
Industries Ltd.’s glatiramer acetate for mul-
tiple sclerosis],” CEO Heather Bresch said at 
the firm’s investor day in April. At the time, 
Mylan also referred to more than 50 sched-
uled submissions globally for biosimilar 
Neulasta. Mylan has exclusive commercial-
ization rights for the product in most key 
markets including the US, Canada, Japan, 
Australia and the EU. It shares co-exclusive 
commercialization rights with Biocon for 
the product in the rest of the world.

Fulphila is expected to be launched “in 
the coming weeks” in the US and Mylan said 
that it represents the first alternative, “more 
affordable” treatment option to Neulasta for 
oncology patients. 

“A suite of patient services also will be 
available at launch to further support pa-
tients and caregivers with treatment,” a joint 
statement from the partners added.

The FDA said that the approval of Fulphila 
was based on review of evidence that includ-
ed extensive structural and functional char-
acterization, animal study data, human phar-
macokinetic and pharmacodynamic data, 
clinical immunogenicity data, and other clini-
cal safety and effectiveness data that demon-
strates Fulphila is biosimilar to Neulasta.

Mylan president Rajiv Malik said that ap-

proval of Fulphila represented a “meaning-
ful” step forward in the affordability and ac-
cessibility of cancer care in the US. 

“It also is yet another confirmation of 
Mylan’s deep scientific, clinical, regula-
tory and intellectual property capabilities, 
which are widely recognized in the in-
dustry,” Malik added. Mylan has previously 
indicated that it does not anticipate mate-
rial revenues from biosimilars until 2019, 
though the senior management has under-
scored that it is confident of the long-term 
commercial opportunity in the segment. 

PLANT ISSUES
Meanwhile, Fulphila’s approval also sets aside 
early concerns around Biocon’s manufactur-
ing site in Bangalore, though the product’s 
prescribing details specify that it is manufac-
tured by Mylan GmbH, Zurich, Switzerland, 
while also referring to “Product of India”.

Biocon told Scrip that Fulphila has been 
“approved for manufacture” by Biocon 
in Bangalore. “For biologic products, the 
manufacturer included on the label is typi-
cally the US license holder, which is Mylan 
GmbH,” Biocon explained.

Biocon’s sterile drug product manufactur-
ing facility in Bangalore last month failed to 
make the compliance cut in a pre-approval 
inspection by the US FDA. The agency had, 
at the time, issued a Form 483 with seven 
observations, though Biocon said these 
were “largely procedural and aimed at con-
tinuous improvement”.  A Form 483 is a no-
tice of the FDA’s inspectional observations 
that lists deficiencies in the quality system.

Despite the positive FDA news, Biocon’s 
shares ended lower at INR607.70 (-7.09%) 
on the Bombay Stock Exchange on June 5 
after hitting a high of INR695 ($10.4) during 
the day. Concerns around the recent CRL for 
Biocon-Mylan’s insulin glargine application 
may have, in part, weighed down investor 
sentiment. The partners, however, have in-
dicated that they had agreed to provide ad-
ditional clinical data in support of Biocon’s 
manufacturing site change from Bangalore 
to Malaysia. “This was anticipated and built 
into our plan. Expect no impact on insulin 
glargine anticipated approval and launch 
timing,” Biocon tweeted on the issue.  
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E X E C U T I V E  I N T E R V I E W

KoBioLabs Pioneering The Microbiome In Korea
JUNG WON SHIN jungwon.shin@informa.com

Amid a global boom in microbiome drug development in 
recent years, industry interest, R&D, and investment in this 
promising new therapeutic sector is also rising in South Korea.

KoBioLabs Inc., founded by the country’s most renowned micro-
biome scientist GwangPyo Ko, is pioneering local efforts using differ-
entiated platform technologies and a massive microbiome database.

“We have built South Korea’s first microbiome therapeutic research 
institute and have studied the field for a decade,” said CEO Ko in a 
recent interview with Scrip. “Microbiome companies are increasingly 
being established in South Korea, but we are the first company that 
began to develop new microbiome therapeutics in the country.”

The venture was established in 2014 as a spin-off company from 
Seoul National University’s (SNU) microbiome center. As a result, it is 
engaged in various collaborative studies with the SNU research in-
stitute and upstream research is mainly conducted by the institute, 
while KoBioLabs mostly handles downstream activities. 

The CEO, who is a professor of SNU’s Graduate School of Public 
Health and head of the SNU microbiome center, has also served as 
advisor to various government entities, and is the Korean represen-
tative and board member at the International Human Microbiome 
Congress (IHMC).

CORE TECHNOLOGIES
The human microbiome is the aggregate of the genomes of all mi-
crobes which reside on or within the body. The microbiota popula-
tion can become imbalanced when there are more “bad” pathogenic 
bacteria present than “good” bacteria, which is called dysbiosis. Micro-
biota inhabit a vast number of human tissues, including the gut, skin, 
oral cavity, esophagus, oropharynx, vagina, uterus, and ovaries.

Due to their presence all over the body, imbalances in the micro-
biota could cause a range of illnesses, offering immense potential for 
microbiome therapeutics.

KoBioLabs uses live bacteria and microbiome-based compound 
approaches to develop novel microbiome therapeutics. Global com-
panies that use similar strategies include Seres Therapeutics Inc., 
Vedanta Biosciences Inc., Second Genome Inc. and Enterome 
Bioscience SA.

The company’s core technologies capitalize on a large microbi-
ome database, accumulated for a decade, on more than 2,000 Ko-
rean people, including twin cohorts. Ko believes twin cohort is the 
optimal research design to verify the diverse effects the microbiome 
has on the human body, and has set up target specific microbiome 
profiles through analysis of the correlation between the human mi-
crobiome and disease. 

The firm has created a microbiome biobank that obtained more 
than 5,000 isolates of microorganisms, including both a number of 
fastidious novel gut microorganisms and generally regarded as safe 
(GRAS) microbes such as lactobacillus. It has also established systems 
that can rapidly discover microbiome drug candidates as well as op-
timize efficacy and verification of mechanisms of action.

“Our core technology includes identification and a function-evaluat-
ing platform for a target microbial isolate and its product, using various 
microbiome cohorts with biopsies. This will probably be the world’s 

biggest,” the CEO noted. A Pharmaprojects White Paper published 
recently reveals a boom in the development of novel microbiome 
modulator candidates over the past few years; as of January 2018, the 
number of such drugs in development stood at 70 worldwide. 

The sudden spark in industry interest is fairly recent, as seen by the 
65% increase in the number of microbiome modulators being devel-
oped over the past two years. These are primarily at the early stages, 
with most candidates in preclinical development and few reaching 
clinical trials so far. 

But over the past three years more candidates have entered clinical 
trials, and currently there are three at the Phase III stage. At this point in 
time, there are no drugs approved for use as human therapeutics, and 
therefore, the commercial market remains wide open in this space.

Presently, a large proportion of novel microbiome modulators are 
being investigated for infectious diseases, but gastrointestinal (GI) 
disorders are another focus area. Other fields being investigated in-
clude metabolic disorders, dermatology, oncology, and neurology.

In line with global trends, KoBioLabs is focusing on autoimmune 
diseases such as atopic dermatitis, psoriasis and ulcerative colitis, 
metabolic disorders such as obesity and non-alcoholic steatohepa-
titis and non-alcoholic fatty liver disease, as well as kidney disease 
and depression.

“We are progressing novel drug development for various indica-
tions. We have conducted much of our preclinical trials and plan to 
enter a series of clinical trials in the next couple of years,” Ko disclosed.

One of the venture’s leading programs is for atopic dermatitis, 
which uses vaginal microbes with potential anti-allergy effects. Stud-
ies have shown that babies born by C-section are five times more 
likely to have allergies than those born vaginally, due to a lack of 
helpful microbes from the non-exposure to the mother’s vaginal flo-
ra. KoBioLabs has selected two species of microbiome, KBL693 and 
KBL697, by analyzing the vaginal microbiota of 1,361 Koreans.

Through animal studies the company has confirmed improve-
ment of dermatitis score, skin histology and dermal thickness, and is 
aiming to file an IND next year either in South Korea or in the US to 
begin clinical trials.

Although most microbiome therapeutic pipelines are being 
progressed by smaller companies, big pharma interest in the field 
has substantially increased in recent years, meaning that KoBio-
Labs could potentially find new development and commercializa-
tion partners. 

“We are also in contact with a number of international and South Ko-
rean pharmas. We are looking at diverse opportunities such as license 
agreements or collaborations. If we seek licensing deals, it is most likely 
after we enter Phase II clinical trials. At present, we are considering pro-
gressing clinical trials both in South Korea and overseas,” Ko said.

After raising KRW10bn ($9.24m) in a Series B financing last year, 
KoBioLabs doesn’t have any immediate plan to seek additional funds, 
although it aims to launch a pre-initial public offering funding in the 
second half of next year and then an IPO on the domestic Kosdaq 
market as early as 2020.  
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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

P I P E L I N E  WAT C H

Selected clinical trial developments for the week 1–7 June 2018

LEAD COMPANY/PARTNER COMPOUND INDICATION COMMENTS

PHASE III RESULTS PUBLISHED

Vertex Pharmaceuticals Inc. Kalydeco (ivacaftor) cystic fibrosis
ARRIVAL; The Lancet Respiratory Medicine,  
online, June 7, 2018.

AstraZeneca PLC/Merck & Co. Inc.
Lynparza (olaparib) plus 
abiraterone

prostate cancer
Improved PFS; The Lancet Oncology online,  
June 4, 2018.

Roche Tecentriq (atezolizumab) non-squamous NSCLC IMpower150; NEJM, June 4, 2018.

PHASE III INTERIM/TOP-LINE RESULTS

Biocon Ltd. nimotuzumab head & neck cancer Met primary PFS endpoint.

Jazz Pharmaceuticals PLC solriamfetol excessive sleepiness TONES 5; long-term safety and efficacy.

AbbVie Inc. upadacitinib rheumatoid arthritis SELECT-EARLY; met primary endpoints.

Tricida Inc. TRC101 metabolic acidosis Met endpoints, well tolerated.

EUSA Pharma
Qarziba  
(dinutuximab beta)

neuroendocrine tumors Clinical responses observed.

Amgen Inc./Bayer AG Nexavar (sorafenib) desmoid tumors Improved PFS, well tolerated.

Johnson & Johnson Yondelis (trabectedin) soft tissue sarcoma TSAR; met primary PFS endpoint.

Roche taselisib plus fulvestrant breast cancer SANDPIPER; mixed efficacy and safety results.

UPDATED PHASE III RESULTS

Vertex Pharmaceuticals Inc.
Orkambi (lumacaftor/ 
ivacaftor)

cystic fibrosis In patients aged 2-5 years.

Norgine BV/  
Salix Pharmaceuticals Ltd.

Plenvu (PEG-based  
formulation)

bowel preparation Improved patient satisfaction.

Array Biopharma Inc.
encorafenib plus  
binimetinib

melanoma, BRAF-mutant COLUMBUS; improved median overall survival.

Bavarian Nordic AS Prostvac prostate cancer PROSPECT; missed endpoints.

Bristol-Myers Squibb Co.
Opdivo (nivolumab)  
vs Yervoy (ipilimumab)

melanoma CheckMate-238; sustained efficacy benefit.

Bristol-Myers Squibb Co.
nivolumab plus  
chemotherapy

non-small cell lung cancer 
(NSCLC), first-line

CheckMate-227; improved PFS vs. chemo alone.

EA Pharma Co. Ltd. elobixibat chronic constipation Resolved constipation, well tolerated.

Merck & Co. Inc. Keytruda (pembrolizumab) melanoma KEYNOTE-006; five-year data positive.

Roche atezolizumab plus chemo NSCLC IMpower131; met PFS primary endpoint.

Celgene Corp.
Pomalyst (pomalidomide), 
plus bortezomib,  
dexamethasone

multiple myeloma OPTIMISMM; PFS improved.

AbbVie Inc./ Johnson & Johnson Imbruvica (ibrutinib)
Waldenstrom  
macroglobulinemia

INNOVATE; improved outcomes.

Boston Biomedical Inc. napabucasin gastric cancer BRIGHTER; missed primary endpoint.

Roche
atezolizumab with  
bevacizumab

renal cell cancer IMmotion 151; improved quality of life.

Oasmia Pharmaceutical AB
Apealea (paclitaxel)  
micellular formulation

ovarian cancer Efficacy non-inferior to standard formulation.
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Gilead Sciences Inc has promoted Andrew Dickinson to execu-
tive vice president, corporate development and strategy, effective 
immediately. Dickinson will become a member of Gilead’s senior 
leadership team. Martin Silverstein, executive vice president, 
strategy, has decided to leave Gilead at the end of August to return 
to the East Coast. Dickinson joined Gilead in 2016 as senior vice 
president, corporate development, and led the acquisitions of Kite 
Pharma Inc. and Cell Design Labs Inc. Before joining Gilead, Dick-
inson served as global co-head of healthcare investment banking 
for Lazard. Silverstein will remain at Gilead until the end of August.

Dr Andrew Heath has notified Shield Therapeutics plc of his 
intention to step down as chairman, and from the board, by not 
standing for re-election at the upcoming AGM to focus on other 
business interests. Heath has worked closely with Shield Therapeu-
tics since 2015, initially as a senior advisor, before joining the board 
as non-executive chairman in early 2016. A process to appoint a 
successor is underway.

Sarepta Therapeutics Inc. has appointed Dr. Gilmore O’Neill as 
its chief medical officer. O’Neill will lead all clinical development, 
medical affairs, pharmacovigilance, and regulatory affairs. O’Neill 
joins Sarepta from Biogen, where he held leadership roles of in-
creasing responsibility over a 15-year period in research and devel-
opment, most recently as senior vice president responsible for all 
late-stage clinical development. 

Josh Muntner has been appointed chief financial officer of Meso-
blast, replacing Paul Hodgkinson, and will be based in New York. 
He was previously head of corporate development and financial 
transactions at biotechnology company, ContraFect Corporation, 
and has more than 20 years’ experience in healthcare investment 
banking and corporate finance. 

Ronald (Ron) Lloyd has been appointed president and chief ex-
ecutive officer of regenerative medicine company Aziyo Biolog-
ics Inc. Lloyd most recently served as executive vice president and 
president of hospital therapies for Mallinckrodt Pharmaceuticals. 
Before this, Lloyd was with Baxter Healthcare where he held the po-
sitions of president of immunology, general manager, bioscience 
and vice president, global marketing for the bioscience division.

Allogeneic CAR T therapy company Allogene Therapeutics Inc. 
has appointed Dr. Alison Moore as chief technical officer. Moore 
was most recently senior vice president, process development at 
Amgen, having previously held a number of other roles there.

PureTech Health plc’s affiliate, Gelesis, has appointed Dr. Harry 
Leider, former chief medical officer and group vice president of 
Walgreens, as chief medical officer. His previous leadership posi-
tions include chief medical officer of Ameritox, XLHealth, and 
HealthNet, in addition to physician executive at Harvard Pilgrim 
Health Plan for six years. Gelesis also announced the appointment 
of Paul Fonteyne, chairman and former CEO of Boehringer In-
gelheim USA, to the board. Fonteyne was a board member at the 
PhRMA until March 2018.

TG Therapeutics Inc. has appointed Adam Waldman as chief 
commercial officer. Waldman has more than 20 years of experience 
in the biotechnology and life science industries, most recently, as 
the head of US hematology-oncology marketing at Celgene.

Orchard Therapeutics, a commercial-stage gene therapy com-
pany, has appointed Marc Dunoyer and Charlie Rowland to its 
board. Dunoyer is currently chief financial officer and a member of 
the senior executive team of AstraZeneca. Rowland has more than 
30 years of biopharmaceutical industry experience.

P I P E L I N E  WAT C H /A P P O I N T M E N T S

Roche
Rituxan (rituximab) 
plus Venclexta(venetoclax)

chronic lymphocytic 
leukemia

MURANO; durable responses.

Celgene Corp.
Revlimid (lenalidomide) 
plus rituximab

follicular lymphoma RELEVANCE; similar efficacy to other regimens.

Eli Lilly & Co.
Verzenio (abemaciclib)  
plus fulvestrant

breast cancer MONARCH 2; PFS improved.

Incyte Corp.
epacadostat plus  
pembrolizumab

melanoma ECHO-301, KEYNOTE-252; no additional benefit.

Jazz Pharmaceuticals PLC solriamfetol narcolepsy TONES 2, 3; improved wakefulness.

Jazz Pharmaceuticals PLC Xyrem (sodium oxybate)
narcolepsy with cataplexy 
in children

EXPRESS; long-term efficacy, safety seen.

Merck & Co. Inc. pembrolizumab NSCLC, first-line KEYNOTE-042; improved overall survival.

Novartis AG
Kisqali (ribociclib)  
pluse letrozole

breast cancer MONALEESA-2, 3,7; improved PFS.

AstraZeneca PLC moxetumomab pasudotox hairy cell leukemia Met primary endpoint.

Bristol-Myers Squibb Co. nivolumab head & neck cancer CheckMate-141; improved overall survival.

Amgen Inc.
Kyprolis (carfilzomib), 
once-weekly

multiple myeloma ARROW; favorable benefit-risk profile.

Bristol-Myers Squibb Co. nivolumab plus ipilimumab renal cell cancer CheckMate-214; clinical benefits observed.

Source: Biomedtracker
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