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insulins, Jentadueto XR [linagliptin and met-
formin hydrochloride extended-release] 
they have Basaglar [insulin glargine injec-
tion], and they have Trulicity [dulaglutide],” 
he said. 

Thomsen, who has been in his high-
profile job with the Danish diabetes 
fighter for more than a quarter century, 
believes Novo Nordisk will maintain its 
edge, notably thanks to its GLP-1 assets 
and insulins “and because we have sema-
glutide and Tresiba [insulin degludec] and 
Xultophy,” the recently launched, fixed-
dose combination of insulin degludec 
and liraglutide.

Novo Nordisk in August chalked up a win 
for its investigational once-weekly gluca-
gon-like peptide semaglutide against Lilly’s 
once-weekly GLP-1 agonist Trulicity in the 
40-week, Phase IIIb SUSTAIN 7 study, where 
semaglutide showed superior lowering 
of hemoglobin A1c (HbA1c) and superior 
weight loss over Trulicity.

Until just recently, Lilly’s Jardiance had 
been the only diabetes drug to enjoy a car-
diovascular benefit claim in labeling. But in 
late August the US FDA cleared Novo Nord-
isk’s Victoza (liraglutide) for reducing major 
cardiovascular (CV) events in patients with 
type 2 diabetes and established cardiovas-
cular disease.

“Jardiance by no means matches our GLP-
1s, but it is a tablet and until we have an oral 
version of semaglutide they have the ben-
efit of the tablet,” Thomsen said, referring to 
Boehringer Ingelheim GMBH and Eli Lilly’s 
SGLT-2 inhibitor Jardiance (empagliflozin). 
“They have cardiovascular data that looks 
pretty compelling, they have a CV indication 
just like we have for Victoza, so Lilly now are 
taking around 40% of all new patients in the 
SGLT2 arena with the coming of Jardiance,” 
he said. 

Novo Nordisk CSO Thomsen Assesses 
The Competition In Diabetes
STEN STOVALL sten.stovall@informa.com

The competitive landscape for in-
novative therapies for combating 
diabetes will become more and 

more dominated by Denmark-based Novo 
Nordisk AS and Eli Lilly & Co., according 
to the Danish group’s chief science officer 
Mads Krogsgaard Thomsen. 

‘AVIS AND HERTZ’ OF DIABETES
“It’s really us and Lilly who are compet-
ing today,” the Dane said in an interview 
while visiting London. “It’s a bit like [the 
rivalry between] Hertz and Avis; we are 
the two who are aiming for the long haul, 
but with us at Novo Nordisk continuing 
to have the upper hand.” He said Lilly 
had overtaken Sanofi as the number 2 

diabetes company. “It’s a well-deserved 
achievement, but they are not going to 
overtake us. Novo Nordisk has a market 
lead of around 10 percentage points; we 
have around 28% of the global diabetes 
market while Lilly has around 19% of it. 
And we’ll try to keep that lead difference,” 
Thomsen told Scrip.

He believes Lilly will “drive the game” in 
SGLT2 inhibitors, “quite honestly because 
they have the better molecule.”

Much of Lilly’s strength come from its 
pipeline’s wide range of therapies.

“Lilly are formidable; they are strong be-
cause of the breadth of their portfolio,” he 
said. “Lilly have Jardiance [empagliflozin], 
they have Tradjenta [linagliptin], they have CONTINUED ON PAGE 11

Mads Krogsgaard Thomsen sees Eli Lilly 
as main rival to Novo Nordisk
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This week, Jeffrey Hall, Michael Rosbash and Michael 
Young won the Nobel Prize in Physiology or Medicine 
for their discoveries of molecular mechanisms control-
ling the circadian rhythm.  

Their work is very relevant for drug companies. 
Chronopharmacology, as it is known, has been around at 
least since the 1970s, but growing the body of knowledge 
about how and why it makes a difference should help op-
timize the use of our existing pharmaceutical armamen-
tarium and present new areas for therapeutic R&D.

Harnessing the science around the ebb and flow of 
particular proteins in the body can improve the dosing 
regimens of existing medicines to coincide with peak 
target availability, for example. 

Meanwhile, developing drugs to intervene directly in 
the molecular pathways governing these rhythms is an 

area that is still in its infancy and could open up further 
opportunities for drug makers. 

Furthermore, consideration of circadian variations 
has the potential to enrich clinical development of new 
drugs on a more general basis, and inform their eventual 
labelling to incorporate dose-timing recommendations 
aimed at improving both efficacy and safety. Given the 
heavy toll that unwanted effects of drugs exact both on 
R&D productivity and on patients in the healthcare sys-
tem following approval, this is an avenue that deserves 
more traffic. 

However, incorporating such factors into processes 
threatens to add cost and complexity, and requires reg-
ulatory science to keep pace.

Congratulations to Hall, Rosbash and Young. Now 
pharma comrades, how far can you take their findings?
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Arcturus Enters Reverse Merger With Alcobra To Push 
Differentiated RNA Approach
http://bit.ly/2xJWL8H

One company’s disappointment is another’s opportunity, as 
Arcturus will go public by merging with troubled Alcobra. The 
combined company will have seven preclinical programs, four 
run by partners.

Stellar Zogenix Phase III Epilepsy Data Lift ZX008’s 
Competitive Position
http://bit.ly/2g47L71

Company is planning to file in the second half with two pivotal 
studies, but says it is “worth exploring” with the US FDA whether 
data from the first study could support an application.

IPO Update: New Offerings Outperform As September 
Ends With Biopharma Trifecta
http://bit.ly/2yCYqcY

There have been 29 IPOs in the US through the third quarter of 
2017 with an average return of 35.2%, including three offerings 
on the same day – Deciphera, Nightstar and NuCana – near the 
end of September.

Speedy EU Assessment On Cards For AZ’s Durvalumab
http://bit.ly/2fFgRXk

AstraZeneca is hoping that when it files for approval in the 
EU of its PD-L1 blocker, Imfinzi (durvalumab), for stage III lung 
cancer, it will be given accelerated assessment on the back of 
the PACIFIC data.

Allergan Urgently Seeks FDA Guidance To Unblock 
Vraylar sNDA Review
http://bit.ly/2xNlDdr

In its initial assessment of Allergan’s sNDA for Vraylar, the FDA 
has found the application - for treating negative symptoms 
associated with schizophrenia – wanting, and thus says it 
doesn’t merit a full review.

Portugal: An Uptick In Life Science VC Funding
http://bit.ly/2xTJwQo 

An international VC, Vesalius Biocapital, is to invest in start-up 
life sciences and biotech companies in the western European 
country that is developing an entrepreneurial ecosystem.

exclusive online content
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Biosimilar Humira Blocked Until 2023, But Time Could 
Clear Commercial Path
JESSICA MERRILL jessica.merrill@informa.com

AbbVie Inc. scored an important win in its all-important effort 
to extend the exclusivity of its top-selling blockbuster Humira 
(adalimumab) for several more years through a patent in-

fringement settlement with its primary challenger, Amgen Inc. The 
agreement announced on Sept. 28 will block US entry of Amgen’s 
adalimumab biosimilar, Amjevita, until Jan. 31, 2023, although it will 
allow for the biosimilar to launch in Europe on Oct. 16, 2018. 

The companies agreed to dismiss ongoing patent litigation, with 
AbbVie granting Amgen patent licenses for the use and sale of Am-
jevita worldwide on a country-by-country basis. In exchange, Amgen 
will pay AbbVie a royalty on sales of the biosimilar, but specific finan-
cial terms of the agreement were not disclosed.

The news is a positive development for AbbVie as it brings clarity 
on the biosimilar timeline, the addition of royalties on sales of Am-
jevita and validation that the patent estate covering Humira is strong. 
The company’s stock closed the day up 4.92% at $88.92.

The settlement does not guarantee the biosimilar entry date, 
however, because several other biosimilar developers are also 
working on Humira copies. One, Boehringer Ingelheim GMBH’s 
Cyltezo, has also been approved by FDA, and AbbVie has simi-
larly filed a patent infringement suit against BI. Nonetheless, the 
Amgen settlement may likely set a bar for future deals.  (Also see 
“Humira Biosimilar Settlement Could Be Model For Other Disputes” 
Pink Sheet, 28 Sep, 2017.)

“The Amgen settlement provides incremental reassurance 
that we are unlikely to see US Humira biosimilars prior to 2023,” 
Jefferies analyst Jeffrey Holford said in a same-day note. “Whilst 
consensus is rapidly moving towards our thesis that US biosimi-
lars are unlikely to launch prior to this, there are many biosimilar 
developers working on Humira and we expect ‘noise’ on this issue 
from time to time.”

For Amgen, the agreement delays a potentially lucrative commer-
cial opportunity by a lengthy seven years post approval by the FDA. 
Amjevita was approved by the FDA in 2016, but the launch has been 
held up by the intellectual property challenges. But such a lengthy 
delay isn’t entirely unexpected; AbbVie has a strong IP estate protect-
ing Humira, with some patents extending into the 2030s.

DELAY MEANS MORE TIME TO IRON OUT MARKET 
ACCESS CHALLENGES
In Amgen’s favor, early indications suggest it may take more 
time than some expected for the commercial market for bio-
similars to open. Pfizer Inc.’s Inflectra, the first biosimilar version 
of Johnson & Johnson’s Remicade (infliximab) to launch in the 
US, has hardly gained any traction in the market nearly one-year 
post launch, largely as a result of J&J’s defensive contracting 
with payers.  (Also see “Exclusive Remicade Contracts Are Slowing 
Biosimilar Uptake” Scrip, 1 Aug, 2017.) Pfizer filed a lawsuit against 
J&J, claiming its contracting is anti-competitive because J&J 
threatened to withhold all rebates on Remicade and, in some 

cases, other products, if payers reimbursed any Inflectra.  (Also 
see “Pfizer v. J&J Sets Stage For Biosimilar Showdown Over Exclusive 
Contracts” Pink Sheet, 20 Sep, 2017.)

Time could mean Amjevita could launch into a more well es-
tablished commercial market for biosimilars, by the time 2023 
comes around.

“For Hatch-Waxman, you have 30 years of court cases that have 
now made the process of bringing a small molecule to the market 
very easy,” Express Scripts Holding Co. chief medical officer Steve 
Miller said in a recent interview on some of the commercial issues 
that have arisen with the first biosimilars. “Right now, we are develop-
ing the legal cases on biosimliars, and so that process is going to take 
a couple more years to make sure the legal framework is really well 
understood,” he added. 

The patent infringement suit against Amgen may well have ex-
tended out several years in any event, meaning Amgen’s delay is not 
that much longer than it may have been even if it went forward with 
the litigation and won, and now the company avoids the effort and 
cost of a drawn out legal proceeding, while gaining access to the 
European market next year. Some analysts have forecast a Humira 
biosimilar entering the US market in 2019/2020, although AbbVie’s 
expectations have been 2022.

“We know that Amgen-Abbvie Humira litigation had a district 
court date of fall 2019,” Evercore ISI analyst Umer Raffat said in a 
same-day email to investors. “In other words, it’s very possible that 
a final appeals court decision on this case may not have been out 
till 2021.”

AbbVie is heavily reliant on Humira, a blockbuster tumor necrosis 
factor inhibitor approved for several inflammatory conditions, in-
cluding rheumatoid arthritis and psoriasis. It has grown to become 
monster of a drug, generating $16.1bn in sales in 2016, but Humira 
accounted for 63% of AbbVie’s 2016 sales, a distressing ratio for a ma-
ture drug. Nearly two-thirds of the drug’s sales came from the US last 
year ($10.43bn) versus internationally ($5.65bn).

The deal buys AbbVie some breathing room to shore up its com-
mercial portfolio, though making up even 30%-40% of Humira’s lost 
revenues will be a challenge. One thing that appears clear, the US 
biosimilar market unfolds, that cheaper copies aren’t going to be 
capturing significant market share volumes in entrenched highly 
competitive markets anytime soon.  

Published online 28 September 2017

On the positive side for Amgen, 
the delay means Amjevita could 
launch into a more well established 
commercial market for biosimilars
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SpringWorks Launches With $103m, Four Pfizer Drugs 
And A Focus On Underserved Patients
MANDY JACKSON mandy.jackson@informausa.com

T he Pfizer Inc.-backed startup 
SpringWorks Therapeutics rein-
forces the fact that even the largest 

pharmaceutical companies in the world 
don’t have enough resources to develop 
every potentially good idea curated by their 
scientists.

That’s why Pfizer spun out four compounds 
into the newly launched, privately-held 
SpringWorks, which raised $103m in Series A 
venture capital with the big pharma as one of 
its investors. The New York-based firm is get-
ting its start with four compounds for indica-
tions ranging from rare, non-metastatic tu-
mors to post-traumatic stress disorder (PTSD), 
which impacts millions of people. Pfizer 
hopes SpringWorks will be a future licensee of 
additional drugs, including assets from other 
large companies with too many good ideas 
and too few dollars to invest in them all.

SpringWorks founder and president and 
six-year Pfizer veteran Lara Sullivan said in 
an interview that in big pharma compa-
nies, “you find yourself with this steady-state 
problem of too much good research and 
not enough resources to fund all of it.” She 
said Pfizer decided with these initial four 
compounds to try a different approach to 
dealing with that “epidemic.”

Pfizer decided to spin out drug candi-
dates with good science that looks like they  
can meet the needs of very specific un-
derserved patient populations. It licensed 
multiple assets to SpringWorks to create a 
new platform for dealing with promising 
therapies that otherwise would stay on the 
sidelines as big pharma companies research 
and development priorities shift or funding 
becomes otherwise constrained.

“The point of durability is a big one. Pfizer 
wasn’t trying to create a one-off, but to cre-
ate a new platform,” Sullivan said.

Sullivan said SpringWorks and its inves-
tors are not worried about the ability of a 
small company to handle four clinical drug 
development programs across four different 
diseases and multiple disease areas, because 
it has found sufficient external expertise to 
support its programs (see box). In fact, that’s 
part of the SpringWorks model – to partner 

with patients and organizations within the 
diseases their drug candidates are focused on. 

“We don’t need to own the subject mat-
ter expertise in house, but we are able to ac-
cess that through nonprofits,” Sullivan said. 
She added that as assets move through 
the development process, “we’ll determine 
which areas we’ll need to bring in subject 
matter expertise.”

She said SpringWorks recently attended 
a Desmoid Tumor Research Foundation 
meeting and found that “the excitement 
and enthusiasm for this model and the role 
they can play in this model was palpable. It 
solidifies that we’re all in this together.”

The company’s team, advisors, partners 
and vendors are able to provide enough 
disease area expertise to keep programs on 
track. Sullivan led Pfizer’s portfolio strategy 
for its early-stage pipeline and its medical 
collaboration funding platform.

SpringWorks executive chairman David 
Lynch, acting head of R&D/board member 
Stephen Quinto and chief financial officer/
chief business officer Saqib Islam each have 
more than 25 years of biopharma experi-
ence – Islam most recently as executive 

vice president and chief strategy officer at 
Alexion Pharmaceuticals Inc. Also, 20-
year industry veteran and vice president 
of clinical research and development Mary 
Smith was vice president of product devel-
opment at United Therapeutics Corp.

Islam said the amount of funding provid-
ed by the SpringWorks’ investors “will allow 
us to get to the end of Phase IIIs and to [new 
drug application (NDA)] submissions for the 
most advanced compounds in our portfo-
lio and to get through Phase II for our other 
compounds.” The Phase III programs for 
nirogacestat and PD-0325901 are expected 
to begin in 2018 with the Phase II studies for 
senicapoc and PF-0445784 slated for 2019.

Islam noted that Pfizer will earn milestone 
fees and royalties related to the drugs that 
SpringWorks licensed, if any of the drugs are 
approved and reach the market, but the big 
pharma does not have an option to reacquire 
the assets under the companies’ current 
agreement. But given the license agreement 
and its equity investment in SpringWorks’ Se-
ries A round, he said Pfizer has two economic 
interests in four compounds’ success..  

Published online 25 September 2017

The Four Compounds Licensed To SpringWorks
• SpringWorks will work collaboratively with the Desmoid Tumor Research Foundation to test the 

gamma-secretase inhibitor nirogacestat (PF-03084014) in Phase III, for desmoid tumors. These 
tumors affect about 900-1,200 people annually in the US. The rare, non-metastatic tumors of 
connective tissue cells may lead to severe pain and loss of function and early death for children 
and adults.

• SpringWorks also plans to initiate a Phase III program for the MEK 1/2 inhibitor PD-0325901 
in neurofibromatosis (NF), which refers to three genetic disorders – NF1, NF2 and schwan-
nomatosis – that cause tumors to grow on nerves throughout the body, leading to blind-
ness, deafness, disfigurement, cancer, bone abnormalities, learning disabilities and severe 
pain. The Phase III program will focus on NF1, which affects one in 3,000 people who usually 
are diagnosed as children. The company will work with the Children’s Tumor Foundation on 
this program.

• Senicapoc (PF-05416266), which has already been evaluated in Phase I, II and III studies, will 
be assessed for the treatment of hereditary xerocytosis (HX). HX is a genetic disorder in which 
red blood cells become dehydrated, due to loss of potassium and cell water, causing anemia, 
jaundice, fatigue, splenomegaly and gallstones. SpringWorks will determine a path forward for 
a Phase II program in HX, which affects one in 10,000 children.

• About 8.6m people in the US suffer from some form of PTSD, so SpringWorks will work with 
Cohen Veterans Bioscience to evaluate the path forward in Phase II for the FAAH inhibitor 
PF-0445784, which appeared to be safe and well-tolerated in Phase I studies. PTSD is generally 
treated with antidepressants and psychotherapy, but suicide is common among patients even 
with treatment.

scripintelligence.com
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And Then There Were Five: Roche’s Tecentriq Joins 
Europe I-O Race
KEVIN GROGAN kevin.grogan@informa.com

T he PD-1/PD-L1 field in Europe has 
a new entrant with Roche’s check-
point inhibitor Tecentriq (atezolizum-

ab) getting the thumbs-up for advanced 
lung cancer and two types of advanced 
bladder cancer. 

First up, the European Commission has 
granted marketing authorization for Tecen-
triq as a monotherapy for the treatment of 
people with locally advanced or metastatic 
non-small cell lung cancer (NSCLC) after 
they have been previously treated with che-
motherapy regardless of PD-L1 status. The 
approval is based on the Phase III OAK study 
and the Phase II POPLAR study, with the for-
mer showing that Tecentriq helped people 
live a median of 13.8 months, 4.2 months 
longer than those treated with docetaxel 
chemotherapy.

The second approval is for people with 
locally advanced or metastatic urothelial car-
cinoma who have been previously treated 
with a platinum-containing chemotherapy 
or who are considered ineligible for cisplatin 
chemotherapy, again regardless of PD-L1 sta-
tus. Curiously, the green light is based on the 
Phase III IMvigor211 study which surprisingly 
did not meet its primary endpoint of overall 
survival, compared with chemotherapy but 
the Commission gave the thumbs-up on data 
which showed that the median duration of 
response, a secondary endpoint, for those re-
ceiving Tecentriq was 21.7 months compared 
with 7.4 months for those on chemotherapy.

The European approvals seem a little late 
given that Tecentriq has been on the US 
market for quite a while. It got the second-
line NSCLC thumbs-up across the Atlantic 
in October last year, five months after the 
approval in second-line bladder cancer and 
is the fifth checkpoint inhibitor to reach the 
European market, well behind Bristol-Myers 
Squibb Co.’s Opdivo (nivolumab) and Merck 
& Co. Inc.’s Keytruda (pembrolizumab) and 
some time after AstraZeneca PLC’s Imfinzi 
(durvalumab) and Merck KGAA and Pfizer 
Inc.’s Bavencio (avelumab). However, being 
the last PD-1/PD-L1 inhibitor to the market 
does not necessarily mean the last in terms 
of revenues. For bladder cancer, Dustin Phan, 

an analyst at Datamonitor Healthcare, wrote a 
recent report forecasting sales of PD-1/PD-L1 
inhibitors of around $4.4bn in 2025, compris-
ing approximately 91% of the overall bladder 
cancer market. Five immunotherapies were 
approved for second-line advanced disease 
over 2016–17 and although Tecentriq was 
the first to market, Phan noted that “the drug’s 
surprising failure to demonstrate superior ef-
ficacy over standard chemotherapy regimens 
in previously treated patients could result in 
preferential prescription of other more estab-
lished immunotherapies such as Keytruda or 
Opdivo.” Phan estimates that Tecentriq’s blad-
der cancer sales in the US, Japan, and the five 
major European markets will reach $354m by 
2022, rising to $727m by 2025.

FIRST-LINE COMBOS
When it comes to lung cancer, the biggest 
indication, Tecentriq seems well-placed to 
pick up market share from the established 
therapies, Opdivo and Keytruda. Phan told 
Scrip that getting second-line approval is 
important for overall revenue and helps 
Tecentriq continue to secure market share, 
although “I think the main driver for growth 
is going to be first-line in combos.”

The US FDA granted an accelerated ap-
proval to Keytruda in combination with 
pemetrexed plus carboplatin as a frontline 
treatment for patients with metastatic or 
advanced NSCLC regardless of PD-L1 ex-

pression in May this year but Tecentriq is 
not far behind in the first-line stakes. Phan 
noted that the Phase III IMpower 150 trial is 
scheduled to read out on Nov. 30 evaluat-
ing the drug in combination with carbopl-
atin and paclitaxel, with or without Roche’s 
Avastin (bevacizumab) in chemotherapy-
naïve non-squamous NSCLC patients. 

Datamonitor Healthcare analysts noted in 
a recent report that while this combination 
will be less tolerable than treatment with 
immunotherapy alone, it is expected to be 
available to patients regardless of PD-L1 sta-
tus. “This will give Roche first access to pre-
viously untreated PD-L1-negative patients, 
who are less likely to respond to PD-1 mono-
therapy,” they wrote, and Phan is forecasting 
lung cancer sales of Tecentriq of $2.24bn by 
2025, making it the third best-selling PD-1/
PD-L1 inhibitor after Keytruda and Opdivo.

In addition to evaluating Tecentriq with 
Avastin and chemotherapy in first-line pa-
tients, Roche is testing the drug in combi-
nation with Tarceva (erlotinib) in epidermal 
growth factor receptor mutation-positive 
patients. Roche is also looking at combina-
tions of the immunotherapy with several of 
its other targeted drugs in lung cancer and 
Datamonitor notes that while “not all of these 
combinations will prove to be effective in 
NSCLC, the success of even one could sub-
stantially benefit Tecentriq’s uptake.”  

Published online 27 September 2017
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Roche gets two approvals for Tecentriq - 
bladder and lung cancer
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Lilly’s Verzenio Joins Crowded CDK4/6 Inhibitor Market 
For Breast Cancer
JESSICA MERRILL & MANDY JACKSON

Eli Lilly & Co.’s Verzenio (abemaciclib), now approved for breast 
cancer, will compete for market share in a crowded category 
that already includes two rival cyclin dependent kinase 4/6 

(CDK4/6) inhibitors – Pfizer Inc.’s well-entrenched Ibrance (palbo-
ciclib) and Novartis AG’s newcomer Kisqali (ribociclib) – but it isn’t 
setting out to do so based on price. 

The US FDA approved Verzenio on Sept. 28, just two months after 
Lilly completed its new drug application (NDA) filing, for patients 
who have hormone receptor-positive (HR+), human epidermal 
growth factor receptor 2-negative (HER2-) advanced or metastatic 
breast cancer that has progressed after hormone therapy. Lilly plans 
a US launch by the end of October.

“Lilly will work with insurers, health systems and providers to en-
sure patients are able to access this treatment,” the company said, 
noting that it will offer a savings card program for commercially-
insured patients so that out-of-pocket costs don’t prevent treat-
ment with Verzenio. The savings card, which can be used for up to 
12 months, will give eligible patients three months with no copay-
ment and limit copays to no more than $10 per month thereafter. 
The savings card is applicable for up to 12 months with a $25,000 
annual cap on out-of-pocket costs covered by Lilly.

A year of Verzenio, prior to rebates and discounts offered to pay-
ers, will be $131,376 based on a monthly wholesale acquisition cost 
(WAC) of $10,948. Patients’ copays without accessing Lilly’s savings 
card will depend on who provides their health coverage – public or 
private payers – and what’s included in their health plans.

LABEL OFFERS SOME DIFFERENTIATION
While Verzenio’s pricing is in line with its competitors, the drug’s label 
differs somewhat from the Ibrance and Kisqali labels. Verzenio is ap-
proved in combination with the hormone therapy fulvestrant after 
HR+/HER2- advanced or metastatic breast cancer has progressed as 
well as on its own in patients whose cancer has metastasized after 
hormone therapy or chemotherapy. However, Lilly’s drug is the only 
CDK4/6 inhibitor approved as a monotherapy and the label does not 
limit treatment in any setting to postmenopausal women.

Pfizer’s Ibrance and Novartis’ Kisqali both are approved for HR+/
HER2- advanced or metastatic breast cancer, but the Ibrance label calls 
for treatment in combination with an aromatase inhibitor for post-
menopausal women or paired with fulvestrant for any woman who 
has progressed following endocrine-based therapy. Kisqali is approved 
in combination with an aromatase inhibitor for postmenopausal 
women with HR+/HER2- advanced or metastatic breast cancer.

The distinctions could help Verzenio gain some ground over its 
competitors if safety warnings in the label are not off-putting for pre-
scribers and patients. Despite the monotherapy indication in meta-
static patients, Verzenio is expected to have a challenging road as the 
third to market, without any clear-cut efficacy advantage over the 
competition, but with concerns about venous thromboembolism 
(VTE) events.

The Verzenio label offers prescribers guidance on dosing changes as 
patients experience adverse events generally, with separate tables de-
tailing dose reductions for hematologic toxicities, diarrhea, hepatotox-
icity and “other” toxicities. However, while venous thromboembolism is 
included in labeling under “Warnings and Precautions,” prescribers are 
advised only to “monitor patients for signs and symptoms of thrombo-
sis and pulmonary embolism and treat as medically appropriate.”

The label notes that in the Phase III MONARCH 2 study testing 
Verzenio plus fulvestrant, VTE was reported in 5% of patients treated 
with the combination versus 0.9% of patients treated with fulvestrant 
plus placebo. The VTE events included deep vein thrombosis, pul-
monary embolism, cerebral venous sinus thrombosis, subclavian and 
axillary vein thrombosis, and inferior vena cava thrombosis. Deaths 
from venous thromboembolism were reported across the abemaci-
clib clinical development program.

It remains to be seen whether the VTE risk will be a red flag for pre-
scribers, but Evercore ISI analyst Umer Raffat referenced a third po-
tential safety issue in a Sept. 28 note that could be a point of conten-
tion for prescribers – a requirement for liver function tests every two 
weeks for the first two months, monthly for the next two months and 
as indicated thereafter. However, the testing coincides with monitor-
ing for neutropenia.

“We checked with Lilly and learned that this blood draw for neu-
tropenia and liver enzymes occurs in the same visits over [the] first 
few weeks – and thus, doesn’t really impose a unique barrier to use,” 
Raffat wrote.

A BLOCKBUSTER MARKET OPPORTUNITY
The market for CDK4/6 inhibitors is expected to be a multibillion-dollar 
commercial opportunity, but first-to-market Ibrance already has cap-
tured a significant share. Ibrance, which launched in early 2015, gener-
ated $1.56bn in the first half of 2016, while Kisqali, which was approved 
by the FDA in March, generated just $8m in the second quarter.

Deutsche Bank analyst Gregg Gilbert said in a Sept. 28 note that 
Verzenio should be a worthy competitor with its two rivals, but he 
expects the Lilly drug’s tally to be about a third of Ibrance sales.

“Based on the MONARCH studies, we view abemaciclib as an effec-
tive treatment option with manageable side effects, and believe the 
drug can be competitive within the CDK4/6 class,” Gilbert wrote. “How 
abemaciclib fares against Pfizer’s Ibrance, which is the market leader, 
remains to be seen; we currently model abemaciclib sales peaking at 
about $2bn, or roughly one-third of our estimates for Ibrance.”

It doesn’t appear that Lilly is looking to make an aggressive play on 
price to boost Verzenio’s market share, although it certainly could of-
fer steep rebates when contracting with payers. The drug’s wholesale 
acquisition cost (WAC) is set at $10,948 per month regardless of the 
dose, roughly in line with the WAC for Kisqali and Ibrance.

However, Novartis has offered a flexible WAC price by dose for 
Kisqali starting at $10,950 for 600 mg once-daily, $8,760 for 400 mg 
daily and $4,380 for 200 mg.     Published online 28 September 2017
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Duchenne Muscular Dystrophy: The Race For The  
$1bn Opportunity
LUCIE ELLIS & ELEANOR MALONE

While DMD is proving a difficult 
area for companies with ad-
vanced investigative therapies, 

several of which have fallen at late-stage 
development or regulatory hurdles or ig-
nited controversy, the pipeline for new ap-
proaches to the disease is dynamic. Ana-
lysts estimate the annual market for DMD 
drugs could reach $1bn, from less than 
$100m in 2016.

Three products have been approved in 
the EU or US to treat Duchenne muscular 
dystrophy: Sarepta Therapeutics Inc.‘s Ex-
ondys 51 (eteplirsen) was approved in the 
US in September 2016; PTC Therapeutics 
Inc.’s Emflaza (deflazacort) won the US 
FDA’s approval in February 2017, and PTC’s 
Translarna (ataluren) won conditional ap-
proval in the EU in 2014, and is awaiting a 
decision from the US FDA this October. 

The addressable DMD market is estimat-
ed at around $500m-$1bn by Jefferies. PTC 
is expecting to book sales of $120-140m 
for Translarna and $15-20m for Emflaza 
in 2017, having reported second quarter 
sales of $45.8m and $2.1m, respectively. 
Sarepta reported 2Q sales of $35m for  
Exondys 51.

As an old, genericized corticosteroid 
treatment that US patients once sourced 
from abroad relatively cheaply, Emflaza 
won FDA approval specifically for use in 
DMD under its previous owner, Mara-
thon Pharmaceuticals, but the latter 
was accused of abusing US orphan drug 
incentives when it unveiled a hugely in-
flated price, and quickly offloaded the 
product to PTC.  (Also see “PTC Gambles On 
Success With Emflaza; Says Price Revision Is 
Needed” Scrip, 16 Mar, 2017.)

Exondys 51 is an antisense drug target-
ing the estimated 13% of DMD patients 
who have a genetic mutation amenable 
to skipping exon 51, while Translarna is 
an oral oxodiazole that may allow cellular 
machinery to bypass nonsense mutations 
and restore production of full-length dys-
trophin protein.

Despite the recent approvals, research-
ers in the sector have seen a number of 

clinical setbacks, and many questions re-
main over the approval rationale for exist-
ing therapies as well as the prospects for 
pipeline candidates.

ANTISENSE DOMINATES
In the preclinical setting especially, there 
are several molecules in testing with dif-
ferent modes of action. However, anti-
sense compounds are leading the pre-
clinical space in DMD, with more than 10 
candidates being studied, according to 
data from Biomedtracker.

Sarepta Therapeutics is the most prolific 
DMD drug developer with four preclinical 
assets in studies, all of which are antisense 
molecules targeting the dystrophin gene. 
Sarepta’s preclinical assets all have DMD 
as their primary indication. Meanwhile, 
Wave Life Sciences Ltd. is also research-
ing a preclinical antisense compound for 
DMD targeting the dystrophin gene. One 
of only two therapies approved in the US 

for the treatment of DMD is also an anti-
sense molecule: Sarepta’s Exondys 51. The 
other approved treatment for the rare dis-
ease, PTC’s Emflaza, is a steroid targeting 
glucocorticoid receptors.

Meanwhile, BioMarin Pharmaceutical 
Inc. has three antisense drugs targeting the 
dystrophin gene in preclinical studies. The 
company has not listed DMD as the lead in-
dication for these molecules, though. BioMa-
rin acquired these assets when it purchased 
Prosensa Holding BV in 2014 for a total up-
front consideration of approximately $680m. 
Through its Prosensa acquisition, BioMarin 
also gained antisense molecule Kyndrisa 
(drisapersen), a later-stage DMD therapy. 
However, the company has since suspend-
ed development of that drug after it failed 
to win over regulators in the US and Europe. 

The dystrophin gene is the most popular 
target for preclinical DMD molecules: as well 
as antisense compounds, drugs with other 
potential modes of action are also targeting 
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this gene. For example, Genethon’s preclin-
ical viral gene therapy, Pfizer’s early-stage 
non-viral gene therapy and Valerion Thera-
peutics’ investigational protein molecule all 
target the dystrophin gene.

Other targets in the preclinical pipeline 
for new therapies against DMD include cy-
clooxygenases (COX), enzymes responsible 
for formation of prostanoids; and utrophins, 
proteins in humans that are encoded by the 
UTRN gene.

Similar to the preclinical pipeline for 
DMD there are a number of antisense mol-

ecules in various stages of clinical develop-
ment for the disease, all of which target the 
dystrophin gene. However, when it comes 
to DMD therapies in the clinic, small mol-
ecules represent the most popular devel-
opment route.

According to Biomedtracker, across the 
Phase I to Phase III DMD pipeline, there are 
seven small molecule drugs in clinic trials. 
However, these investigational candidates 
are varied and all have different targets. The 
seven new molecular entities have targets 
ranging from androgen receptors and glu-

cocorticoid receptors through to collagen 
and utrophin.

There are four compounds currently in 
Phase III for DMD, Santhera’s Catena, a 
small molecule targeting the mitochondrial 
electron transport chain; Italfarmaco SPA’s 
givinostat, a small molecule targeting his-
tone deacetylase; and two antisense drugs 
from Sarepta, golodirsen and SRP-4045.  

Published online 29 September 2017

DMD Clinical Pipeline 

LEAD COMPANY DRUG NAME CURRENT PHASE MOLECULE TARGET

Sarepta Therapeutics, Inc. Golodirsen III Antisense Dystrophin gene

Sarepta Therapeutics, Inc. SRP-4045 III Antisense Dystrophin gene

Santhera Pharmaceuticals Catena III Small Molecule
Mitochondrial Electron Transport 
Chain

Italfarmaco S.p.A. Givinostat III Small Molecule Histone Deacetylase

Nippon Shinyaku Co., Ltd. NS-065/NCNP-01 II Antisense Dystrophin gene

FibroGen, Inc. FG-3019 II Monoclonal Antibody Connective Tissue Growth Factor

Pfizer Inc. PF-06252616 II Monoclonal Antibody Myostatin/GDF-8

Summit Therapeutics plc Ezutromid II Small Molecule Utrophin

Akashi Therapeutics, Inc. HT-100 II Small Molecule Collagen

ReveraGen BioPharma VBP15 II Steroid Glucocorticoid Receptor

Capricor Therapeutics, Inc. CAP-1002 I/II Cellular Stem Cells/Other Cell Therapies

Shenzhen Beike  
Biotechnology Co., Ltd.

Umbilical Cord  
Mesenchymal Stem Cell

I/II Cellular Stem Cells/Other Cell Therapies

Daiichi Sankyo Co., Ltd. DS-5141b I/II Not Specified Dystrophin gene

Roche Holding AG RG6206 I/II Protein Myostatin/GDF-8

Catabasis  
Pharmaceuticals, Inc.

Edasalonexent I/II Small Molecule Cyclooxygenases

Milo Biotechnology AAV1-FS344 I/II Viral Gene Therapy Myostatin/GDF-8

Marathon  
Pharmaceuticals LLC

Synacthen Depot I Peptide Melanocortin receptors

Akashi Therapeutics, Inc. DT-200 I Small Molecule Androgen receptors

Mitobridge, Inc. MA-0211 I Small Molecule PPAR delta

Asklepios  
BioPharmaceutical, Inc.

Biostrophin I Viral Gene Therapy Dystrophin gene

Otsuka Holdings Co., Ltd. TAS-205
Development 

Outside US
Small Molecule Prostaglandin Receptors

Genethon AAV-U7 Program
Development 

Outside US
Viral Gene Therapy Dystrophin gene

View the DMD Timeline Of Market Changing 
Events here: http://bit.ly/2xKx9Zi
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No More Nucs: Merck & Co. Cedes HCV Market To 
Gilead, AbbVie
JOSEPH HAAS joseph.haas@informa.com

Based on a review of Phase II data and market dynamics in the 
hepatitis C arena, Merck & Co. Inc. announced on Sept. 29 that 
it will discontinue a pair of HCV combination therapy develop-

ment programs, more or less ceding the space to leader Gilead Sci-
ences Inc. and follower AbbVie Inc.

The announcement is the final wave of a reassessment of the 
HCV market. Earlier this year, Merck took a $2.9bn pre-tax intangi-
ble asset impairment charge against 2016 revenues based on its 
reassessment of the nucleoside polymerase inhibitor MK-3682.  
(Also see “Merck’s Write-Down Of Phase II Nuc Illustrates Current Re-
ality In HCV” Scrip, 24 Feb, 2017.) MK-3682, or uprifosbuvir, was the 
centerpiece of the New Jersey pharma’s $3.9bn buyout of Idenix 
Pharmaceuticals Inc. in 2014.  (Also see “Merck in $3.85bn Idenix 
buy to bolster hep C outlook” Scrip, 9 Jun, 2014.)

Since 2013, Gilead has forged a dominant position in HCV sales 
thanks to Sovaldi (sofosbuvir), the only approved nucleoside poly-
merase inhibitor, and combination products (Harvoni/Epclusa/Vosevi) 
featuring that drug as a therapeutic backbone.  (Also see “INFOGRAPH-
IC: Hepatitis C Market Still Has Room To Grow” Scrip, 1 Aug, 2016.)

Merck hoped to compete with Gilead by bringing a second “nuc” to 
market, but ultimately fell behind AbbVie, which recently launched a 
second-generation combo therapy Mavyret (glecaprevir/pibrentas-
vir) that does not feature a nuc but is somewhat competitive with 
Gilead on efficacy and superior to all but Epclusa on duration of ther-
apy.  (Also see “Merck’s HCV Strategy Might Be: Get To Market, Then Im-
prove Incrementally” Scrip, 16 Nov, 2015.) (Also see “AbbVie’s Mavyret Is 
First 8-Week Pan-Genotypic Combination For HCV” Scrip, 3 Aug, 2017.)

Eliav Barr, Merck senior VP for global clinical development for infec-
tious diseases and vaccines, said the number of treatment options 
available for HCV at present, along with a review of clinical data for 
Merck’s two-drug and three-drug next-gen combos, resulted in the 
pharma determining it would not continue investing in develop-
ment of further regimens.

This effectively ceases work on the two-drug MK-3682B regi-
men, which included uprifosbuvir and ruzasvir (a follow-on to Mer-
ck’s NS5A inhibitor elbasvir), as well as terminating a three-drug 
regimen including those two compounds and Merck’s protease 
inhibitor grazoprevir. Elbasvir and grazoprevir comprise Merck’s 
HCV therapy Zepatier, approved in 2016 to treat genotype 1 and 
4 HCV infections.  (Also see “Merck Reaches Hepatitis C Market With 
Zepatier” Scrip, 29 Jan, 2016.)

Analysts indicated that Merck’s announcement, while not surpris-
ing, leaves HCV as a two-company competition going forward. In 
a note headlined “Oops, they did it again. Just like that HCV comes 
down to two…”, Leerink Partners analyst Geoffrey Porges said safety 
issues Merck has seen with higher doses of elbasvir likely played a 
role in the decision. He added that it was likely that uprifosbuvir also 
“encountered some liabilities” during clinical development, despite 
its structural similarity to sofosbuvir.

Merck’s decision is just the latest manifestation of shifting dy-
namics in the HCV space – other firms have exited the space given 
the stranglehold Gilead has on the market. Most recently, Johnson 
& Johnson announced its decision to end HCV development ear-
lier in September.  (Also see “With J&J’s Departure From HCV, Gilead 
Stands Alone In ‘Nuc’ Field” Scrip, 11 Sep, 2017.) And the maturing 
nature of the HCV market itself is contributing further upheaval, 
causing Gilead to look toward new opportunities – like its recent 
acquisition of Kite Pharma Inc. – as the HCV business fades.  (Also 
see “Gilead Offers Split Guidance For HCV; Expects Further Decline In 
2017” Scrip, 7 Feb, 2017.)

ANALYSTS DIFFER ON OVERALL BENEFIT  
TO GILEAD, ABBVIE
Leerink plans to update its overall HCV market modeling soon, Porg-
es added in a Sept. 29 note, but the news from Merck should prove 
beneficial for both Gilead and AbbVie.

“The commoditization of the category is likely to stop almost im-
mediately, and AbbVie and Gilead should establish some sort of sta-
ble duopoly in this still massive disease indication,” Porges wrote. “The 
pace of erosion of Gilead’s HCV revenue should slow (being only 
based on patient volume and duration, but no longer price as well), 
and this category should now be a meaningful source of revenue for 
both incumbents for many years to come.”

BMO Capital Markets analyst Alex Arfaei asserted that 2017 still 
should be a strong year in HCV for Merck –yielding global sales of 
about $1.7bn for Zepatier – but that revenues then will decrease 
sharply as AbbVie’s Mavyret gains market share. The analyst does not 
see an upside for Gilead and AbbVie from Merck’s decision, however, 
predicting “a shrinking hep C market driven by price erosion and 
fewer patients available for treatment.”

Mavyret will drive price erosion, Arfaei contended, as it is being 
discounted by 30%-50% compared to list price so far.  

Published online 29 September 2017
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Johnson & Johnson’s competing 
SGLT2 inhibitor Invokana (canagliflozin) 
is meanwhile struggling and “really going 
south,” he added, noting that Invokana re-
cently showed a reduction in CV events 
in the CANVAS study on par with the one 
shown by Jardiance in EMPA-REG, but re-
searchers also reported double the risk of 
amputations compared to placebo. 

On the issue of whether Novo Nordisk 
wished it was in the SGLT2 inhibitor space, 
Thomsen said the Danish company had 
been deterred from SGLT2 inhibitors be-
cause of early evidence of urinary tract in-
fections and related problems.

“We thought this was really going to be 
terrible but the fact of the matter is that, 
yes there are some issues with these in-
fections, but they turned out to be not as 
big as we first thought. They actually work 
reasonably well in glucose and reasonably 
well in the cardiovascular realm. So, if the 
question is, would I have liked to have 
Jardiance in our pipeline, the answer is 
yes. Absolutely!

He noted however that Novo Nordisk “is 
not as strong in creating small molecule 
chemistry as are Boehringer Ingelheim. 
So we probably could not have com-
peted in that space if we had licensed a 
SGLT2 inhibitor.”

He noted that Lilly got Jardiance via their 
collaboration with Boehringer Ingelheim: 
“So there Lilly were also smart because they 
didn’t do this [development] themselves. 
But they’ve managed to keep Trulicity to 
themselves. So Lilly were really smart there.”

INNOVATION ‘LIFTS ALL BOATS’
Turning to other players in the diabetes 
field, Thomsen singled out Merck & Co. Inc.
and Sanofi as having particular problems 
with successful innovation.

“I have a lot of respect for Merck, but 
Merck have not rejuvenated themselves. 
They have been a one-trick pony with [oral 

diabetes medicine] Januvia (sitagliptin), but 
they really haven’t been able to come up 
with a follow-on.

“Now Merck are working with Pfizer Inc. 
on their investigational ertugliflozin, which 
looks like a decent SGLT-2 inhibitor. But 
considering how good Merck is at small 
molecule research historically, it’s a bit sur-
prising that they haven’t done much more 
after Januvia.”

But it was Sanofi that Thomsen expressed 
most concern for.

“There’s not much new coming through 
their pipeline. In some ways, I wish them a 
bit of luck because if you get too desperate 
because you don’t have something – like 
superior GLP-1s or insulins – then at some 
point you start fighting a different kind of 
battle – say on the field of pricing - so it’s 
in our interest as an innovative company to 
see the others remaining in the innovation 
space. That’s our view at Novo Nordisk.”

Thomsen noted that Novo Nordisk’s for-
mer CEO Lars Rebien Sørensen is helping 
to lead Denmark’s bid to host the European 
Medicines Agency, which is being forced to 
move out of the UK as a result of Brexit.

“Copenhagen is a nice city, and we have 
very a healthy and established biotech in-
dustry – it’s not just Novo Nordisk: it’s Lund-
beck Inc., it’s Genmab AS, it’s Leo Pharma 
AS and others. It’s an environment where 
regulatory science and specialists are al-
ready present in the Greater Copenhagen 
area; more so than in most of the other con-
testants,” he said. 

Thomsen said Danish politicians are con-
sidering amending the Danish income tax 
regime to help attract high-paid scientists 
there, and noted that the Danish capital is 
easily accessed by air via its Kastrup interna-
tional airport.

“We have what it takes. We have a large 
building next to the airport which can ac-
commodate 1,000 people and the Danish 
prime minister has publicly said that this 
building will be made available and that the 
EMA could move in at any time were the de-
cision made to move it Copenhagen.”

He noted that flight time from Copenha-
gen to London, for example is 1-1/2 hours. 
And that it would take just 10 minutes from 
the designated building by the airport via 
metro line to central Copenhagen.

“But, as we all know, the final decision will 
all hinge on politics,” he concluded.  

Published online 29 September 2017
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‘It’s really us and Lilly who 
are competing today . . . 
but they are not going to 
overtake us’

Newron Seeks 
New Assets To 
Grow Pipeline
Milan, Italy-based Newron Pharma-
ceuticals SPA, a biopharmaceutical 
company developing novel thera-
pies for diseases of the central and 
peripheral nervous system, has raised 
CHF27m ($27.8m) to purchase new 
pipeline assets and progress its clini-
cal programs.

Through To 2019
Newron has placed 2 million new 
shares with institutional investors 
at a subscription price of CHF13.50 
per share. It expects the new funds to 
support corporate and clinical activi-
ties through to 2019, “well beyond 
key inflection points of our pipeline 
products,” Roberto Galli, Newron’s 
vice president of finance, said in a 
statement.

The company also hopes to use 
some of the cash to purchase new 
drug development programs to ac-
company its two other pipeline assets.

The company told Scrip it is  
“permanently reviewing opportunities 
of compounds that fit our strategy.” 
This includes orphan drugs, orphan 
CNS compounds and compounds in 
advanced clinical stages that need “reg-
ulatory or development redirection.”

At An Advanced Stage
The company is open to various deal 
types to bring in new candidates, includ-
ing licensing deals and acquisitions. 
However, it is seeking therapies that are 
“advanced in development so that we 
have sufficient safety data to make a key 
difference with one efficacy study.”

Newron’s current pipeline includes 
evenamide, a voltage gated sodium 
channel (VGSC) modulator that is cur-
rently in Phase II studies for schizo-
phrenia; and sarizotan, a Phase II/III 
serotonin 1A (5-HT1A) receptor agonist 
for Rett syndrome.

The company’s new cash will be  
focused on advancing evenamide’s  
clinical development program.  

lucie.ellis@informa.com, 27 Sept 2017
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Disappointed, Yes, But Roivant’s Not Roiled By 
Axovant’s Alzheimer’s Failure
MANDY JACKSON mandy.jackson@informausa.com

Axovant Sciences Ltd.’s Phase III 
MINDSET clinical trial – the first 
big test for the firm and for its par-

ent company Roivant Sciences GMBH 
– ended in a massive failure for intepirdine 
in Alzheimer’s disease, but Roivant remains 
focused on its other opportunities to effi-
ciently develop new drugs while meeting 
investors’ big expectations.

Some of the exceptionally large risk for 
Axovant’s lead drug candidate must have 
been factored into Roivant investors’ out-
look, given the vast graveyard of prior failures 
in Alzheimer’s disease, since the company 
was able to raise $1.1bn in August without 
knowing whether intepirdine would be-
come Roivant’s first big success story. The 
answer – a resounding “no” – came on Sept. 
26 when it was revealed that the drug did 
not significantly beat placebo on either of 
MINDSET’s primary endpoints and Axovant 
CEO David Hung said the company would 
no longer develop intepirdine in Alzheimer’s.

The Phase III disappointment is not the 
end of the road for the drug, however, since 
a Phase IIb program is under way for intepir-
dine in dementia with Lewy bodies (DLB). 
It’s one of 15 programs in the clinic at Roi-
vant’s five drug development subsidiaries, 
softening the blow of intepirdine’s failure in 
Alzheimer’s disease for the company and its 
investors, which have now sunk $2.6bn into 
Roivant’s model.

“Every failure is always an opportunity 
for learning, but based on what we know, 
the strategy is going to be unchanged,” 
Roivant CEO Vivek Ramaswamy said in an 
interview with Scrip. “Since day one, we 
have accepted that like any drug devel-
opment company, some [drugs] are go-
ing to be successful and some are going 
to be unsuccessful.”

Axovant’s intepirdine failure is a disap-
pointment, Ramaswamy said, but it will 
not prompt any revision of the company’s 
mission of investing in therapeutic can-
didates that have been shelved by other 
biopharmaceutical entities but may be 
effective for certain patients if developed 
quickly and efficiently.

“It’s no doubt a challenging moment – it’s 
disappointing – but at the same time we’re 
undeterred in our mission,” he said.

AXOVANT UNDETERRED IN 
ALZHEIMER’S, DEMENTIA
Hung, the former Medivation CEO who 
joined Axovant earlier this year to focus 
once again on Alzheimer’s, said during a 
conference call to discuss the intepirdine 
results that no more money will be spent on 
the drug for Alzheimer’s. The company will 
dedicate its $297.9m in cash as of June 30 to 
its other ongoing development programs, 
including intepirdine in DLB.

“We believe the fight against Alzheimer’s 
and other serious diseases in neurology is 
far too important to be derailed by this set-
back and the MINDSET trial finding will not 
deter us from continuing our efforts to ad-
vance the clinical development of agents in 
our current and future pipeline, for Alzheim-
er’s disease, other important dementias and 
potentially other non-dementia neurology 
indications,” Hung said.

In MINDSET, Axovant said the change 
from baseline in cognition as measured by 
the Alzheimer’s Disease Assessment Scale-
Cognitive Subscale (ADAS-Cog) showed that 
there was no significant improvement for 
patients who were treated with intepirdine 
versus those who received a placebo with 
just a 0.36-point difference in ADAS-Cog 
scores between the two arms at 24 weeks 
(p=0.22). All patients received Aricept (done-
pezil), the now-generic Pfizer Inc. drug. 

The company also said the 0.09-point dif-
ference between intepirdine and placebo 
in terms of function, as measured by the 
Alzheimer’s Disease Cooperative Study-
Activities of Daily Living scale (ADCS-ADL) at 
24 weeks, showed that there essentially was 
no difference between (p=0.83).

The results are not entirely surprising, 
since another 5-HT6 antagonist – idalopir-
dine from Lundbeck and Otsuka – failed 
in multiple Phase III Alzheimer’s clinical trials, 
but Axovant thought its more potent drug 
would be successful in what the company 
thought was a better designed trial.

But after Axovant’s intepirdine failure, 
Jefferies analyst Michael Yee described the 
MINDSET results as the weakest of all pos-
sible scenarios for the Alzheimer’s study. Yee 
said in a Sept. 26 note that none of the top-
line data “is material enough to pursue go-
ing forward” in this disease, despite a small 
signal of efficacy in terms of the secondary 
endpoint of Clinician Interview-Based Im-
pression of Change plus caregiver interview 
(CIBIC; p=0.02). He noted that the company 
will shut down the MINDSET open-label ex-
tension study.

WHY THERE’S HOPE FOR DLB
However, Hung listed three reasons why the 
company believes the negative MINDSET 
results aren’t necessarily a preview of what 
will happen with intepirdine in the Phase IIb 
HEADWAY study in DLB, in which cognition 
and function are the primary endpoints:
• First, “some literature suggests that the 

cholinergic deficit in DLB may be greater 
than in Alzheimer’s disease.” Intepirdine 
is a 5-HT6 antagonist that promotes the 
release of acetylcholine – a neurotrans-
mitter that’s critical for alertness, memory, 
thought and judgment – in the brain.

• Second, MINDSET tested only a 35 mg 
dose of intepirdine, which may have 
been too low to robustly inhibit 5-HT6, 
while HEADWAY is studying 35 mg and 
70 mg doses.

• Third, the 70 mg intepirdine dose “exerts 
greater effects on a second receptor, the 
5-HT2A receptor, which we believe plays 
a role in a number of the common clinical 
manifestations of DLB, namely neuropsy-
chiatric, motor and REM sleep behavior 
disorder.”
JMP Securities analyst Jason Butler said in 

a Sept. 26 note that he sees nelotanserin as 
Axovant’s biggest forthcoming opportunity, 
unless the HEADWAY study in DLB is able to 
produce positive results.

“Recall that nelotanserin is a highly selec-
tive 5-HT2A inverse agonist, a mechanism 
that has been validated by [Acadia Pharma-
ceuticals Inc.’s Nuplazid (pimavanserin) for 
Parkinson’s disease psychosis] in an adjacent 
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patient population,” Butler wrote. “Interim 
results from 11 patients were compelling, 
we believe, demonstrating a statistically sig-
nificant improvement in motor symptoms 
(UPDRS Parts II and III; p<0.05). We believe 
the upcoming results can further validate 
the benefit on motor symptoms, as well as 
demonstrate a reduction in the frequency 
and severity of visual hallucinations.” 

THREE DRUGS, TWO WITH 
NEAR-TERM DATA
Top-line results from the HEADWAY study, 
which has completed enrollment of 269 
patients, are expected by the end of 2017. 
Another Phase II study also is under way to 
test intepirdine’s effects on gait and balance 
for a variety of dementia patients. Result ex-
pected from that study later this year may 
inform the design of a potentially pivotal 
trial for intepirdine in the improvement of 
mobility for dementia patients, Hung said.

The first of the Phase II trials for nelotanse-
rin is enrolling patients with DLB or Parkin-
son’s disease dementia (PDD) to reduce vi-
sual hallucinations, with a second mid-stage 
trial in DLB or PDD patients with REM sleep 
behavior disorder.

Nelotanserin also comes with controversy 
and risk, since the company revealed posi-
tive interim results from the hallucination 
study in February and announced plans 
for a pivotal trial program using the Unified 
Parkinson’s Disease Rating Scale Parts II and 
III (UPDRS II and III) – an endpoint used in 
Phase III for only one other, now-failed, drug 
– as its primary endpoint.  (Also see “Axovant 
Plans Nelotanserin PhIII But Trial Endpoint 
Has Eyebrows Raised” Scrip, 14 Feb, 2017.) Re-
sults from the completed Phase II hallucina-
tion study will be reported during the fourth 
quarter of this year.

However, Axovant believes that its Phase 
II REM sleep behavior disorder study for 
nelotanserin “may potentially be considered 
pivotal. If we meet statistical significance 
on our primary endpoint in this study, we 
would plan to discuss a regulatory submis-
sion with the appropriate authorities in the 
US and Europe for REM sleep behavior dis-
order in DLB.” Data are expected in the first 
quarter of 2018.

Axovant also is developing RVT-104, 
which combines the Novartis AG Alzheim-
er’s drug Exelon (rivastigmine) with a pe-
ripheral muscarinic receptor antagonist that 
may improve the tolerability of rivastigmine 

at higher doses. Hung said the company 
remains “committed to identifying, devel-
oping and commercializing other novel 
treatments for some of the greatest unmet 
needs in neurology, including beyond the 
area of dementia.”

In terms of additional therapies that the 
company might acquire to expand its pipe-
line, he said “investors always like later-stage 
assets and I think that given the failure of 
this study, I think that it would be always 
preferable to develop a more mature asset, 
but we have to balance our portfolio with 
assets that probably span the gamut be-
tween early- and later-stage development.”

Hung assured stakeholders that Axovant 
will be diversifying its portfolio. He wouldn’t 
give a specific timeline, but said “we’re well 
aware of the urgency of giving ourselves as 
many shots on goal as we can.”

Axovant’s pipeline provided little solace 
to the public company’s investors, who 
were betting on success for intepirdine in 
Alzheimer’s disease – a large pharmaceu-
tical market with high unmet need and 
about 5.5m patients in the US alone. The 
company’s stock fell 73.9% on Sept. 26 to 
$6.33, after rising as high as $27.98 in the 
past year.

DIVERSIFYING ROIVANT 
INVESTORS’ INTERESTS
Since parent company Roivant is not a pub-
licly traded company, it’s hard to know with 
any certainty how its investors reacted to 
Axovant’s news, but Ramaswamy said Roi-
vant’s ultimate success will not be deter-
mined by a single clinical trial failure or suc-
cess. Instead, it will come down to whether 
its business model will produce any ap-
proved drugs.

Although, considering the tiny market for 
the first medicine likely to be approved un-
der the Roivant umbrella, it may take mul-
tiple approved drugs to call the company 
a success. Enzyvant Sciences GMBH is 
preparing to submit a biologic license ap-
plication (BLA) to the US FDA for RVT-802, 
which may treat about 10 to 20 children in 
the US with the ultra-rare disease complete 
du George’s syndrome. 

The next late-stage milestones to watch 
in Roivant’s portfolio are Myovant Sciences 
Ltd.’s five Phase III studies under way for relu-
golix, a small molecule gonadotropin-releas-
ing hormone (GnRH) receptor antagonist, 
including two trials in the lead indication of 

heavy menstrual bleeding associated with 
uterine fibroids. The other late-stage trials 
are for the treatment of pain associated with 
endometriosis and prostate cancer.  (Also see 
“Myovant On Path To Women’s Health Leader-
ship, CEO Says” Scrip, 16 Feb, 2017.)

Also, Urovant Sciences launched earlier 
this year with the Phase III-ready vibegron, 
an oral beta-3-adenergic agonist, and the 
privately held company is expected to kick 
off a Phase III program in overactive blad-
der within the next six to nine months. The 
other private entity in Roivant’s portfolio is 
the dermatology-focused Dermavant Sci-
ences Ltd., which recently wooed former 
Celgene Corp. president Jackie Fouse to 
be its CEO.

After Axovant’s largest-ever biopharma 
initial public offering totaling $315m in 2015, 
Myovant was the second – and only other 
company – in Roivant’s portfolio to go pub-
lic. It raised $218m in 2016. Ramaswamy ex-
pects Roivant to stick with its plan of not pur-
suing any additional IPOs for its companies 
in the near term, using the $1.1bn in equity 
it raised last month to fund both new Vants 
and to keep the R&D and business develop-
ment engines running at its existing Vants.

He said the number of new companies 
that Roivant launches with its bigger cash 
stockpile or assets that it buys to augment 
existing companies “is going to be driven 
by the opportunities; we don’t set goals of 
how many new Vants we want to launch. 
We don’t want to set a corporate mandate 
that’s suboptimal to what’s available.”

Reflecting on Axovant’s disappointing 
intepirdine results in Alzheimer’s disease, 
Ramaswamy said the data do not diminish 
Roivant’s strategy to date or the other 15 
drugs in those subsidiaries’ pipelines.

“[Roivant] is going to be fine. The big-
ger lost opportunity, to me, is in providing 
something for [Alzheimer’s] patients,” he 
said. “The folks here who are beaten down 
today, I don’t think it’s because of the impact 
on the company.”

Ramaswamy noted that building a 
biotech company takes three simple el-
ements: good people, good drugs and 
enough capital to take meaningful R&D 
risks. With $2.6bn raised to date and sever-
al high-profile executives, including Hung 
and Fouse, the part that of that equation 
that’s yet to be proved is the quality of Roi-
vant’s drug candidates.  
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Alzheimer’s Prevention: The Next Big Idea For Fixing 
Drug Trial Failures
EMILY HAYES emily.hayes@informa.com

Faced with continuing failure in Alzheimer’s drug development, 
researchers are grappling with the best route forward. And as 
efforts to modify disease progression or even better symptom-

atic treatment disappoint, despite the best efforts of giants in the bi-
opharma industry, there is growing recognition of the need to move 
even earlier in Alzheimer’s disease – toward prevention.

Heading off the degenerative disease, maybe even 10 or 20 years 
before symptoms develop, is an intriguing idea, though some for-
midable challenges stand in the way. Better disease understanding 
and better diagnostic tools may help. Alzheimer’s disease is defined 
by the build-up of proteins – amyloid beta into plaque and tau into 
tangles – associated with cognitive decline. Amyloid beta can be 
measured in cerebral spinal fluid (CSF) extracted through a spinal tap 
and, noninvasively, with amyloid PET imaging. In addition, tau PET 
imaging is just starting to emerge and is likely to have an impact on 
the field.

Significant research has targeted amyloid beta and tau proteins 
in hopes of affecting disease progression, and sponsors of such 
drugs have moved earlier in disease, toward mild and prodromal 
disease trials, as later intervention has failed to make an impact. 
However, results have been disappointing. In November 2016, 

Eli Lilly & Co. reported that its anti-amyloid beta antibody solan-
ezumab missed the primary endpoint in the EXPEDITION3 study 
of mild Alzheimer’s disease, the drug’s third study failure.  (Also 
see “After Solanezumab, What’s Next? Alzheimer’s Options Take The 
Stage At CTAD” Scrip, 7 Dec, 2016.)

Among the many other companies that have faced setbacks is 
Roche, which has struggled to get its anti-amyloid antibodies cren-
ezumab and gantenerumab off the ground, including in the prodro-
mal setting. But Roche remains committed to the space – in March, 
the company said that it was planning a new pivotal Phase III pro-
gram for gantenerumab, partnered with MorphoSys AG, in prodro-
mal-to-mild Alzheimer’s disease that would start later this year.  (Also 
see “Roche In New Phase III Bet On MorphoSys’ Anti-Amyloid Agent” 
Scrip, 7 Mar, 2017.)

Approaches aimed at easing symptoms have also failed, most 
recently with the Phase III miss for Axovant Sciences Ltd.’s 5-HT6 
antagonist intepirdine, announced Sept. 26 (see pages 12-13). Pre-
viously, Lundbeck Inc./Otsuka Pharmaceutical Co. Ltd.’s 5-HT6 
antagonist idalopirdine blew up in Phase III, and Pfizer Inc. has also 
seen two assets in the class disappoint.  (Also see “Can Axovant’s RVT-1 
Redeem 5HT6 Class After Lundbeck’s Idalopirdine Failure?” Scrip, 8 Feb, 
2017.) The failure of yet another treatment attempting to decrease 
the symptoms of Alzheimer’s drives home the need to modify the 
disease early, because it is so difficult to attack Alzheimer’s once the 
disease begins to progress.

WHAT NOW?
The push now is to get at the disease even before the prodromal 
stage. The “critical importance” of the timing of potentially disease-
modifying treatment – particularly amyloid beta treatment – during 
the “preclinical” stage, was a central theme of the Alzheimer’s Asso-
ciation International Congress (AAIC) this summer.

Preclinical Alzheimer’s disease is still being defined and clinical 
diagnostic criteria have not been developed yet in guidelines from 
by the Alzheimer’s Association, the National Institute on Aging and 
the National Institutes of Health. But experts from these groups rec-
ognize this stage of disease as marked by measurable changes in 
biomarkers (such as brain imaging and spinal fluid chemistry) that in-
dicate the very earliest signs of disease, years before outward symp-
toms are visible.

A focus on preclinical Alzheimer’s disease “would also only signifi-
cantly grow the already considerable market opportunity for poten-
tially disease-modifying, life-long drugs for this chronic condition,” 
Biomedtracker analyst Zara Fulton said in an August report about the 
AAIC meeting.

Some 5.5m people in the US today have Alzheimer’s disease and 
that figure could triple by the mid-century if we don’t produce other 
ways to stop or slow this, commented James Hendrix, director of 
global science initiatives and medical and scientific relations at the 
Alzheimer’s Association.
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Data from longitudinal studies, notably the Alzheimer’s Disease 
Neuroimaging Initiative (ADNI), show that the build-up of amy-
loid starts 10-20 years before symptoms start and the hypothesis 
now is that it will be easier to prevent disease than to slow de-
cline or cure a disease once it has progressed and the brain is full 
of toxic amyloid and tau proteins, wreaking havoc on the brain, 
Hendrix said.

“People are thinking about going earlier and earlier,” Hendrix said.
“Several forces are resulting in drug development in this area 

moving earlier and earlier,” Gary Romano, head of Alzheimer’s clini-
cal development at Janssen Pharmaceuticals Inc., confirmed in an 
interview.

It is now possible with high diagnostic precision to identify people 
who are in a very early disease stage, before they are symptomatic, 
using amyloid beta as a biomarker, measured with amyloid PET and 
amyloid CSF. This wasn’t possible in years’ past, the exec said.

People are coming around to a pathophysiological way of thinking 
about Alzheimer’s disease, Romano said – by the time people have 
mild dementia, they are really at the end stage of disease.

“If you look at other chronic diseases, for which we have effective 
therapeutics, we don’t wait until they are at the end stage to start 
treating them and try to reverse them, whether it be diabetes or vas-
cular disease or cancer. We know that we need to intervene early,” 
he said.

Michael Irizarry, vice president of early phase clinical development 
in neurosciences at Eli Lilly & Co., expressed similar views.

Primary prevention is an “active area of discussion for Lilly and 
across many other pharmaceutical companies,” the exec told Scrip.

STICKING WITH AMYLOID BETA
In the minds of people in the field, there is no question that 
someone has to have an abnormal amyloid beta biomarker to 
be labeled as having Alzheimer’s disease, but whether therapies 
targeted against beta amyloid can arrest the disease has been a 
matter of debate, commented Clifford Jack, professor of radiol-
ogy and the Alexander Family Professor of Alzheimer’s Disease 
Research at the Mayo Clinic.

The numerous trial failures over the years targeting amyloid beta 
have not dampened industry’s enthusiasm for the target. Instead of 
abandoning the target, sponsors have chalked up failures to the in-
clusion in trials of people who actually did not have Alzheimer’s, but 
rather another form of dementia, and also to targeting the disease 
after too much damage has been done.

Until the amyloid hypothesis has been tested in people proven 
to have Alzheimer’s and early enough where modulation would be 
expected to slow disease progression, it has not been adequately 
tested, Janssen’s Romano maintained.

The buildup of amyloid plaque in the brain correlates with disease 
severity and so the amyloid hypothesis has not been destroyed by 
the many failures, Biomedtracker’s Fulton told Scrip.

Researchers are more interested in tweaking the amyloid-cascade 
hypothesis rather than abandoning it, particularly because there are 
not a lot of other obvious pathways to target – the others are specu-
lative, she noted. “The majority of researchers don’t want to let it go. 
There is all this biological evidence there,” Fulton said.

Meanwhile, tau PET imaging is just starting to come into use and 

researchers are learning how to interpret the data. It’s still unclear 
how amyloid and tau interact and what their roles are, the Alzheim-
er’s Association’s Hendrix said. “Is tau the key component here? We 
don’t know.”

Two up-and-coming Alzheimer’s biomarkers are CSF levels of the 
synaptic proteins neurogranin and SNAP25, but research is still in 
very early stages, Fulton noted.

Genetic aspects of Alzheimer’s disease are also drawing a lot of 
research attention, made possible by wide availability of next-gen-
eration genome sequencing. Early onset familial Alzheimer’s disease 
(FAD) is linked to single gene mutations on chromosomes 21, 14 and 
1 and the build-up of amyloid plaques, while people with the apoli-
poprotein E (ApoE) gene on chromosome 19 are at increased risk for 
late onset Alzheimer’s disease.

SEARCH FOR ALZHEIMER’S ‘STATIN’
In an article in Nature on July 17, leading Alzheimer’s researchers Eric 
McDade and Randall Bateman, both of Washington University in St. 
Louis, shared a bold vision for the future of managing Alzheimer’s 
disease. Just as statins revolutionized treatment of cardiovascular dis-
ease, prolonging life by decades in people with inherited disorders 
predisposing them to extreme levels of cholesterol build-up, new 
treatments could be developed to prevent Alzheimer’s disease.

“The search for an Alzheimer’s ‘statin’ is an imperative next step 
thanks to recent advances in our understanding of Alzheimer’s pa-
thology and the establishment of a committed group of people 
who are keen to take part in clinical trials. All that remains is for 
pharmaceutical companies, along with public and private agen-
cies, to provide the necessary resources, including funding,” the 
authors stated.

Industry is already on board, though there are many challenges, in-
cluding finding people and convincing them to participate in a trial 
for a disease they feel they don’t have. And the drugs need to be very 
safe for a long period of time, and not have interactions with essential 
medicines, like statins, Alzheimer’s Association’s Hendrix pointed out.

But identifying people with very slight evidence of amyloid de-
posits presents a challenge for enrollment, Jack said. “The more re-
strictive you make the enrollment criteria for a clinical trial the more 
people you have to screen in order to get the required number into 
the trial. In this case, screening requires a test for amyloid beta,” the 
Mayo Clinic researcher noted.

Given the challenges, government may need to incentivize indus-
try to run prevention trials – states stand to benefit enormously in 
terms of Medicaid savings in treating this expensive disease – and 
companies should be targeting those at higher risk for Alzheimer’s, 
with a highly segmented development strategy, commented Roger 
Longman, CEO of the reimbursement intelligence company Real 
Endpoints.

“The big challenge for these studies are they often have to be large 
and very long duration for them to be feasible, some sort of enrich-
ment through biomarkers at higher risk of developing Alzheimer’s is 
being used,” Lilly’s Irizarry said.

One way of managing the challenge of a true prevention study 
is by bridging across studies. A study looking at amyloid accumu-
lation 10 years prior to the onset of symptoms could be bridged 
with studies looking at enriched populations closer to the onset of 
disease in order to develop an argument for primary prevention, 

CONTINUED FROM PAGE 14
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Irizarry explained. Execs said that there is a general interest in the 
field to work with groups that are designing trials for asymptom-
atic people, such as the Dominant Inherited Alzheimer Network Tri-
als Unit (DIAN-TU), an international research collaborative network 
based at Washington University.

The DIAN-TU-001 study is a Phase II/III prevention trial testing 
Roche’s gantenerumab, Lilly’s solanezumab and Johnson & John-
son’s BACE inhibitor JNJ-54861911 against placebo in 438 people 
with genetic mutations known to cause Alzheimer’s disease; the 
study includes people who are asymptomatic and who have mild 
cognitive impairment. The treatment period in the study will run 
to 208 weeks and the estimated primary completion date is Sep-
tember 2023.

Lilly is sponsoring the Phase III Anti-Amyloid Treatment in Asymp-
tomatic Alzheimer’s Disease (A4) Study of solanezumab vs. placebo 
in 1,150 people with evidence of amyloid beta in the brain at screen-
ing. That trial includes a treatment period of 240 weeks and ends in 
in July 2022. The primary endpoint is change from baseline in the 
Alzheimer’s Disease Cooperative Study-Preclinical Alzheimer Cogni-
tive Composite (ADCS-PACC) score, a newer endpoint.

J&J is sponsoring the Phase II/III EARLY (CR107373) study of its 
BACE inhibitor, JNJ-54861911. Biomedtracker’s Fulton noted that 
J&J’s study is innovative in its design in a number of respects. For 
example, the inclusion criteria specify that patients have a clinical 
dementia rating (CDR) score of zero and evidence of brain beta 
amyloid pathology, as measured by low CSF amyloid beta levels 
(1-42) or a positive amyloid PET at screening. The primary endpoint 
is change from baseline in the ADCS-PACC score after 54 months, a 
long treatment period. The primary completion date is 2022.

According to Biomedtracker, it’s unclear how sensitive ADCS-PACC 
will be over time, because it is a new endpoint, and it will be inter-
esting to monitor the study to see how this instrument works and 
whether the BACE inhibitor is actually getting into the brain and 
clearing amyloid.

One of the earliest studies to report out will be Takeda Phar-
maceutical Co. Ltd.’s TOMORROW study, which tests Actos (piogli-
tazone), a member of the thiazolidinedione class used to treat dia-
betes, vs. placebo for preventing the time to onset of mild cognitive 
impairment associated with Alzheimer’s disease in asymptomatic 
individuals at high risk based on genetic predisposition. The study 
involved a five-year treatment period and used a primary endpoint 
of time to mild cognitive impairment. It is due to report in July 2019.

Sponsors are just learning how to do those trials, figuring out how 
to enroll and how to measure disease in those folks, but “we think it’s 
doable,” Janssen’s Romano said.

WHO PICKS UP THE TAB?
The prospect of screening an asymptomatic population also pres-
ents reimbursement challenges. People are quite reticent to un-
dergo lumbar puncture because it is invasive, and amyloid PET 
costs about $7,000 per scan, though costs vary a bit depending 
on the center.

Available amyloid PET imaging agents include Lilly’s Amyvid, GE 
Healthcare’s Vizamyl and Piramal Imaging SA’s Neuraceq, but cov-
erage of testing has been an issue since approval. In 2013, the Cen-
ters for Medicare and Medicaid Services (CMS) published a Coverage 
with Evidence Development document that provides for reimburse-

ment of one scan per symptomatic patient enrolled in a study. There 
have been efforts to expand use beyond clinical trials.  (Also see “Lilly 
Amyvid Lawsuit: CMS Used Tougher Standard For Alzheimer’s Scan” 
Scrip, 27 Jan, 2015.)

However, the CED does not extend to the asymptomatic popu-
lation and the diagnosis needs to be made by dementia special-
ists, whereas the asymptomatic patients are typically seen in pri-
mary care, AnnCatherine Downing and colleagues at Lilly noted 
in an article in the Journal of Prevention of Alzheimer’s Disease in 
December 2015.

“The availability of new AD treatments that improve cognitive/clin-
ical outcomes compared to the current standard of care may further 
bolster the case for the diagnostic value of amyloid PET, particularly if 
proof of amyloid pathology is a requirement for entry into the studies 
leading to approval of such drugs. Nevertheless, the ongoing clinical 
trials are still relatively early in their course, so many of these deciding 
factors will not be apparent for several years,” the article states.

That creates a kind of chicken-and-egg quandary for sponsors.
“Screening a whole lot of people is expensive,” and whereas high 

cholesterol may be treated with a simple pill, the counterpart does 
not exist yet for Alzheimer’s disease – mass screening does not make 
sense at this time, Mayo’s Jack said.

What’s needed is evidence that screening can benefit people and 
cost-effective ways to predict those at higher risk, Longman com-
mented. CMS is footing the bill for PET scans of over 18,000 Medicare 
beneficiaries with mild cognitive impairment in the Imaging Demen-
tia – Evidence for Amyloid Scanning (IDEAS) study. Data from an in-
terim analysis of 3,979 showed that over two-thirds of participants 
in the study had a change in management as a result of an amyloid 
PET scan, which the Alzheimer’s Association’s Hendrix said was “over 
double what we expected.” The study, which is due to complete in 
mid-2019, is providing a lot of valuable information about the dis-
ease, he added.

Simplifying the testing approach for amyloid beta would be a big 
step forward in making preclinical Alzheimer’s disease screening and 
treatment feasible for the field.

There may be technologies in the future that could significantly 
lower the costs of recognizing early signs of the disease, Longman 
said. The cost of whole exome sequencing to identify mutations has 
already come down a lot, he noted.

At the 2017 AAIC, which was held in London, Washington Uni-
versity’s Bateman presented promising preliminary results for an 
amyloid blood test in a small study (n=41) funded by grants from the 
Alzheimer’s Association and the National Institutes of Health. Amy-
loid levels detected in blood reflect build-up in the brain, though the 
results are very preliminary

“There’s a lot of interest around [the blood test] and understand-
ing whether that approach can be validated” and also used initially 
to support clinical trials and more broadly to support diagnosis and 
patient care, Lilly’s Irizarry said.

Whether it is as good as established tests for amyloid beta remains 
to be seen, but “even if it is not quite as good and it can help as a first 
pass screen, it might be very useful,” Janssen’s Romano said.

“Some progress is being made. Hopefully, there will be some less 
expensive, less invasive amyloid biomarker tests sometime in the 
near future. We will see,” Romano said.  
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Intercept Makes No Changes To Ocaliva NASH Study 
Despite PBC Safety Issues
JOSEPH HAAS joseph.haas@informa.com

Attempting to stem a significant 
downturn in its share price, Inter-
cept Pharmaceuticals Inc. told an 

investor call on Sept. 25 that its Phase III RE-
GENERATE study of Ocaliva in non-alcoholic 
steatohepatitis will continue unaltered de-
spite recent safety concerns about the drug 
in its already approved indication of primary 
biliary cholangitis (PBC).

Over a two-day period last week, In-
tercept’s stock price decreased 38% from 
$98.59 to $61.59 as the US FDA issued a 
safety communication outlining 19 patient 
deaths and 11 serious liver injuries in pa-
tients receiving Ocaliva (obeticholic acid) 
for PBC.  (Also see “FDA Warning On Ocaliva 
Puts Intercept’s NASH Opportunity In Jeop-
ardy” Scrip, 22 Sep, 2017.) On the conference 
call, Intercept CEO Mark Pruzanski said the 
data monitoring safety board for the piv-
otal REGENERATE trial recommended that 
the study continue unchanged – appar-
ently providing some relief to investors, as 
the firm’s stock finished trading on Sept. 25 
down less than 1% to $61.23.

Pruzanski told the call that Intercept is 
working with the FDA on labeling chang-
es for Ocaliva, possibly to include a boxed 
warning, to stress the importance of proper 
dosing. Seven of the 19 reported deaths 
were determined to be related to signifi-
cantly higher dosing than recommended 
by the drug’s labeling for PBC patients with 
advanced disease. In the meantime, Inter-
cept is investigating whether serious liver 
injuries reported in five patients with less-
advanced PBC are drug-related.

The executive sought to assure ana-
lysts and investors that Ocaliva remains 
on track to produce interim Phase III data 
in NASH in early 2019, an important mile-
stone as Ocaliva is considered ahead of 

the pack of four drugs that have begun 
pivotal studies for the unmet medical 
need.  (Also see “Intercept’s Revised NASH 
Trial Improves Prospects” Pink Sheet, 13 Feb, 
2017.) Genfit SA, Gilead Sciences Inc. 
and Allergan PLC also are conducting 
Phase III studies in NASH, whose projected 
annual market could reach $30bn, accord-
ing to Morningstar research.

“We reiterate our previous guidance,” 
Pruzanski said. “We plan to initiate our 
NASH cirrhosis trial this half and details 
are forthcoming. In our flagship REGEN-
ERATE trial, we currently have more than 
1,300 patients enrolled, and we continue 
to guide the data from interim analysis in 
the first half of 2019.”

Asked how often the data safety moni-
toring board reviews the REGENERATE 
trial, he declined to offer much in the way 
of specifics. “As is true in any such clini-
cal trial, the DSMC has a regular meeting 
schedule, also meets as needed at and I 
can’t comment beyond that,” Pruzanski 
told the call. “In a trial like REGENERATE, 
and again this is true of any clinical trial, 
there are various stopping rules based on 
adverse events that emerge.”

Since adverse event reports began 
emerging related to Ocaliva, many analysts 
have stated that the risks of liver damage in 
sicker PBC patients were well understood 
and asserted that issues in that disease pre-
sented little or no read-through to devel-
opment in NASH. Some have pointed out, 
however, that many of the safety issues seen 
in PBC are related to over-dosing, and NASH 
uses higher dosing. The PBC label guides to 
a maximum of 10 mg twice-weekly for ad-
vanced PBC patients, while in REGENERATE 
Intercept is testing 10 mg and 25 mg daily 
doses of the drug.

Analyst Alethia Young of Credit Suisse not-
ed that PBC is a disease featuring impaired 
bile flow (cholestasis), which means high 
dosing of Ocaliva can result in increased 
liver enzymes, while most NASH patients are 
non-cholestatic. Saying that NASH and PBC 
are “different diseases fundamentally,” the an-
alyst said on Sept. 25 that “we think that any 
risk might be centralized around patients 
with cholestasis, which is a small group; we 
think that hepatic safety should be consid-
ered separately for the two diseases.”

Somewhat more concerned, however, 
was Joseph Schwartz of Leerink Partners. 
In his Sept. 25 note, he lowered the prob-
ability of regulatory success for Ocaliva in 
NASH, suggesting that the FDA might await 
final data from REGENERATE rather than 
considering approval based on interim data 
expected in early 2019. Such a decision by 
the FDA potentially could delay Ocaliva 
approval by several years, giving the three 
other candidates in Phase III (and possibly 
others) a chance to jump the line.  (Also see 
“Genfit Says Safety/Tolerability Will Give Elafi-
branor An Edge In NASH” Scrip, 15 Dec, 2016.)

Kelsey Tsai of Morningstar wrote on Sept. 
25 that Intercept currently is ahead of Gen-
fit by an estimated six months, while Gilead 
and Allergan are expected to struggle with 
enrolling their Phase III trials because of 
patient/clinician hesitancy to participate in 
studies requiring one or more liver biopsies.  
(Also see “Genfit’s Enrollment Delay In NASH 
May Aid Intercept’s First-To-Market Goal” 
Scrip, 25 Apr, 2017.) Apparently, Tsai does 
not expect the PBC safety issues to dimin-
ish Intercept’s clinical development lead, as 
he wrote “we do not believe there is enough 
evidence to justify a read-through of Oca-
liva’s PBC issues to the NASH program.”  
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GSK Spin-Off Launches KaNDy To Tackle Key Symptoms 
Of Menopause
KEVIN GROGAN kevin.grogan@informa.com

KaNDy Therapeutics has been 
launched by GlaxoSmithKline PLC 
spin-off NeRRe Therapeutics Ltd. 

to maximize a potential breakthrough 
medicine that could provide a more ef-
fective alternative to hormone replace-
ment therapy (HRT) for post-menopausal 
vasomotor symptoms. 

NeRRe was founded in 2013, stocked with 
GSK’s portfolio of neurokinin (NK)-1 recep-
tor antagonists, and two candidates have 
emerged in early-stage trials. They are orvepi-
tant, an investigational treatment for chronic 
refractory cough, and NT-814, which has 
shown potential as a non-hormonal treat-
ment of post-menopausal vasomotor symp-
toms (PMVMS).

The potential of the latter is such that 
NeRRe has decided to spin off NT-814 and 
set up KaNDy as a separate legal entity to 
explore its effectiveness in a wide range of 
chronic debilitating women’s health condi-
tions. NeRRe chief executive Mary Kerr, who 
is also KaNDy’s managing director, told Scrip 
that the move made commercial sense as it 
became clear that in order to optimize fu-
ture financing and partnering, “it would be 
best if we separate them out and clearly put 
the focus on woman’s health with NT-814.”

The new entity, which like NeRRe will be 
based at the Stevenage Bioscience Catalyst 
in the UK, has the backing of some high-
profile investors – Advent Life Sciences, 
Fountain Healthcare Partners, Forbion Capi-
tal Partners and OrbiMed Advisors – who 
were all involved (along with long-time 
backer Novo A/S) in an oversubscribed Se-
ries B financing round for NeRRe in January 
which raised £23m. “There is a lot of liquid-
ity on the table,” said Kerr and the investors 
are committed to taking NT-814 to the next 
stage of development – Phase IIb trials will 
begin next year and while KaNDy may raise 
funds separately from NeRRe there are no 
indications as to when that may be.

In trials to date, NT-814 has demonstrated 
its potential to reduce the frequency and se-
verity of hot flashes, which affect up to 75% of 
peri-menopausal women, but what particu-
larly excites Kerr about the first-in-class, once-

daily, dual mechanism neurokinin-1,3 recep-
tor antagonist is its effect on the debilitating 
symptom of sleep disturbance. “The effect is 
rapid, it’s like turning a switch on and this is 
what makes NT-814 really breakthrough.”

‘A PIPELINE IN ONE PRODUCT’
She notes that most women on HRT experi-
ence sleep problems for a year, so the speedy 
responses seen with NT-814 are striking. “We 
think it is groundbreaking, there is nothing 
like this out there,” Kerr told Scrip, claiming 
that the drug is “a pipeline in one product, 
there are so many indications it could work 
for in women’s health if it is proven and deliv-
ers on its promise.” 

Setting up KaNDy around NT-814 makes 
sense, Kerr adds, “because when you have an 
asset as promising as this one, it requires sole 
and complete attention.” As for the future, 
“we have ongoing discussions with strategic 

trade partners and when the data is available, 
we expect quite a reaction; investors will 
come piling back into women’s health.”

There will be a lot of excitement for a 
once-a-day alternative to HRT which can 
improve symptoms without the issues 
surrounding the latter by virtue of its dual 
mechanism, Kerr stated, saying that NT-814 
represents the biggest advance in women’s 
health in over two decades.

There are other drugs being investigated 
on the non-hormonal route for hot flashes 
however, notably Astellas Pharma Inc.’s 
fezolinetant, which is in Phase II studies. The 
Japanese company got hold of the tachykinin 
NK3 receptor antagonist through its recent 
acquisition of Belgian biotech Ogeda SA.

NEW CHAIR FOR NERRE
As for NeRRe, it has appointed industry vet-
eran Andrew Kay as chair, taking over from 
Kaasim Mahmood of Advent, who remains 
on the board.

Mr Kay is best-known for being chief ex-
ecutive at Algeta ASA, which was sold to 
Bayer AG for $2.9bn in 2014. He has also 
worked at Novartis AG, AstraZeneca PLC 
and Eli Lilly & Co. and other current roles in-
clude chairman of Blueberry Therapeutics 
Ltd. and Wilson Therapeutics AB - he has 
also been appointed as an adviser to KaNDy.

Kerr said Kay “will bring tremendous value 
to the company as we advance orvepitant 
towards late-stage clinical development 
and commercialization.” She told Scrip that “I 
wanted a chairman of Andrew’s profile and 
skill set. He has headed up an initial public 
offering (IPO), he has delivered an exit and 
he has trodden a path that we may tread if 
the data on orvepitant is good next year.”  
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Bristol’s Opdivo Diversifies Options 
In Liver Cancer
EMILY HAYES emily.hayes@informa.com

The US FDA’s accelerated approval 
of Bristol-Myers Squibb Co.’s PD-1 
inhibitor Opdivo for second-line he-

patocellular carcinoma paves a path for 
checkpoint immunotherapies in yet an-
other traditionally underserved tumor type.

The FDA announced the new approval 
of Opdivo on Sept. 22 for use after Bayer 
AG’s oral, kinase inhibitor mainstay Nexa-
var (sorafenib) for all comers with HCC, 
including secondary metastases and re-
gardless of PD-L1 expression.

The same day, the agency also an-
nounced accelerated approval for Merck 
& Co. Inc.’s competing PD-1 inhibitor Key-
truda (pembrolizumab) for a new indication 
in gastric cancer.

Opdivo previously was approved for mul-
tiple indications in various lines of therapy – 
metastatic melanoma, renal cell carcinoma, 
classical Hodgkin lymphoma, non-small cell 
lung cancer and squamous cell carcinoma 
of the head and neck. In addition to secur-
ing approval in new tumor types, Bristol is 
also positioning the drug for earlier use – ad-
juvant and front-line therapy – in approved 
indications, including melanoma and renal 
cell carcinoma.

HCC tends to be diagnosed in late stages 
– typically too late for surgery – and Bristol 
notes that death rates have doubled since 
the mid-1980s.

Bristol noted in its statement about the 
HCC approval that Opdivo is “the first and 
only immuno-oncology agent to receive 
this FDA approval.”

Merck is also pursuing an indication for 
Keytruda in HCC. Two Phase III studies of 
second-line hepatocellular carcinoma are 
ongoing – KEYNOTE-240 and KEYNOTE-394.

AstraZeneca PLC PD-L1 inhibitor Imfinzi 
(durvalumab) is in Phase II and Roche’s Te-
centriq (atezolizumab), also a PD-L1 inhibi-
tor, is in Phase I for this indication.

Bristol’s Phase III CheckMate 459 study 
testing Opdivo vs. Sutent in first-line HCC is 
ongoing, with a primary completion date of 
October 2018.

Bristol’s latest successful filing was sup-
ported by open label Phase I/II data from 

the CheckMate 040 study, which evalu-
ated Opdivo based on response rate and 
durability of response in 154 patients with 
advanced hepatocellular carcinoma. The re-
sponse rate in this study was 14.3%, includ-
ing a 1.9% complete response rate.

“Among responders (n=22), responses 
ranged from 3.2 to 38.2+ months; 91% of 
those patients had responses of six months 
or longer and 55% had responses of 12 
months or longer,” Bristol noted.

On the safety front, Opdivo labeling notes 
that trial participants had levels of alanine 
transaminase and aspartate transaminase 
(liver enzymes) no more than five times the 
upper limit of normal and total bilirubin of 
less than 3 mg/dL. The median duration of 
exposure was six months.

“The toxicity profile observed in patients 
with advanced HCC was generally similar to 
that observed in patients with other cancers, 
with the exception of a higher incidence of 
elevations in transaminases and bilirubin 
levels. Treatment with Opdivo resulted in 
treatment-emergent Grade 3 or 4 AST in 27 
(18%) patients, Grade 3 or 4 ALT in 16 (11%) 
patients, and Grade 3 or 4 bilirubin in 11 (7%) 
patients. Immune-mediated hepatitis requir-
ing systemic corticosteroids occurred in 8 
(5%) patients,” the FDA labeling states.

Bayer’s Nexavar has been the main treat-
ment for patients with unresectable hepa-
tocellular carcinoma. The company’s newer 
oral kinase inhibitor Stivarga (regorafenib) 
received FDA approval in April for HCC pre-
viously treated with sorafenib. Bayer has 
stressed the value of Stivarga as the only 
drug shown to improve overall survival as a 
treatment after sorafenib.

Stivarga’s labeling, however, includes a 
boxed warning for fatal hepatotoxicity that 
advises monitoring of liver function prior to 
and during treatment.

The HCC market may be set for further 
change soon. A supplemental filing for Eisai 
Co. Ltd.’s oral, multiple receptor tyrosine ki-
nase inhibitor Lenvima (lenvatinib) is under 
FDA review for first-line HCC, with a user fee 
date of May 25, 2018.  
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Evotec Invests 
€15m In AI-driven 
Exscientia
Evotec AG has made a €15m invest-
ment in artificial intelligence-driven 
drug discovery company, Exscientia 
Ltd. – becoming its first strategic 
shareholder. 

The two companies are not stran-
gers and this buy in builds upon their 
existing drug discovery partnership in 
immuno-oncology.

Evotec’s CEO Werner Lanthaler told 
Scrip that the ongoing partnership will 
continue, with oncology remaining 
the initial focus. “We will expand our 
current initiative especially in oncology 
first, but that does not mean the tech-
nology can’t be used anywhere else,” 
Lanthaler said. He explained that there 
are many novel targets in oncology that 
could present treatments and using 
AI as a prediction tool will enable the 
identification of the right one.

This move will also enable Evotec to 
offer these AI capabilities to its part-
ners, giving them a “competitive advan-
tage.” Lanthaler added that “the €15m 
is a strong signal” that it has found 
Exscientia to be a “very ideal partner,” 
however Evotec is open to working with 
other AI companies.

Under its ongoing partnership, the 
companies identified a novel selective 
A2AR antagonist in April 2017, which 
is currently being explored for candi-
date selection. Exscientia’s CEO An-
drew Hopkins said, “We also continue 
to have good progress designing high 
quality small molecules to the novel 
target CD73.”

Earlier this year Hopkins told Scrip 
that the company’s technology will 
allow for much faster drug develop-
ment. “What we’ve done is develop 
a form of artificial intelligence that 
is able to design molecules. Apply-
ing our approach to client discovery 
projects has already delivered can-
didate-quality molecules in roughly 
one-quarter of the time, and at 
one-quarter of the cost of traditional 
approaches,” he explained.  

lubna.ahmed@informa.com, 29 Sept 2017

scripintelligence.com
mailto:emily.hayes@informa.com
mailto:lubna.ahmed@informa.com


22   |   Scrip   |   6 October 2017 © Informa UK Ltd 2017

P I P E L I N E  WAT C H

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
Visit scrip.pharmamedtechbi.com  

for the entire pipeline with  
added commentary.

Selected clinical trial developments for the week 22–28 September 2017

LEAD COMPANY/PARTNER COMPOUND INDICATION COMMENTS

Phase III Suspended

Axovant Sciences Ltd. intepirdine
Alzheimer’s disease,  
mild to moderate

MINDSET; missed co-primary efficacy endpoints, 
study in dementia with Lewy bodies continues.

Phase III Results Published

Pfizer Inc. dacomitinib non-small cell lung cancer
ARCHER 1050; in The Lancet Oncology,  
Sept. 25, 2017.

Roche Rituxan (rituximab) mantle cell lymphoma NEJM online, Sept. 28, 2017.

Updated Phase III Results

Acer Therapeutics Inc. Edsivo (celiprolol)
vascular Ehlers-Danlos 
syndrome

NDA filing planned for next year.

Pacira Pharmaceuticals Inc.
Exparel (bupivacaine) 
liposomes

pain following shoulder 
surgery

Regional nerve block achieved.

Phase III Interim/Top-line Results

Daiichi Sankyo Co. Ltd./Exelixis Inc.
esaxerenone (a mineralocor-
ticoid receptor blocker)

hypertension ESAX-HTN; positive results.

Shionogi & Co. Ltd. lusutrombopag (S-888711)
thrombocytopenia in 
chronic liver disease

L-PLUS2; met primary and secondary endpoints.

Sinovac Biotech Ltd. varicella vaccine chickenpox prophylaxis Efficacy rate over 87%, intro on track for end 2019.

AstraZeneca PLC
Bevespi Aerosphere  
(glycopyrronium/formoterol 
fumarate) inhaler

chronic obstructive  
pulmonary disease

PINNACLE 4; positive results, supports filing in 
Japan and China.

Phase III Initiated

Daiichi Sankyo Co. Ltd./Exelixis Inc. esaxerenone diabetic nephropathy ESAX-DN; in 400 patients in Japan.

Fortress Biotech Inc. tramadol, iv post-operative pain Following bunion surgery.

Medicago Inc./Mitsubishi Tanabe 
Pharma Corp.

H1N1 VLP vaccine,  
quadrivalent

seasonal influenza A plant-based vaccine.

Savara Inc.
AeroVanc inhaler  
(vancomycin)

MRSA AVAIL; in cystic fibrosis patients.

Athenex Inc. KX01 ointment actinic keratosis A Src kinase inhibitor.

Sanofi/Lexicon  
Pharmaceuticals Inc.

sotagliflozin diabetes, type 2
SOTA-INS; in patients uncontrolled on basal 
insulin.

Tricida Inc. TRC101
metabolic acidosis  
associated with chronic 
kidney disease

A placebo controlled study.

Phase III Announced

GenSight Biologics SA GS010 (gene therapy)
Leber’s hereditary optic 
neuropathy

REFLECT; bilateral intravitreal injection.

Merck & Co. Inc.
relebactam/imipenem/ 
cilastatin

intra-abdominal infections In Japanese patients.

Enlivex therapeutics Allocetra (cell therapy) graft vs. host disease After stem cell transplants.

KemPharm Inc. KP415
attention deficit  
hyperactivity disorder

In children.

Osmotica Pharmaceutical Corp. arbaclofen spasticity In multiple sclerosis.

Source: Biomedtracker
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Galderma Cuts Topical Derma R&D In Favor Of  
Systemic Treatments
ELEANOR MALONE eleanor.malone@informa.com

Galderma Laboratories Inc. is to 
close down its dermatology R&D 
center in Sophia Antipolis in France, 

in response to the emergence of new tech-
nologies that are changing the way atopic 
dermatitis is being treated. However, the 
move does not mark a departure from pre-
scription dermatology, but a reorientation 
towards biologics and systemic therapy, the 
company said. 

As a number of new biologic and sys-
temic therapies from companies including 
Sanofi and Leo Pharma AS for conditions 
like atopic dermatitis reach the market, 
Galderma expects a “significant decrease” 
in the number of projects focused on the 
topical treatments that are studied at the 
French site. The company said it would 
open a new center of excellence focused 
on biologics and systemic therapies, and 
expected around 100 employees out of the 
550 employed in Sophia Antipolis to be of-
fered opportunities there. However, details 

of the new center have yet to be decided. 
A spokesperson told Scrip that Galderma, 
a Nestlé group company, would “consider 
every option to maintain the activity in 
topical expertise” over the next 12 months, 
including the possibility of transferring the 
activities to a new owner. In the meantime it 
will open a voluntary departure plan “which 
could interest 300 employees.” 

Ceasing topical product R&D is part of a 
wider “global transformation plan” for Gal-
derma and Nestlé Skin Health; the company 
already announced at the end of August 
plans to close of a factory in Egerkingen, 
Switzerland, citing under-use of its assets. As 
well as competition from new therapeutic 
innovations, Galderma’s topical treatments 
are under pressure from generics. 

Although Galderma’s current portfolio 
is dominated by topical prescription prod-
ucts, it has licensed a biologic from Roche’s 
Chugai Pharmaceutical Co. Ltd for develop-
ment outside Japan and Taiwan. The anti-in-

terleukin-31 receptor monoclonal antibody 
nemolizumab is in Phase IIb studies in mod-
erate to severe atopic dermatitis, the first pa-
tient having been enrolled in July 2017. 

While topical treatments including corti-
costeroids have dominated the treatment 
landscape for atopic dermatitis/eczema for 
years, many patients are not adequately 
treated. Sanofi’s injectable Dupixent (du-
pilumab), an inhibitor of interleukin 4 and 
interleukin 13, was approved in the US in 
March and has just been approved in the EU 
after being awarded a positive opinion for 
moderate to severe atopic dermatitis in July 
2017. Systemic oral options are also under 
development, with Lilly and Incyte develop-
ing the JAK 1/2 inhibitor baricitinib also for 
moderate to severe atopic dermatitis, and 
AbbVie developing another JAK inhibitor, 
upadacitinib. 

Galderma said it would increase invest-
ment in biological R&D.  

Published online 25 September 2017

Eli Lilly & Co. has promoted Josh Smiley 
to senior vice president and chief financial 
officer (CFO); he will also become a mem-
ber of Lilly’s executive committee. Derica 
Rice, Lilly’s current CFO, will retire at the 
end of the year. Myles O’Neill has been 
promoted to senior vice president and 
president of manufacturing operations 
and will join Lilly’s executive committee. 
Aarti Shah, senior vice president and chief 
information officer, has been appointed 
executive officer and will join Lilly’s ex-
ecutive committee. These appointments 
will be effective Jan. 1, 2018. Dan Skov-
ronsky has been promoted to senior vice 
president for science and technology and 
president of Lilly Research Labs and will 
also become a member of Lilly’s executive 
committee – effective June 1, 2018. Maria 
Crowe, Lilly’s president of manufacturing 
operations, and Jan Lundberg, executive 
vice president for science and technology 
and president of Lilly Research Labs, will 
both retire from the company.

The International Society for Cellular 
Therapy (ISCT) has named Queenie Jang 
CEO. Jang has been an external consult-
ant for ISCT since 2011 and was later ap-
pointed external association management 
executive consultant.

Kiadis Pharma Netherlands BV, a com-
pany focused on blood cancer and inherit-
ed blood disorders, has appointed Andrew 
Sandler chief medical officer – effective 
Oct. 1, 2017. Sandler, who has previously 
been a senior medical executive in various 
oncology companies, will be a member of 
the executive management team. Most re-
cently he was senior vice president, medi-
cal affairs at Medivation Inc.

Pliant Therapeutics Inc., a company fo-
cused on fibrotic diseases, has named Kat-
erina Leftheris vice president of chemistry. 
John Curnutte has also been appointed to 
Pliant’s board of directors. Leftheris has over 
20 years’ experience and joins Pliant from 

Celgene Corp., where she was site-head of 
discovery chemistry. Curnutte is the execu-
tive vice president of research and develop-
ment at Portola Pharmaceuticals Inc.

Vince Ippolito has joined Dermavant Sci-
ences Ltd. as president and chief operat-
ing officer. Most recently, Ippolito was chief 
commercial officer and executive vice pres-
ident of Anacor Pharmaceuticals Inc. Before 
joining Anacor, he was executive vice presi-
dent at Medicis Pharmaceutical Corp.

Henrijette Richter has been appointed 
Sofinnova Partners’ managing partner. 
Richter has 14 years of experience in ven-
ture capital and joined Sofinnova Partners 
in 2014, following seven years at Novo Hold-
ings A/S, where she co-founded Novo Seeds.

NeuroVia Inc. has named the former CEO 
of Amylin Pharmaceuticals Daniel Brad-
bury chair of NeuroVia’s board of directors. 
Edward Kaye has also joined the board.

D E R M ATO L O G Y 

A P P O I N T M E N T S
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