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Novo Nordisk’s Oral Rybelsus Priced 
On Par With Injectable GLP-1s
JESSICA MERRILL jessica.merrill@informa.com

Novo Nordisk AS will price the first 
oral glucagon-like peptide-1 ago-
nist Rybelsus (semaglutide) in the 

US at a similar list price to the injectable 
version, marketed by Novo as Ozempic 
since 2017. However, Novo may have to 
offer significant discounts to gain traction 
with payers. 

Both the 7mg and 14mg doses of the 
new once-daily oral pill will launch at 
a wholesale acquisition cost (WAC) of 
$772.43 for a 30-day supply, the company 
confirmed on 23 September. Oral sema-
glutide received approval by the US Food 
& Drug Administration on 20 September.  
(Also see “Novo Anticipates Q4 Soft Launch 
For Closely Watched Oral GLP-1 Agent Ry-
belsus In The US” - Scrip, 20 Sep, 2019.)

The list price for Rybelsus is the same as 
for once-weekly Ozempic, but Ozempic 
is priced for a 28-day supply, so that the 
WAC cost per day turns out to be slightly 
lower for Rybelsus versus Ozempic.

“The price is equal in terms of com-
parison with other GLP-1s in the market 
vis-à-vis list price,” chief financial officer 
Karsten Knudsen said in a 23 Septem-
ber call with investors to outline the 
launch plan. 

Management declined to comment on 
what level of rebate the company might 
need to offer to secure strong formulary 
placement from payers, but Novo Nordisk 
might have to offer steep rebates to secure 
market access for the newer drug, given 
that oral diabetes drugs typically cost less 

than injectables and payers are gener-
ally reluctant to pay for convenience. The 
company said it is only beginning nego-
tiations with payers and expects Rybelsus 
will be available in the fourth quarter.

The market for GLP-1 agonists is com-
petitive and also includes Novo’s Victoza 
(liraglutide), AstraZeneca PLC’s Byetta 
(exenatide) and Bydureon (exenatide ex-
tended release), and Eli Lilly & Co.’s Trulic-
ity (dulaglutide). 

But Novo Nordisk is hoping Rybelsus 
can also pick up some share from orally 
administered sodium glucose co-trans-
porter-2 (SGLT-2) inhibitors. Those drugs 
typically carry a list price under $500 
per month. Lilly/Boehringer Ingelheim 
International GmbH’s Jardiance (empa-
gliflozin), for example, sells at a list price of 
$492.95 for a monthly supply, according 
to the brand site. 

Jefferies analyst Peter Welford predicted 
Novo might offer steep rebates for Rybel-
sus to secure strong market access. “Given 
aspirations to position Rybelsus early in 
the type 2 diabetes treatment paradigm 
for metformin failures, we assume Novo 
will be willing to accept wider discounts/
rebates for this oral drug compared to in-
jectable Ozempic,” he said in a 23 Septem-
ber research note. 

Deutsche Bank analyst Richard Parkes 
agreed. “We continue to believe that the 
pricing of GLP-1s, which is two to three 
times that of oral alternatives, risks limit-
ing Novo’s ability to fully capitalize on the 
clear volume expansion opportunity,” he 
said in a same-day note. “In addition, it 
remains possible that payers will be re-
luctant to provide broad access to an oral 
GLP-1 without meaningful rebates versus 
injectable GLP-1s that naturally address a 
more limited patient population due to re-
luctance to inject.” 
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The promise of increased sales volumes and the 
threat of missing out on the chance to supply drugs 
to huge numbers of patients has led to extraordinar-
ily fierce bidding in the latest Chinese drug procure-
ment round. The new round of centralized bidding 
significantly expanded last year’s pilot “4+7” scheme 
that targeted 11 major cities. Companies both do-
mestic and multinational have now undercut each 
other sharply to secure a share of large markets for 
25 mostly generic drugs. Read about the results of the 
bidding, which were announced last week, on p5. For 
more insights into the scope of China’s bulk-buying 
scheme, see https://bit.ly/2osFpKt. 

While the new system has sent prices tumbling, for 
the winners there is protected access to huge markets. 
Furthermore, the flip-side to the procurement reform 

is China’s drug approval reform, which will be of major 
benefit to R&D-focused pharma with innovative treat-
ments to introduce. 

Elsewhere in this week’s issue, catch up on Emma 
Walmsley’s latest pronouncements about GSK’s re-
newed oncology focus (p6-7), and find out about the 
first cancer drug to be approved in Europe for use based 
on a biomarker rather than a tumor location (p7). The 
approval hurdle is not the final obstacle for the tumor-
agnostic medicine, since routine testing of cancer pa-
tients for the gene fusion in question is not established 
and rolling such testing out across the different parts of 
Europe is no small challenge.

We also bring you the first part of our coverage from 
the European Society for Medical Oncology conference 
in Barcelona (p18-21), and plenty more besides.
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Finance Watch: Deerfield Invests $635m In 
New York Start-Ups, Pledges $2bn Globally 
By 2030 
MANDY JACKSON mandy.jackson@informausa.com

Frequent biopharmaceutical company backer Deerfield 
Management Co. LP is investing $635m in a New York City 
life science campus with $540m in financing from Black-
stone Real Estate and others to buy and renovate a build-
ing at 345 Park Ave. South with 300,000 square feet of of-
fice and lab space that will be made available at affordable 
rates to early-stage companies emerging from academic, 
government, industry and nonprofit groups. 

The New York facility is expected to open in early 2021 
and may go a long way to meeting Deerfield’s goal – also 
announced on 26 September – of investing more than 
$2bn by 2030 in companies that are developing new drugs 
and other treatments for a variety of diseases. The remod-
eled building will house both start-ups and growth-stage 
life science and digital health companies that will create 
up to 1,400 new jobs in New York City. 

Deerfield has committed up to $30m in partnership with 
the New York City Economic Development Corp. (NYEDC) 
to provide programming focused on workforce develop-
ment, diversity and inclusion. Deerfield will increase its 
investments in the firm’s existing LifeSci NYC Fellows and 
Break Into the Boardroom programs along with its newly 
created Women In Science initiative that trains women 
who want to commercialize their medical discoveries and 
create new companies.

Published online 29 September 2019
To read the rest of this story go to: https://bit.ly/2ocgsmo
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Parkes’ financial forecast presumes a 
25% lower price after rebating for Rybel-
sus versus injectable GLP-1s. 

The introduction of Rybelsus, the first 
oral GLP-1 agonist to reach the market, is 
a big milestone for Novo Nordisk and the 
type 2 diabetes treatment market. The 
first GLP-1 was approved in 2005 and the 
drugs have moved steadily up in the type 
2 diabetes treatment paradigm. Rybelsus 
is not recommended as a first-line therapy 
for patients who are uncontrolled on diet 
and exercise, however. 

The availability of an oral option could 
accelerate that expansion ahead of in-
jectable drugs and put Rybelsus in a 
stronger position to compete against 
oral SGLT-2s. 

Novo Nordisk hopes to pick up mar-
ket share in the category by position-
ing Rybelsus as the preferred oral 
therapy, but it is in the challenging 
position of also cannibalizing its own 
products, particularly once-weekly 
Ozempic and to a lesser extent once-

daily Victoza. The launch of Ozempic 
has been strong, with the product 
generating second quarter revenues of 
DKK2.33bn ($349m).  (Also see “Novo’s 
Ozempic Soars As Focus Shifts To Oral 
Semaglutide” - Scrip, 9 Aug, 2019.)

Knudsen outlined the competitive 
position to investors during the confer-
ence call. “Remember that 70% of diabe-
tes prescriptions in the US marketplace 
today are for orals,” he said. “So, our 
commercial positioning is focused on 
positioning Rybelsus as the preferred 
oral antidiabetic medicine and hence, 
the impact on Ozempic will of course be 
there to some extent, but I think that the 
market segment enables plenty of space 
for Rybelsus.” 

The pharmacy benefit manager Opt-
umRx, in its recent third quarter preview 
report, similarly noted the potential for 
Rybelsus’ convenience advantage to 
have broad market appeal. However, it 
noted that pricing at a similar point as 
the other GLP-1 agonists would mean 
that “the overall costs of treating dia-

betes could increase.”  (Also see “Rybel-
sus, Other Treatment Improvements For 
Chronic Disease Have OptumRx’s Atten-
tion” - Scrip, 20 Sep, 2019.)

Novo Nordisk said it is relying on a simi-
lar launch model for Rybelsus as the one it 
used for Ozempic, in which the company 
will wait for the product to reach an un-
disclosed market access threshold in the 
US before turning on the full promotional 
effort involving sales reps and other mar-
keting tools.

In terms of direct-to-consumer adver-
tising, Knudsen said to “expect DTC to be 
initiated when a solid market access has 
been obtained.” 

Jefferies’ Welford said the firm is bullish 
on the commercial outlook for Rybelsus, 
given the potential for it to change GLP-
1 prescribing habits, particularly among 
primary care physicians. The investment 
team forecasts Rybelsus peak sales of 
$7.2bn worldwide, which is above analyst 
consensus estimates.  

Published online 24 September 2019

Sandoz Recalls Antacid In Another Generics Firestorm 
JESSICA MERRILL jessica.merrill@informa.com

Novartis AG’s generic drug unit Sandoz has moved to recall 
generic versions of ranitidine hydrochloride in the US – the 
heartburn drug known by the brand name Zantac – due to 

contamination with a probable human carcinogen. Sandoz is the 
first to announce a recall in the US but more could follow as the 
generic drug industry once again finds itself facing a potentially 
widespread product contamination. 

The US and EU regulatory authorities launched an investigation 
into the safety of ranitidine after the online pharmacy Valisure LLC 
said it discovered dangerous levels of N-nitrosodimethylamine 
(NDMA) in brand and generic versions of Zantac. 

NDMA, also found in water and foods, is the same contaminant 
found earlier in valsartan and other angiotensin II receptor block-
ers (ARBs) that resulted in widespread recalls in 2018. The situa-
tion with valsartan arose from a major supplier’s active ingredient 
and resulted in widespread regulatory investigations and ques-
tions about why the impurities weren’t discovered earlier.

Sandoz’s decision to initiate a recall of ranitidine capsules in the 
US came after the company confirmed contamination with NDMA 
above levels established by the Food and Drug Administration. 
But Sandoz said it has not received any reports of adverse events 
related to the use of the product.

Quality control problems with the active ingredient supply has 
become one more issue for the generic drug industry to navigate 
in already challenging market conditions. The sector is already 

facing financial headwinds from US pricing pressure, opioid liabil-
ity litigation and challenging commercial dynamics for complex 
generics and biosimilars.

Novartis said ranitidine is not a major product for Sandoz in the 
US, but generic versions of Zantac are marketed by multiple man-
ufacturers. GlaxoSmithKline PLC’s predecessor Glaxo Welcome 
was the original developer of Zantac, but the company doesn’t 
sell the product in the US anymore. GSK does sell branded generic 
versions outside the US, however, and it said it is working with 
regulators in the markets where it sells Zantac to initiate a volun-
tary recall at the pharmacy/retail level of Zantac products manu-
factured using API sourced from Saraca Laboratories Limited and 
Dr. Reddy’s Limited. NDMA contamination of ranitidine in Europe 
has been linked by regulators to Indian active pharmaceutical in-
gredient manufacturer Saraca Laboratories. 

OTC versions of Zantac are also available in the US. Sanofi sells 
Zantac OTC 75- and 150-mg tablets in the US. The French phar-
ma’s consumer health products division said it would continue 
distributing the product in the US while Sanofi conducts tests to 
determine whether the levels of NDMA in the active ingredient 
are above safe levels. In the FDA’s original alert on 13 Septem-
ber, the agency said that while NDMA may cause harm in large 
amounts, the levels the agency is finding in ranitidine from pre-
liminary tests barely exceed the amounts that might be found in 
common foods.                         Published online 24 September 2019

CONTINUED FROM PAGE 1

mailto:jessica.merrill@informa.com


scrip.pharmaintelligence.informa.com October 4, 2019   |   Scrip   |   5

HEADLINE NEWS

Ready, Set, Lowest: Who Won China’s Latest Drug 
Bidding War?
BRIAN YANG brian.yang@informa.com

On the day of submission of bids 
under China’s expanded national 
drug procurement program, the 

eagerness to win was on full display.
24 September was the day bids had to be 

made under the so-called block procure-
ment system for 25 drug products in China. 
The day started early and ended nasty.

Even before the official opening of the 
bidding, which is being overseen by the 
Shanghai Medical Procurement Office, 
representatives from many drug firms 
were already waiting to enter with enve-
lopes in hand.

The latest procurement round marks an 
expansion of the previous “4+7” scheme 
and now covers 25 provinces with poten-
tially billions of dollars of sales at stake. 
Compared to 4+7, which covered 11 ma-
jor urban markets, the new block procure-
ment round centers on tier 2 and 3 cities. 

By volume, the 4+7 round accounted 
for 30-40% of China’s urban pharma 
markets, while the block procurement is 
expected to have a wider impact on the 
overall pharma market in China.

It seemed to be do or die for some par-
ticipants.

Even before the full day for bid submis-
sion ended and all the bids were collected, 
some observers had started predicting 
the results were going to be “ugly”. The ac-
tual results, announced on 25 September, 
seemed to validate their worst fears.

MANY PRICES LOWER THAN 4+7
The results, announced by the Shang-
hai Procurement Office on its website, 
showed that some winning bids had in-
volved price cuts going even deeper than 
those in the previous 4+7 round.

Some products saw cuts of up to 78% 
and seven out of the total of 25 prod-
ucts opened to bids this time saw prices 
slashed by over 60%.

Tantalized by the prospect of sheer vol-
ume and the allowance in this round of 
more than one winner, drug manufactur-
ers were fighting down to the last cent to 
win the process, noted “Dr. 2”, an industry 

observer, in a 25 September commentary. 
Multinationals also scored a bigger vic-
tory this time. Compared to the previous 
round, in which only two such firms – As-
traZeneca PLC and Bristol-Myers Squibb 
Co. – managed to win, this time saw more 
foreign companies come out as win-
ners. Novartis AG’s Sandoz International 
GMBH, Sanofi, AstraZeneca, BMS, Merck & 
Co. Inc. and Eli Lilly & Co. all scored wins.

Sandoz was among three makers to win 
for cholesterol drug atorvastatin 10mg 
with the company’s sub-packaging part-
ner Lek Pharma, which won with an offer 
of CNY0.23 ($0.03) per tablet, 71% below 
the 4+7 winning price of CNY0.78, from 
Jingxin Pharma.

Sanofi won the bid for antiplatelet 
agent Plavix (clopidogrel) 75mg tablets, 
the price of CNY2.54 per tablet being 21% 
below the 4+7 value of CNY3.18, won by 
Shenzhen Salubris Pharmaceuticals Co. 
Ltd. The Shenzhen generic maker lost this 
round even though it lowered its bid price 
by five cents.

Merck was among two companies to 
win the bid for Singulair (montelukast) for 
asthma, and the winning price matched 
the 4+7 winning bid by Shanghai Aibish-
eng Pharma.

Lilly won for lung cancer drug Alimta 
(pemetrexed) with a bid of CNY809, CNY1 
lower than in the 4+7 round winning bid, 
while the domestic winner for the drug, 
Sichuan Huiyu Pharma, won by cutting its 
own 4+7 winning bid by 1%.

SOME PREVIOUS WINNERS 
LOSE OUT
Several drug companies who had won the 
previous round lost out this time, indicat-
ing that a much fiercer price war took place.

Jialin Pharma, for one, had won the 
earlier 4+7 round with a price of CNY0.46 
for atorvastatin tablets, but this time 
the Beijing-based firm lost to Qilu Phar-
maceutical Co. Ltd. and Xinan Pharma, 
whose prices were CNY0.12 and CNY0.13 
respectively, a 78% cut from Jialin’s previ-
ous winning bid.

Like Jialin, previous winner Jingxin 
Pharma had hoped to score again for 
rosuvastatin by slashing its previous win-
ning bid by 46%, but even so still lost out 
this round.

The eventual winning bidders, Hisun 
BioRay Biopharmaceutical Co. Ltd., Lek 
Pharma and CP Tianqing, had bids that 
were a huge 74%, 71% and 62% below 
than Jingxin’s earlier winning levels in the 
4+7 program.

Shenzhen Salubris, which had a com-
petitor to Sanofi’s clopidogrel, was also 
dealt a blow, losing to both Sanofi itself 
and domestic firm Lepu Pharma, a subsid-
iary of Lepu Medical Technology (Beijing) 
Co. Ltd., which had earlier acquired a do-
mestic maker of clopidogrel, Henan Xins-
huaike Pharma.

“It’s highly likely that Shenzhen Salu-
bris didn’t expect Sanofi would cut prices 
this deep to win the bid,” suggested Dr. 2. 
“After all, this round is no longer 11 cities’ 
procurement scheme, it’s a nationwide 
procurement,” he added.

INDIAN PHARMA SCORES
This round, multinationals were seeming-
ly determined to score a win, out of fear of 
losing more ground to domestic competi-
tors, observers said.

The fact that some winning prices, such 
as for Sanofi’s Plavix and Lek Pharma’s ator-
vastatin, were even lower than those of do-
mestic generics, indicated such companies’ 
determination to retake some of the market 
lost during the last round of bidding.

Another notable winner was Indian 
firm Dr. Reddy’s Laboratories Ltd., which 
beat its rivals for the olanzapine 10mg 
bid, a first for the Indian industry, which 
recently has been actively seeking to en-
ter the Chinese generics market with a 
pricing advantage.

Dr. Reddy’s winning bid of CNY6.4 was 
34% below the previous winning price in 
4+7, which was won by domestic com-
pany Jiangsu Hansoh Pharmaceutical 
Group Co. Ltd.  

Published online 27 September 2019
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Walmsley: GSK Will Take Incremental Deal-Making 
Approach In Building Up Oncology
JOSEPH HAAS joseph.haas@informa.com

GlaxoSmithKline PLC’s $5.1bn ac-
quisition of  Tesaro Inc. sped up 
the company’s revamp of its can-

cer R&D engine, but deals of that size will 
be outliers for now, CEO Emma Walmsley 
indicated on 25 September. 

Speaking at the opening of a $120m 
biologics manufacturing and R&D facility 
outside Philadelphia, the exec said GSK 
needs to take some time to absorb the 
benefits Tesaro brought to its cancer port-
folio and do incremental, smaller deals to 
continue the oncology build-out.

GSK picked up Tesaro’s on-market PARP 
inhibitor Zejula (niraparib) as well as Phase 
II PD-1 inhibitor dostarlimab (TSR-042) for 
endometrial cancer in that transaction.  
(Also see “GSK Embraces PARP Promise 
With Tesaro Buy” - Scrip, 3 Dec, 2018.) Now, 
it is looking to move Zejula into earlier 
lines of ovarian cancer therapy, thanks to 
data from the Phase III PRIMA trial it plans 
to detail at the upcoming European Soci-
ety of Medical Oncology meeting in Bar-
celona, beginning on 27 September.

Walmsley noted that in a little over 12 
months, GSK has more than doubled the 
number of oncology candidates it has in 
clinical development from eight to 17, 
thanks partially to the Tesaro buyout and 
other, smaller deals. “When I came in, I said 
the number-one priority for our company 
was to strengthen the pipeline,” she said. 
“That’s why we’ve invested so significantly 
in R&D, our new leadership and a strategy 
from an innovation point-of-view which is 
all about the science of immunology, in-
cluding immuno-oncology, but it’s broad-
er than just oncology.”

Since her promotion to CEO in April 
2017, Walmsley has committed GSK to 
a returned emphasis on oncology – re-
versing course from predecessor Andrew 
Witty.  (Also see “From Witty To Walmsley 
– The Priorities For GSK’s New CEO” - Scrip, 
4 Apr, 2017.) Her strategy has included 
hiring R&D chief Hal Barron away from 
Google-backed Calico. More recently, the 
company appointed Merck KGaA execu-
tive Maya Martinez-Davis, who heads up 

Latin American business for EMD Serono, 
to succeed Jack Bailey as head of US phar-
maceuticals this coming January. (Also see 
“GSK’s New US Pharmaceuticals President 
Martinez-Davis Brings Oncology Experi-
ence” - Scrip, 12 Aug, 2019.)

Walmsley cautioned, however, that she 
realizes it can take a decade or more to 
truly transform a pipeline, even if GSK is 
off to a quick start. The new Upper Mer-
ion, PA, facility should help by co-locating 
R&D and manufacturing personnel and 
also by employing updated technologies 
intended to speed the pace of clinical de-
velopment and delivering novel therapies 
to patients, she said. Her ongoing goal is 
to continue adding new technologies to 
GSK’s capabilities, including those in cell 
and gene therapies, she added.

NEW SITE SHOULD ACCELERATE 
R&D PROCESSES
The new manufacturing site will employ 
single-use and disposable components, 
that will eliminate the need for complex 
retrofitting and sterilization work that 
can slow down the process of transferring 
work from one product to another, ex-
plained Kirk Brown, VP for biopharm and 
steriles manufacturing.

“We essentially assemble a disposable 
factory within a factory every time we run,” 

he told Scrip. “The facility is a complete 
mirror image of the R&D smaller-scale 
processes so it allows us to very rapidly 
bring new medicines through on a single 
platform technology that we use, which 
allows us to move [on] from transferring 
[the work] between facilities, which would 
take us a year or more previously. It allows 
us to shrink that time … by anywhere 
from 30%-50%. It gives us a speed advan-
tage, it gives us a co-location advantage 
and it actually brings on additional physi-
cal capacity to manufacture the medicines 
in this pipeline.”

The first product GSK will manufacture 
at the new site will be GSK3359609, an 
inducible T-cell co-stimulatory (ICOS) ago-
nist in Phase II in head-and-neck cancer. A 
trial readout for ‘609 also is slated for the 
upcoming ESMO conference.

Walmsley pointed out that GSK’s can-
cer R&D efforts also include homegrown 
assets, such as its anti-BCMA candidate 
belantamab mafodotin for multiple my-
eloma, an antibody-drug conjugate that 
includes a linking agent in-licensed from 
Seattle Genetics Inc.  (Also see “DREAMM-2 
Put GSK’s BCMA Drug In Pole Position In 
Multiple Myeloma “ - Scrip, 23 Aug, 2019.) 
BCMA is a highly fought-over target in 
oncology development, with AstraZeneca 
PLC also developing an ADC, while oth-

GSK CEO Emma Walmsley at the company’s 
new US manufacturing facility
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ers including Celgene Corp., Johnson & 
Johnson, Pfizer Inc., and Amgen Inc. are 
working in the space. But GSK is slightly 
ahead of AstraZeneca in the race to file for 
approval and the company also believes it 
may hold an edge in terms of utility and 
quick scale-up compared to many other 
BCMA candidates.  (Also see “J.P. Morgan 
Notebook Day 2: Biogen, GSK, Bluebird, 
Roche, Amgen, Biohaven, Lilly And FDA’s 
Gottlieb” - Scrip, 9 Jan, 2019.)

“Hopefully, we’ll get more positive news 
like we’ve gotten recently, but there will 
be things that don’t work out,” Walmsley 
said. “But fundamentally … oncology is 
an exceptionally competitive space but 
it’s also an area where there is tremendous 
unmet need.”

“Every minute, there are three Ameri-
cans diagnosed with cancer,” she added. 

“I’m just thrilled that GSK was an impor-
tant player in oncology, thank goodness 
we kept our R&D capability and I’m excit-
ed by the new talent we are hiring includ-
ing new leadership in the US.”

But don’t expect another large-scale 
M&A deal like the Tesaro transaction as 
GSK continues to advance its oncology 
objectives, the CEO said.

“We’ve also been doing structured 
deals like the one we did with German 
Merck around TGF beta, low initial out-
lays, heavily gated,” Walmsley noted. “I 
think you’ll see us continue to do some 
structured deals like that but we need to 
digest what we’ve already done and ex-
tract the value from that – we’ve already 
had some positive readouts and I want to 
make sure that we turn those effectively 
into drugs.” GSK paid €300m up front in 

February to partner with Merck KGaA 
on bintrafusp alfa (M7824), a Phase II IO 
candidate for biliary tract cancer that 
targets both PD-L1 and transforming 
growth factor beta.  (Also see “GSK Makes 
I-O Move With Merck KGaA Deal Worth Up 
To €3.7bn” - Scrip, 5 Feb, 2019.)

Right now, one of Walmsley’s priorities 
is ensuring that a major expenditure like 
Tesaro is considered by investors to be 
“money well-spent,” she added.

Walmsley also pointed to recently 
signed collaborations with 23andMe Inc. 
and the University of California. “Strategi-
cally, we will go after things that acceler-
ate the priorities of immunology and new 
technologies,” she said, “but you shouldn’t 
expect us in the very near-term to do 
some mega-layout.”  

Published online 25 September 2019

Bayer’s Vitrakvi Is EU’s First Tumor-Agnostic Treatment 
KEVIN GROGAN kevin.grogan@informa.com

In a landmark decision for precision 
medicine in Europe, Bayer AG’s Vitrakvi 
has become the first cancer therapy to 

be approved based on a biomarker rather 
than the location in the body where the 
tumor originated.

The European Commission has granted 
conditional marketing authorization to 
Vitrakvi (larotrectinib) for the treatment of 
both adults and children with solid tumors 
that have a neurotrophic receptor tyrosine 
kinase (NTRK) gene fusion. Specifically, the 
tumor-agnostic therapy is for patients who 
have a disease that is locally advanced, 
metastatic or where surgical resection is 
likely to result in severe morbidity, and who 
have no satisfactory treatment options.

The approval was expected, given 
that Vitrakvi got a positive opinion from 
the European Medicines Agency’s drug 
evaluation committee, the CHMP, after 
its monthly meeting in July. It is based 
on pooled clinical trial data of 102 pa-
tients which showed an overall response 
rate of 72% and a favorable safety profile, 
with the majority of adverse events being 
grade 1 or 2.  (Also see “More Good News 
For Bayer’s Larotrectinib Ahead Of FDA Ver-
dict” - Scrip, 23 Oct, 2018.)

The green light comes ten months 
after the US Food and Drug Administra-

tion granted accelerated approval for Vi-
trakvi, which was licensed from Loxo On-
cology Inc. in 2017. Eli Lilly & Co. bought 
Loxo in January this year for $8bn but 
Bayer secured the full rights to Vitrakvi 
and BAY 2731954, a follow-on NTRK in-
hibitor being evaluated in a Phase I/II 
trial in patients who have acquired resis-
tance to larotrectinib.

The European approval was welcomed 
by Julia Chisholm of The Royal Marsden 
Hospital in London who is principal in-
vestigator for the ongoing SCOUT study 
to test Vitrakvi for the treatment of tu-
mors with NTRK-fusion specifically in 
children. She said the drug “can deliver 
clinically meaningful responses in pa-
tients with cancers which otherwise 
remain challenging to treat. We are de-
lighted that clinicians managing such 
patients will now have a medicine li-
censed to specifically treat tumours with 
an NTRK gene fusion.”

The oral treatment has been investi-
gated across 29 different histologies of 
solid tumors, Bayer noted, including lung, 
thyroid, melanoma, gastrointestinal stro-
mal tumors, colon, soft tissue sarcomas, 
salivary gland and infantile fibrosarcoma. 
Vitrakvi has also shown efficacy in primary 
CNS tumors, as well as in patients with 
brain metastases.

Securing EU approval puts Bayer ahead 
of Roche’s rival TRK inhibitor Rozlytrek (en-
trectinib). The latter gained full approval 
in the US in August to treat adults with 
ROS1-positive, metastatic non-small cell 
lung cancer as well as accelerated approv-
al to treat adults and children aged 12 and 
older with NTRK gene fusions.

“The benefits for 

patients, in particular 

children, of being able 

to treat many different 

types of cancers with 

one drug is potentially 

huge,” – Simon Stevens
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However, European approval for Ro-
zlytrek is proving to be a trickier proposi-
tion. Hopes for an accelerated assessment 
were dashed in March when the European 
Medicines Agency determined that it 
could not conduct a rapid review for both 
the ROS1-positive NSCLC and NTRK gene 
fusion indications on an expedited basis. 
Vitravki itself originally had accelerated 
approval status in the EU, but this was re-
moved in December 2018, reverting to a 
standard review.

EU TESTING NOT ROUTINE
Potentially 850 patients could benefit 
from Vitrakvi and about 3,000 across 
Europe. However, one of the challenges 
facing uptake is actually finding those 
patients. Bayer told Scrip that “the highly 
sensitive and specific testing methodolo-
gies to detect NTRK gene fusions are not 
yet routine in Europe and therefore many 
TRK fusion patients are not being diag-
nosed as eligible for precision oncology 
medicine. We are exploring ways to en-
sure that current or future tests are able 

to detect TRK fusion cancer.” Another ob-
stacle to access in Europe could be cost. 
Vitrakvi’s list price in the US is around 
$33,000 per month – while Roche put a 
lower price tag on Rozlytrek of $17,000 
per month – figures that set off alarms for 
payers on this side of the Atlantic. 

However, recent pronouncements from 
health chiefs in the UK suggest that price 
discussions for drugs such as Vitrakvi may 
be less fraught than those for other can-
cer therapies. In June, NHS England chief 
executive Simon Stevens stated that the 
health service must be ready to fast-track 
“revolutionary” tumor agnostic drugs in 
the same way it has done with CAR-T can-
cer therapies. 

He said, “The benefits for patients, in 
particular children, of being able to treat 
many different types of cancers with one 
drug is potentially huge, helping them to 
lead longer, healthier lives. NHS patients in 
England were at the forefront of the CAR-
T revolution and I want to make sure that 
they are also among the first in the world 
to benefit from these treatments.”

Stevens added that “preparations are 
underway to make sure the NHS can adopt 
these next generation of treatments but 
manufacturers need to set fair and afford-
able prices so treatments can be made 
available to those who need them.” 

The introduction of a new Genomic 
Medicine Service is also expected to pro-
vide what the NHS said is “the vital infra-
structure for ensuring access to cutting-
edge genomic technologies to enable 
patients who will benefit most from these 
targeted and personalized medicines to 
be identified, and treated, quicker.”

Bayer told Scrip that “it is critical for 
testing to become part of routine clinical 
practice, to ensure that the NHS is able to 
identify the right patients. It reduces the 
use of ineffective treatments, limits avoid-
able side effects and helps to conserve 
valuable NHS resources.”

The company confirmed it is in discus-
sions with the National Institute for Health 
and Care Excellence for Vitrakvi.  

Published online 24 September 2019

Approval Positions Roxadustat As Japan HIF-PHI Pioneer
IAN HAYDOCK ian.haydock@informa.com

Astellas Pharma Inc.’s novel oral 
anemia drug roxadustat has be-
come the first in its class to be 

approved in Japan and looks set to reach 
this potentially large market ahead of 
multiple close rivals. 

The inhibitor of hypoxia-inducible 
factor prolyl hydroxylase (HIF-PH) was 
approved as Evrenzo for the treatment 
of renal anemia associated with chronic 
kidney disease (CKD) in dialysis patients. 

Discovered by FibroGen Inc., which also 
has a product alliance with the Japanese 
firm for other markets including the EU, 
CIS and Middle East, the drug’s approval 
was supported by four Phase III studies 
conducted in Japan.

While Evrenzo still requires reimburse-
ment price-listing under Japan’s national 
health insurance system before it can be 
launched, this usually follows in a matter 
of weeks and the product now looks set to 
beat a number of other HIF-PH inhibitors 
to market.

RIVALS ADVANCING 
Those set to intensify future competition 
in the sector include Mitsubishi Tanabe 
Pharma Corp.’s vadadustat (MT-6548; li-
censed from Akebia Therapeutics Inc.), for 
which the first approval filing globally was 
made in Japan in July.

Japan Tobacco Inc. and commercial sub-
sidiary Torii Pharmaceutical Co. Ltd. also 
announced recently that they are plan-
ning a Japanese filing for their candidate 

enarodustat, following positive top-line 
Phase III results. However, the exact timing 
of this is still not clear. 

GlaxoSmithKline PLC/Kyowa Hakko Ki-
rin Co. Ltd.’s daprodustat is also in Phase 
III in Japan, with an approval application 
expected sometime this year. 

Intravenously administered eryth-
ropoiesis-stimulating agents are cur-
rently the standard of care in Japan for 
anemia in CKD and the HIF-PH inhibi-
tors provide a more convenient once-
daily oral option.

Japan is a large potential market for the 
new class, given there are around 13 mil-
lion people with chronic advanced CKD in 
the country, with about 10% of those with 
Stage 3-5 CKD having renal anemia.

Roxadustat has already been ap-
proved in China (for both dialysis-de-
pendent and non-dependent CKD pa-
tients) and preparations for US and EU 
filings are underway. 

FibroGen is partnering with AstraZen-
eca PLC for China, the US and other se-
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lected markets.  (Also see “First Approval 
For AZ’s Roxadustat With China Green Light 
“ - Scrip, 18 Dec, 2018.)

VORTIOXETINE, SAFINAMIDE 
Other notable approvals granted at the 
same time by the Ministry of Health, La-
bour and Welfare include Takeda Pharma-
ceutical Co. Ltd.’s Trintellix for depression 
and depressed state (major depressive 
disorder), and Meiji Seika Pharma Co. Ltd.’s 
Equfina for Parkinson’s disease. 

Following a September 2018 filing, 
the ministry approved Trintellix (vortiox-
etine) based on a 493-patient, placebo-
controlled study in Japan, plus data from 
other global trials. The Lundbeck Inc.-
discovered molecule, already approved 
in 83 other countries, will be co-commer-
cialized by the two companies in Japan as 
part of a 2007 agreement. 

The Japanese study in 493 adult pa-
tients with recurrent depression had 
as its primary endpoint change in total 
score from baseline (at the onset of dou-
ble blinding) on the Montgomery-Ås-
berg Depression Rating Scale (MADRS) 
to Week 8 of administration compared to 
placebo. The study “demonstrated posi-
tive results of vortioxetine including the 
primary endpoint as compared to pla-
cebo for the treatment of MDD in adults,” 
the companies said. 

Vortioxetine has multiple modes of ac-
tion, including to inhibit serotonin reup-
take and as an antagonist of serotonin 3, 
7 and 1D, partial serotonin 1B agonist and 
serotonin 1A agonist. 

Equfina (safinamide) received the nod 
for the improvement of “wearing off” in 
Parkinson’s disease patients receiving 
levodopa therapy. The MAO-B inhibitor, 
licensed from Newron Pharmaceuticals 
SPA, is already marketed as Xadago in 17 
other countries. 

The new Japanese approval was sup-
ported by a registration package that in-
cluded data as an add-on therapy from a 
placebo-controlled Phase II/III study and 
an open-label Phase III trial. 

In the first of these studies, Newron said 
the change from baseline in mean daily 
“on” time after 24 weeks of treatment in-
creased by 1.39 hours (95% CI: 0.67,2.11) 
with safinamide 50mg and by 1.66 hours 
(95% CI: 0.93,2.39) with 100mg compared 
with placebo. Statistically significant “on” 

time extensions were seen at both doses.
Meiji Seika is the holder of the manu-

facturing and marketing approval for the 
product, which will be exclusively market-
ed by Eisai Co. Ltd., to which Meiji has also 
sub-licensed its Asian development and 
marketing rights.

There are an estimated 200,000 Parkin-
son’s patients in Japan, a figure expected 
to grow along with the country’s rapidly 
aging population. 

LASCUFLOXACIN, IVABRADINE 
Kyorin Pharmaceutical Co. Ltd.’s novel 
once-daily oral fluoroquinolone Lasvic 
(lascufloxacin) was approved for a wide 
variety of bacterial strains including 
Staphylococcus, Streptococcus, Pneumo-
coccus and Haemophilus influenzae. This 
appears to be the first approval globally 
for the drug, for which the indications in-
clude pharyngitis, acute bronchitis, pneu-
monia and sinusitis. 

Meanwhile, Ono Pharmaceutical Co. 
Ltd.’s Coralan (ivabradine; licensed from 
Servier SA) was approved for chronic 
heart failure (CHF) with sinus rhythm and 
baseline heart resting rate of 75 beats per 
minute or more in patients receiving stan-
dard therapies including beta-blockers. 

The regulatory decision for the oral hy-
perpolarization-activated cationic current 
(If ) suppressor was based on the 254-pa-
tient, placebo-controlled J-SHIFT study in 
Japan and the international SHIFT study in 
6,505 patients. 

CHF is predicted to affect up to 20 mil-
lion people in Japan in 2020, Ono said.

BUROSUMAB FOR ORPHAN USES 
Kyowa Hakko Kirin’s fibroblast growth fac-
tor 23-targeting antibody Crysvita (buro-
sumab) was approved for the treatment of 
FGF23-related hypophosphatemic rickets 
and tumor-induced osteomalacia, both 
orphan indications.

It is the first biologic to directly target 
the “phosphaturic” hormone FGF23, high 
levels of which reduce serum levels of 
phosphorus and active vitamin D by regu-
lating phosphate excretion and vitamin 

D activation in the kidney. Burosumab 
restores phosphate reabsorption in renal 
proximal tubules and activates vitamin D, 
enhancing intestinal absorption of phos-
phate and calcium. 

The product was granted a conditional 
marketing approval in the EU last year for 
the treatment of X-linked hypophospha-
temia (XLH) in children with radiographic 
evidence of bone disease from one year 
of age and older and in adolescents with 
growing skeletons. It was also approved 
in the US and Canada in 2018 for pediatric 
and adult use.

FGF23 over-production in XLH patients 
is caused by inactivating mutations in the 
PHEX (phosphate-regulating gene with 
homologies to endopeptidases on the X 
chromosome) gene, and autosomal domi-
nant hypophosphatemic rickets is also 
thought linked to FGF23 gene mutation.

The product is partnered with Ultrag-
enyx Pharmaceutical Inc. in international 
markets.

NEW TECENTRIQ USE 
Extensions to existing indications in-
cluded Chugai Pharmaceutical Co. Ltd.‘s 
Tecentriq (atezolizumab, licensed from 
parent Roche) for PD-L1-positive triple-
negative inoperable or metastatic breast 
cancer. The anti-PD-L1 antibody has be-
come the first checkpoint inhibitor to be 
approved for this use in Japan, where it is 
already marketed for advanced small and 
non-small cell lung cancer.

The approval was based on the Phase 
III IMpassion130 study in combination 
with albumin-bound paclitaxel versus the 
latter alone, in patients without prior sys-
temic therapy.  (Also see “Roche Remains 
Positive After Tecentriq Triple-Negative 
Breast Cancer Data” - Scrip, 22 Oct, 2018.)

Chugai noted that around 86,500 
women annually are affected with breast 
cancer in Japan, with triple (HER2, estro-
gen and progesterone receptor)-nega-
tive disease accounting for around 15% 
of the total. 

Ahead of its general availability fol-
lowing NHI price listing, Chugai said Te-

The drug’s approval was supported by four Phase III 

studies conducted in Japan.
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centriq will be made available for free in emergency cases with 
limited treatment options, at the sites that took part in the IM-
passion130 study. 

FIRST TERIPARATIDE,  
OTHER BIOSIMILARS 
Mochida Pharmaceutical Co. Ltd. received marketing authoriza-
tion for its biosimilar teriparatide (RGB-10; licensed from Gedeon 
Richter PLC), the first such version of the osteoporosis product. 
The original branded version of the parathyroid hormone product 
is marketed by Eli Lilly & Co. as Forteo, and the Mochida version 
includes a delivery device for subcutaneous self-injection.

Gene Techno Science and JCR Pharmaceuticals Co. Ltd. an-
nounced they had received approval of JR-131, their extended 
release version of biosimilar darbepoetin alfa, which references 
Kirin-Amgen’s Aranesp. Under the two companies’ 2013 R&D part-

nership, JCR will be responsible for manufacturing the erythro-
poiesis stimulating agent and Kissei Pharmaceutical Co. Ltd. will 
market it and provide medical information to specialists. 

Also approved was Pfizer Inc.’s rituximab, a second biosimilar 
version of Chugai’s Rituxan, for CD20-positive B-cell non-Hodg-
kin’s lymphoma, lymphoproliferative disorder in immunosup-
pressed patients, Wegener’s granulomatosis and microscopic 
polyangiitis. 

The first biosimilar version of the cancer drug in Japan was 
launched by Kyowa Hakko Kirin (licensed from Sandoz Interna-
tional GMBH) in January 2018, and has seen good growth amid 
already falling sales of Rituxan due to price revisions.

Chugai tried unsuccessfully earlier this year to legally block sales 
of this product.  (Also see “Legal Challenge To First Japan Rituxan 
Biosimilar Dismissed” - Scrip, 30 May, 2019.)  

Published online 26 September 2019

Novartis Bemused As NICE Says No Again To Migraine 
Drug Aimovig
KEVIN GROGAN kevin.grogan@informa.com

T he news that the National Institute 
for Health and Care Excellence 
(NICE) has again rejected the use 

of Novartis AG’s migraine drug Aimovig in 
England and Wales has been greeted with 
surprise and sadness by the company and 
patient groups.  

NICE has published final draft guid-
ance confirming its decision in January 
not to recommend Aimovig (erenumab) 
for preventing chronic and episodic mi-
graine in adults who have four episodes 
or more every month. The final decision 
had been delayed due to the “high vol-
ume” of comments received by the cost-
effectiveness watchdog following the 
first consultation, but the result is basi-
cally the same.

Haseeb Ahmad, president of Novar-
tis UK, said, “Clearly this is not the result 
we’ve been working towards, with chronic 
migraine patients in England who could 
benefit from Aimovig being denied rou-
tine access to this important treatment 
option, whilst it is NHS funded in Scot-
land.” The Scottish Medicines Consortium 
gave the green light to the drug, the first 
in a new class of CGRP inhibitors to be 
approved in Europe last year, in April.  
(Also see “Scottish HTA Body OKs Novartis’ 
Aimovig For Migraine And Eisai’s Lenvima 
For Cancer” - Pink Sheet, 10 Apr, 2019.)

The decision is particularly disappoint-
ing given NICE has recognised the clinical 
effectiveness and tolerability of Aimovig 
in chronic migraine, Ahmad added. He 
pointed out that unlike Allergan’s Botox 
(botulinum toxin type A) which is ap-
proved by NICE for chronic migraine, 
Aimovig can be self-administered at 
home once a month “and does not require 
repeated clinic visits or multiple injections 
(up to 30) into the head and neck.”

He went on to say that Novartis “has a 
track record of going above and beyond 
when it comes to working with reimburse-
ment agencies and we understand the 
need for companies to be flexible in order 
to make new medicines readily available.” 
However, “despite further improving our 
commercial proposition, within the pa-
rameters of the NICE appraisal process, 
the committee felt there to be remain-
ing uncertainty in the evidence.”   (Also 
see “Novartis To Ape Aimovig’s US Market 
Strategy In The EU As CHMP Gives Market 
Go-Ahead” - Scrip, 1 Jun, 2018.)

NICE’S VIEW
While NICE acknowledged that Aimovig is 
a clinically effective treatment compared 
with best supportive care, it “remained 
concerned” that the data submitted by 
Novartis excluded people for whom all 
previous treatments had no benefit. It 
considered this group “were likely to rep-
resent the people most in need of treat-
ment and were therefore the most clini-
cally important subgroup.” 

While Novartis provided additional 
evidence to show the long-term effec-
tiveness of Aimovig, NICE argued that 
this only included people with episodic 
migraine and did not specify how many 
treatments had failed beforehand. It 

190,000 migraine 

attacks experienced 

every day in England
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therefore considered this data different 
to the population being considered in the 
appraisal so the agency’s conclusion that 
“it was unclear whether erenumab works 
in the long term remained unaltered.”

For chronic migraine, there was no di-
rect evidence comparing Aimovig with 
Botox, NICE stated, arguing that “the indi-
rect evidence submitted by the company 
is highly uncertain because of differences 
between trials and the lack of long-term 
evidence for erenumab. Therefore, the 
committee “reaffirmed its view that there 
was a high degree of uncertainty as to 
whether erenumab is more clinically ef-
fective than that treatment.”

The company did not submit any up-
dated cost-effectiveness analysis for epi-
sodic migraine, NICE said. Looking at all 
these factors, and even after considering 
the proposed new commercial arrange-
ment offered by Novartis (Aimovig costs 
around £5,000 per patient per year at list 
price), it is still “higher than what NICE usu-
ally considers to be acceptable.”

CHARITIES AGHAST
Unsurprisingly, the response from patient 
groups has been one of disappointment. 
Gus Baldwin, CEO of The Migraine Trust, 
said, “NICE has an extremely difficult job but 
this still feels like a very bad day for chronic 
migraine patients. My main worry is that I’m 
yet to find a neurologist who doesn’t want 
to have the option of being able to pre-

scribe these new types of preventive drugs 
when they and their patient think it is likely 
to be in the patient’s best interest.”

He went on, “Crucially, these new drugs 
do not have the nasty side effects of other 
preventives already available. I am also 
concerned that this decision is going 
to deepen health inequalities amongst 
people living with migraine. Those who 
can afford to pay will continue to receive 
drugs like these while those who can’t will 
be denied the option.”

The British Association for the Study 
of Headache noted “with extreme disap-
pointment the decision of NICE,” especial-
ly given that the latter “recognizes that mi-
graine significantly affects health-related 
quality of life and that well-tolerated treat-
ments are needed.” Its chair, Mark Weath-
erall, said, “This drug is not a panacea, but 
it is an important advance in the scientific 
treatment of migraine…it is completely 
unacceptable that patients in England 
and Wales who suffer with such a debili-
tating neurological disorder should be de-
nied access to effective treatment.” 

Katy Munro, headache specialist at the 
National Migraine Centre, said, “This new 
class of drugs is showing good promise 
for those patients with chronic migraine 
and especially those who have tried and 
failed many previous preventers includ-
ing Botox.” She noted that the center has 
treated nearly 200 patients with Aimovig 
since September last year and 69% said it 

had improved their quality of life;75% said 
they would recommend it to others.

Munro stressed that these are pa-
tients who can afford to pay for the drug 
through a private prescription. “We see 
many desperate migraine sufferers who 
simply cannot finance this kind of treat-
ment themselves. It seems strange that 
Aimovig is approved in Scotland but not 
in England and Wales. We understand 
the pressures on NHS budgets but would 
hope that in future these innovative new 
treatments will be more widely available.”

As for the next step, Ahmad said the 
company “will continue to investigate 
options that could enable access to this 
much needed medicine.” Novartis told 
Scrip that “there are limitations to the cur-
rent NICE appraisal process” and it is cur-
rently evaluating whether or not there is a 
case to appeal the decision.

The company added that it also work-
ing with patient organizations, parliamen-
tarians and a group of UK employers to 
raise awareness of the burden of migraine 
and provide guidance for managers on 
how best to support employees.

The Aimovig decision will be scrutinized 
by the makers of the two other CGRP in-
hibitors that have European approval. 
NICE is currently evaluating Teva Pharma-
ceutical Industries Ltd.’s Ajovy (freman-
ezumab) and Eli Lilly & Co.’s Emgality (gal-
canezumab).  

Published online 27 September 2019

Astellas Stays Ahead of Daiichi Sankyo In AML With 
CHMP Nod For Xospata 
KEVIN GROGAN kevin.grogan@informa.com

Astellas Pharma Inc. has moved 
further ahead of its rival Japanese 
firm Daiichi Sankyo Co. Ltd. in the 

acute myeloid leukaemia (AML) space af-
ter European regulators recommended its 
FLT3 inhibitor Xospata for approval. 

The European Medicines Agency’s 
drug evaluation committee, the CHMP, 
has issued a positive opinion for Xo-
spata (gilteritinib) as a treatment for 
adults with relapsed or refractory FLT3-
positive AML. The recommendation fol-
lows an accelerated assessment by the 

agency, which granted Xospata orphan 
designation last year. 

The positive opinion for Xospata, which 
was approved in Japan and the US in Sep-
tember and November 2018 respectively, is 
based on the ADMIRAL clinical trial. In that 
study, median overall survival (OS) was 9.3 
months, compared with 5.6 months for pa-
tients who received salvage chemotherapy.  

ADMIRAL study investigator, Giovanni 
Martinelli from the University of Bologna, 
noted that one-year survival rates dou-
bled when comparing gilteritinib with the 

current standard of care (37% versus 17% 
for patients on salvage chemotherapy). 
He said that for relapsed or refractory FLT3 
mutated AML patients, the current prog-
nosis was poor, with median OS of less 
than six months following salvage chemo-
therapy, so “gilteritinib has the potential to 
change the treatment landscape.”

Astellas thinks so, pointing out that Xo-
spata works against the two most com-
mon mutations – FLT3 internal tandem 
duplication and FLT3 tyrosine kinase do-
main (TKD) – and “would be one of the 
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few advances for the treatment of AML in 
Europe over the past 40 years.” In the EU, 
the incidence rate of the disease is 3.7 per 
100,000 per year.

Astellas is currently investigating in 
various FLT3 AML patient populations 
through several Phase III trials. The firm 
posted Xospata sales of JPY2.5bn ($23m) 
in the first quarter of fiscal 2019 and ana-
lysts are expecting peak sales in the re-
gion of $500m.

With European approval virtually in the 
bag, this means that Xospata, discovered 
through a research collaboration with 
Kotobuki Pharmaceutical Co. Ltd., will be 
ahead of Daiichi Sankyo’s FLT3 inhibitor 
quizartinib. Oral explanations had formal-
ly been scheduled over the course of the 
CHMP’s September meeting to address 
outstanding issues relating to the applica-
tions for both Xospata and quizartinib but 
while Astellas heralded its positive opin-
ion, there was no word from the EMA or 
Daiichi Sankyo.

The latter responded to a request from 
Scrip for clarification by saying, “We do not 
comment on ongoing procedures of the 

CHMP and are continuing to work with 
the EMA on our marketing authorization 
application for quizartinib.”

Quizartinib has also had a tough time 
from regulators in the US. Earlier this 
year, an advisory committee of the US 
Food and Drug Administration voted 
against recommending approval by an 
8-3 margin and while panellists at the 
meeting felt quizartinib was a safe and 
efficacious drug, many felt more clinical 
data were needed to better characterize 
its efficacy.  (Also see “Quizartinib Looks 
Like A Good Drug, ODAC Says, But Needs 
Another Efficacy Trial Before Approval” - 
Pink Sheet, 14 May, 2019.)

Rick Pazdur, who heads the FDA’s Oncol-
ogy Center of Excellence, also conveyed 
his skepticism of quizartinib’s efficacy at 
the meeting. He pointed to the imbalance 
between patients in the treatment and 
control arms who were randomized but 
not treated.

Quizartinib has fared better on home 
soil. The drug was approved in Japan 
in June this year, where it is marketed 
as Vanflyta.  (Also see “AML Contender 

Quizartinib Gains First Approval, In Japan 
“ - Scrip, 20 Jun, 2019.)

The treatment landscape for AML has 
changed very much for the better in the 
past couple of years. Since Novartis AG’s 
FLT3 inhibitor Rydapt (midostaurin) got 
the nod from regulators on both sides of 
the Atlantic in 2017, a number of meds 
have hit the US market.

These include Agios Pharmaceuticals 
Inc.’s IDH inhibitors Tibsovo (ivosidenib) 
and Idhifa (enasidenib), the latter of which 
is partnered with Celgene Corp., and 
Roche/AbbVie Inc.’s BCL-2 inhibitor Ven-
clexta (venetoclax), which was already ap-
proved for chronic lymphocytic leukemia.

In November last year, the FDA ap-
proved Dauresmo (glasdegib), Pfizer Inc.’s 
oral smoothened receptor and hedgehog 
pathway inhibitor for the treatment of 
newly-diagnosed AML in adults aged 75 
or older or who have other co-morbidities 
that may preclude intensive chemothera-
py.  (Also see “Vitrakvi, Daurismo Approvals 
Put US FDA On Brink Of Another Record “ - 
Pink Sheet, 27 Nov, 2018.)  

Published online 24 September 2019

Celltrion Will Sell World’s First Subcutaneous 
Infliximab Directly In Europe
DAVID WALLACE david.wallace@informa.com JUNG WON SHIN Jungwon.Shin@informa.com

Celltrion has set out plans to market 
directly in Europe its subcutaneous 
version of biosimilar infliximab, af-

ter it received a positive opinion from the 
European Medicines Agency’s Committee 
for Medicinal Products for Human Use. The 
originator product, Janssen’s Remicade, 
does not come in a subcutaneous formu-
lation, although rival anti-TNF inhibitors in-
cluding Humira (adalimumab) and Cimzia 
(certolizumab), do. 

While Celltrion’s Remsima version of 
infliximab is already authorized in the EU 
as a 100mg powder for concentrate for 
solution for infusion, the CHMP has rec-
ommended changing the terms of the 
marketing authorization to add a 120mg 
solution for injection for subcutaneous 
use in prefilled pens or syringes.

However, whereas intravenous Remsima 
is authorized for psoriatic arthritis, ankylos-

ing spondylitis, ulcerative colitis, psoriasis, 
Crohn’s disease and rheumatoid arthritis, 
the CHMP highlighted that “Remsima for 
subcutaneous use is authorized only in the 
rheumatoid arthritis indication.”

The full indication for the subcutaneous 
pens and syringes covers treating rheuma-
toid arthritis in adult patients with active 
disease, when the response to disease-
modifying anti-rheumatic drugs has been 
inadequate; and in adults with severe, 
active and progressive disease not previ-
ously treated with methotrexate or other 
DMARDs. “In these patient populations,” 
the CHMP noted, “a reduction in the rate of 
the progression of joint damage, as mea-
sured by x-ray, has been demonstrated.”

Celltrion noted that the positive 
CHMP opinion was based on a Phase I/
III study to evaluate pharmacokinetics, 
efficacy and safety between the subcu-

taneous and intravenous versions of its 
infliximab in patients with active rheu-
matoid arthritis.  (Also see “Celltrion Re-
ports Positive Rheumatoid Arthritis Data 
From Subcutaneous Infliximab” - Generics 
Bulletin, 20 Jun, 2019.)

The positive CHMP opinion “brings us 
one step closer to providing a personal-
ized treatment approach for people living 
with rheumatoid arthritis,” commented 
vice-chairman of Celltrion Healthcare, 
Hyoung-Ki Kim. “This marks an important 
milestone for our business providing peo-
ple with a new route of administration, 
and a novel formulation of infliximab. If 
approved, we will begin a new era in the 
biotherapeutic class, as [subcutaneous 
Remsima] would be the world’s first sub-
cutaneous version of infliximab, expand-
ing treatment options for physicians and 
their patients.”

mailto:david.wallace@informa.com
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In particular, Celltrion noted, “a subcu-
taneous formulation has the potential to 
enhance treatment options for the use of 
biosimilar infliximab by providing high 
consistency in drug exposure and a con-
venient method of administration,” as well 
as reducing the time spent in hospital for 
intravenous treatment.

Commenting on the CHMP nod – and 
the more limited label of subcutaneous 
Remsima compared to the intravenous 
version – biosimilars specialist Duncan 
Emerton, director at Informa Pharma 
Consulting, noted that extrapolation of 
indications “does not apply in this case.”

This was due to the lack of an original 
subcutaneous version of infliximab for 
Celltrion’s version to refer to, he explained. 
“You cannot get extrapolation from a 
product that does not exist.”

The hurdle for Celltrion, Emerton 
suggested, would be getting approval 
for all the desired indications, based 
on individual studies for the subcuta-
neous version.

MORE STUDIES ALREADY 
UNDER WAY
A Phase III study of subcutaneous Rem-
sima for people with inflammatory bowel 
disease is already underway, Celltrion 
noted, confirming that it would “seek ex-
panded indications following the results 
of this trial.”

Earlier this year, Celltrion presented 
data demonstrating that the subcutane-
ous formulation of Remsima was compa-
rable in terms of efficacy and safety with 
the intravenous formulation for the treat-
ment of Crohn’s disease.

And last month, Celltrion told Scrip that 
it was pursuing the same indications for 
the subcutaneous formulation as for Jans-
sen’s Remicade reference product in both 
Europe and the US. The Korean firm has 
started recruiting patients for a Phase III 
study using the subcutaneous form in the 
US after the US Food and Drug Administra-
tion permitted it to skip Phase I and II trials 
on the strength of the European data.

CELLTRION WILL MARKET 
REMSIMA SC DIRECTLY
The South Korean firm has also set out plans 
to take a different approach to commercial-
izing this product, compared to previous 
biosimilar launches, which have largely 
been built on alliances with local partners, 
especially in individual European markets.

“Celltrion Healthcare will adopt a differ-
ent business strategy for [subcutaneous 
Remsima], compared to strategies for pre-
vious products in the portfolio,” the firm 
said, “and is considering both direct and 
indirect sales based on the optimal model 
in each local country.”

Pressed further on commercialization 
plans, Celltrion told Scrip that the firm is 
planning to sell subcutaneous Remsima 
directly, beginning in Europe. As such, the 
company said it was now establishing di-
rect sales networks in European countries 
in line with the EMA approval schedules. 
Typically, the European Commission acts 
on centralized CHMP recommendations 
within 67 days. Celltrion’s direct marketing 
plans tie in with the broad business plan an-
nounced by Celltrion Group earlier this year.

At the start of 2019, Celltrion revealed 
plans to seek further growth and an im-
provement in profit margins by setting up 
its own direct global sales, marketing and 
distribution system for new products, and 
for its already commercialized lines if it is 
unable to find ‘win-win’ strategies with ex-
isting partners.

Celltrion Healthcare, which conducts 
worldwide marketing, sales, and distribu-
tion activities for biosimilar and biological 
medicines developed by Celltrion, had 
already set up branches in about 20 coun-
tries, including in the US, Europe, Japan, 
Singapore and Australia. But Celltrion’s 
wider plans make it the first South Korean 
pharma company to set up a direct sales 
and distribution network overseas.

PATENTS WILL PROTECT 
SUBCUTANEOUS REMSIMA
As part of its strategy on subcutaneous 
Remsima, Celltrion has applied for patent 

protection for the product “in approxi-
mately 130 countries throughout the US, 
Europe and Asia.”

The company believes the biologic can 
compete not only with branded Remicade 
and other biosimilar infliximabs, but also 
with the Humira (adalimumab) brand. 
Once patents are granted for subcutane-
ous Remsima, Celltrion expects it to be 
protected until 2037.

A survey of physicians conducted dur-
ing United European Gastroenterology 
Week 2018 revealed that they preferred 
infliximab as the first-line treatment for 
inflammatory bowel disease, but adminis-
tered subcutaneous adalimumab to some 
patients because of convenience. They 
viewed the infliximab intravenous and sub-
cutaneous package as a good treatment 
option as patients can start their treatment 
with the intravenous version and once they 
are stabilized can be switched to the sub-
cutaneous formulation.

The firm has previously observed that 
“as physicians prefer usage of IV and SC 
versions of the same substance, we be-
lieve we can dominate this market.” 

However, Emerton pointed out, com-
mercializing subcutaneous Remsima 
would require a different approach in 
terms of marketing to previous Celltrion 
biosimilars.

“Celltrion will now have to detail this 
product at the physician level,” he sug-
gested. “Unlike biosimilars, where there 
has been a push to switch from the brand 
to the biosimilar,” he explained, “there is 
no original subcutaneous version from 
which to switch. So that will be difficult.”

To support anticipated strong global 
demand for Remsima, especially in the 
EU and US, the Korean company recent-
ly enlisted Lonza to manufacture the 
drug substance at its biologics facility in 
Singapore.  

A version of this article was first pub-
lished in Scrip’s sister publication Generics 
Bulletin.  

Published online 25 September 2019
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Evotec Stock Buoyed By Takeda Alliance
STEN STOVALL sten.stovall@informa.com

Evotec SE received a share price boost on 24 September after 
the German biotech announced its latest multi-year drug 
discovery collaboration, this time with Japan-based Takeda 

Pharmaceutical Co. Ltd., under which the duo will aim to de-
velop at least five drug candidates by leveraging Evotec’s drug 
discovery platform. 

Their therapeutic focus will be on oncology, gastroenterology, 
neuroscience and rare diseases.

Once Evotec delivers a preclinical candidate, Takeda has the 
option to assume responsibility and pursue clinical development.

Under the pact Evotec is entitled to an undisclosed upfront 
payment that analysts believe to be in the low double-digit mil-
lions of euros, along with potential milestone payments of some 
$170m per drug candidate.

Evotec could also reap tiered royalties on future sales if a drug 
makes it to the market.

Based in Hamburg, Germany, Evotec’s focus is on providing 
integrated and innovative drug discovery solutions to pharma 
and biotech companies. The group also has a selected number 
of proprietary drug candidates, either partnered or available for 
partnering.  

Craig Johnstone, Evotec’s chief operating officer said, “We be-
lieve this collaboration with Takeda will be very fruitful for both 
parties and we are excited to combine our resources and skills to 
produce novel therapies.”

Analysts generally agreed.
The collaboration terms seem “attractive” for Evotec and 

the royalty rate is likely to be in the typical 8% to 12% cor-
ridor, analysts at Deutsche Bank said in a reaction note 24 
September. 

“Overall, it looks like an attractive collaboration for Evotec with 
another globally leading pharma company. It underlines the at-
tractiveness of Evotec’s drug discovery platform, and we would 

not be surprised to see additional collaborations over the coming 
months,” the Deutsche Bank analysts said, reiterating their ‘buy’ 
rating on the German group’s stock.

EVOTEC SHARE SWINGS
Evotec, which had seen its stock fall steeply in August from year 
highs above €26 at the month’s start to just over €18 on 20 Au-
gust, rebounded on the Takeda collaboration news to trade just 
above €20 around the close of the day, up 3.9% from the previous 
close on Friday, 20 September. 

“Following the sharp share price drop recently, we continue to 
see more than 15% upside potential to our target price of €25 for 
Evotec,” the Deutsche Bank analysts said, reiterating their ‘buy’ rat-
ing on the German group’s stock.

Analysts at goetzpartners also remain bullish on the German 
biotech, a view reinforced by the recent the acquisition of Seattle, 
WA-based  Just Biotherapeutics Inc..

In May, Evotec agreed to buy the privately held US firm which 
develops technologies and services for the manufacture of bio-
logics.  (Also see “Deals Shaping The Medical Industry, June 2019” 
- In Vivo, 12 Jun, 2019.) 

“Evotec is now able to tap into the high-growth biologics 
market, further increasing its offering and hence appeal for bio-
pharma companies looking for an early-stage innovation partner,” 
goetzpartners said in a 4 September note to investors.  

Published online 25 September 2019

GenSight Undeterred By Gene Therapy’s Placebo Puzzle 
ANDREW MCCONAGHIE andrew.mcconaghie@informa.com

GenSight Biologics SA’s gene therapy for a rare blindness 
disease has produced positive new follow-up Phase III 
results, with around half of patients in its RESCUE trial re-

gaining their sight at 96 weeks thanks to the treatment.
The Paris, France-based gene therapy company’s lead candidate 

GS010 is being developed for Leber’s hereditary optic neuropathy 
(LHON), a mitochondrial disease that can cause the optic nerve to 
atrophy, leading to sudden and severe loss of central vision.

GS010 therapy delivers the wild-type ND4 gene and is designed 
to be a one-time curative treatment for patients whose LHON was 
caused by a NADH dehydrogenase 4 (ND4) mutation.

Newly released results from the Phase III RESCUE trial show the 
gene therapy helping 58% of the 36 patients on the trial to recov-

er their sight (clinically relevant recovery or CRR). The trial evalu-
ated a single intravitreal injection of GS010 (rAAV2/2-ND4) in 39 
subjects whose visual loss due to 11778-ND4 LHON began up to 
six months before study treatment. 

The company reported less impressive 48-week data from the 
trial earlier this year when it said that that time point may have 
been too early to show the product’s true effects as patients gen-
erally deteriorated before any improvement was seen.  (Also see 
“GenSight Sees Positives In Pivotal RESCUE Trial, Despite Missing 
Primary Endpoint” - Scrip, 5 Feb, 2019.)

Principal investigator Mark Moster of Thomas Jefferson Univer-
sity in Philadelphia, PA, said: “Patients in RESCUE were treated be-
fore the nadir so, as expected, they continued to worsen early on. 

“It looks like an attractive collaboration 

for Evotec.” – Deutsche Bank

mailto:sten.stovall@informa.com
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But then from week 48 until week 96 they 
experienced a recovery from the nadir. 
That is much better than the natural his-
tory in any prior studies.”

However the good news comes with 
a worrying puzzle: the trial showed that 
eyes receiving the placebo improved 
nearly as much as those having the 
gene therapy.

This repeats the results seen in an ear-
lier and shorter REVERSE study. Both tri-
als involved patients receiving the gene 
therapy injection in one eye, and a sham 
injection into the other. 

The RESCUE 96-week data showed the 
eyes treated with gene therapy were able 
to read 25 more letters on the EDTRS eye 
chart, while the sham-receiving eyes saw 
an improvement of 22 more letters.

This naturally raises fears that the im-
provements can’t be attributed to the 
gene therapy at all, especially as a LHON 
patients do sometimes spontaneously re-
gain lost vision.

However CEO and co-founder Bernard 
Gilly and chief medical officer Barrett Katz 
are confident that the new data are strong 
enough to file with the European Medi-
cines Agency – and say they may have 
clarity on the placebo phenomenon very 
soon. “These results are remarkable, show-
ing the durable difference that GS010 can 
make for patients who would otherwise 
go blind due to the onset of LHON,” com-
mented Gilly. 

The company plans to hold a pre-sub-
mission meeting with the EMA early next 
year, and then expects to submit its dos-
sier in the third quarter of 2020. 

Gilly confirmed that it remained inter-
ested in gaining accelerated approval sta-
tus via the EMA. 

However filing in the all-important US 
market will not be so straightforward be-
cause the US Food and Drug Administra-
tion wants to see data from a trial in which 
both eyes are treated with gene therapy.

That will come from the REFLECT study, 
which the company completed recruit-
ment on in May this year, and for which it 
expects results in Q3 2020.

GenSight has requested an end of Phase 
II meeting with the FDA, and expects to 
hold these talks in November 2019.

There are no approved treatments for 
the condition in the US, but in Europe, 
the oral drug Raxone (idebenone) (first 
marketed by Santhera, now outlicensed 
to Chiesi) has been approved since 2015. 
Gilly says GenSight’s new trial data make 
it confident that its treatment is “twice as 
effective” as Raxone in LHON patients.

PLACEBO PUZZLE
So what could be behind the improve-
ments seen in the untreated eyes? Gilly 
says there are two possible explanations. 

The first is that the “optic system” of 
each eye collaborates with the other, a 
theory based on research done by David 

Calkins of the Vanderbilt Eye Institute in 
the US. The other explanation is that the 
gene therapy vector can be transported 
through the optic nerve, and through 
the brain’s contralateral system to reach 
the other eye. This contradicts current 
thinking about gene therapy in the eye, 
but GenSight says it has a non-primate 
trial underway which may shed more 
light and expects to communicate the 
results next week.

The unusual results from the placebo 
arm also raise questions about how treat-
ment would be priced once approved: 
why would a payer pay for treatment in 
two eyes when both improve with a sin-
gle injection?

Gilly said the company would likely offer 
a flat rate for treatment: “In our economic 
model, we have always spoken about the 
price of treatment, rather than the price of 
unilateral injection.”

These doubts notwithstanding, Genfit 
looks to be well placed to gain approval 
in LHON, with no other rival gene therapy 
companies working in the disease. 

One other company, US-based Stealth 
Therapeutics is developing an LHON 
treatment. Its topical ophthalmic solu-
tion elamipretide produced Phase II 
results in April, but this trial didn’t dem-
onstrate any improvement in best-cor-
rected visual acuity (BCVA) in the main 
part of the trial.  

Published online 23 September 2019

Last Two Of Three Big Inclisiran Studies Boosts  
The Medicines Co.
MANDY JACKSON mandy.jackson@informausa.com

T he Medicines Co. has completed 
the Phase III clinical trial program 
for its PCSK9-targeting small inter-

fering RNA (siRNA) drug inclisiran for the 
treatment of high LDL cholesterol with 
positive top-line data from the ORION-9 
and ORION-10 studies announced on 25 
September. The company said filings for 
regulatory approvals of inclisiran remain 
on track for the fourth quarter of 2019 in 
the US and first quarter of 2020 in the EU.

The ORION-9 results in patients with het-
erozygous familial hypercholesterolemia 

(HeFH) and ORION-10 findings in patients 
with atherosclerotic cardiovascular disease 
(ASCVD) are “at least as favorable” as the 
efficacy, safety and tolerability reported re-
cently in ORION-11, The Medicines Co. said. 
No detailed results from the last two out of 
three Phase III studies of inclisiran were re-
ported, but the company said they will be 
presented at the American Heart Associa-
tion (AHA) Scientific Sessions in November.

A late-breaker presentation of ORI-
ON-10 data in ASCVD patients with elevat-
ed LDL-cholesterol despite treatment with 

The Medicines Co. unlocked the last two sets 
of Phase III data for inclisiran

scripintelligence.com
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maximum tolerated doses of other cho-
lesterol-lowering medications – statins or 
Zetia (ezetimibe) – is scheduled for 16 No-
vember at the AHA meeting. The ORION-9 
results in HeFH also will be presented in a 
late-breaker session on 18 November.

For now, TMC noted only that the ORI-
ON-9 and ORION-10 studies met all pri-
mary and secondary endpoints related 
to LDL cholesterol reduction as well as 
changes in lipids and other proteins. No 
treatment-related renal liver or renal labo-
ratory abnormalities were detected in ei-
ther study.

The company’s stock closed up 5.5% at 
$49.75 based on the initial ORION-9 and 
-10 disclosures. 

TMC reported top-line results from 
ORION-11 in late August. Detailed efficacy 
and safety results presented on 2 Septem-
ber at the European Society of Cardiology 
congress showed LDL-lowering efficacy 
on par with the PCSK9-targeting mono-
clonal antibodies Repatha (evolocumab) 
from Amgen Inc. and Praluent (alirocum-
ab) from Sanofi and Regeneron Pharma-
ceuticals Inc., and raised no safety flags.

While the three-study Phase III pro-
gram has been completed, TMC is enroll-
ing participants from all three trials in 
the long-term extension study ORION-8 
that’s meant to observe safety and ef-
ficacy in patients treated with inclisiran 
for three years. 

The siRNA drug – developed under 
a collaboration and license agreement 
with RNA medicines specialist Alnylam 

Pharmaceuticals Inc. – is designed to be a 
twice-yearly injection versus Repatha and 
Praluent, which are administered every 
two or four weeks. 

Inclisiran was given to patients in ORI-
ON-9, -10 and -11 at baseline, at three 
months and every six months thereafter 
for 18 months. The placebo-controlled 
studies enrolled a total of 3,660 pa-
tients, including 482 people with HeFH 
in ORION-9, 1,561 people with ASCVD in 
ORION-10, and 1,617 ASCVD patients in 
ORION-11. 

While inclisiran may have a more con-
venient, less frequent injection schedule 
than Repatha and Praluent, the TMC drug 
has a lot of catching up to do with the Am-
gen and Sanofi/Regeneron products. Both 
PCSK9 inhibitors were approved in the US 
in 2015 and have yet to achieve block-
buster sales despite significant price cuts. 

Sanofi and Regeneron won a US label 
update for Praluent in April that notes the 
cardiovascular risk reduction observed in 
the companies’ ODYSSEY Outcomes car-
diovascular outcomes trial (CVOT). Amgen 
obtained a similar label claim for Repatha 
in late 2017.

AN EARLY CV BENEFIT CLAIM 
FOR INCLISIRAN?
TMC initiated its CVOT for inclisiran, ORI-
ON-4, in 2018 and the 15,000-patient study 
has a December 2024 primary completion 
date, according to clinicaltrials.gov.

However, Evercore ISI analyst Umer Raf-
fat questioned in a 25 September note 

whether inclisiran could win its initial 
approvals in HeFH and ASCVD patients 
with a label claim that the siRNA drug 
shows cardiovascular benefits beyond its 
cholesterol-lowering efficacy prior to an 
ORION-4 readout.

Raffat said the ORION-11 data present-
ed at ESC were “super clean” in regard to 
safety and efficacy with inclisiran show-
ing a 24% lower rate of cardiovascular 
events than placebo in the first Phase 
III study. While the numbers of patients 
and events were small in ORION-11 
relative to the numbers of people and 
events to be evaluated in the ORION-4 
CVOT trial, the analyst said there may 
be enough events for inclisiran in ORI-
ON-10 and -11 to make a cardiovascular 
benefit assessment relative to the num-
bers of events reported in the Phase III 
program for Praluent, which involved 
shorter studies.

The inclusion of cardiovascular out-
comes language on the initial inclisiran 
label is unlikely, but acknowledgement 
of cardiovascular event reduction is pos-
sible based on recent approvals for some 
diabetes medicines targeting GLP-1, Raf-
fat noted. 

Novo Nordisk AS’s first-ever oral GLP-1 
agonist Rybelsus (semaglutide) was ap-
proved with a label that notes a lower 
number and rate of major cardiovascular 
events (MACE) than placebo – 61 MACE 
(3.8%) for Rybelsus and 76 MACE (4.8%) 
for placebo, he said.  

Published online 25 September 2019

Akcea C-Suite Upheaval’s Reasons Unclear,  
Firm Set To Take In More Ionis Programs
JOSEPH HAAS joseph.haas@informa.com

Akcea Therapeutics Inc. is facing an 
uncertain future as parent compa-
ny Ionis Pharmaceuticals Inc. an-

nounced the immediate departure of CEO 
Paula Soteropoulos and two top deputies 
on 23 September, naming previous Ionis 
chief business officer Dean McDevitt as 
the interim CEO, but analysts see it as a 
shakeup that could mean greater focus on 
the pipeline. In a statement outlining the 
changes, Ionis chairman Stanley Crooke 

and Akcea chairman Christopher Gabrieli 
both lauded the departing execs for “sig-
nificant achievements” while providing no 
rationale for the changes.

The Boston-headquartered company 
finished the trading day down 19.7% to 
$18.03 per share. Spun out of antisense-
focused Ionis in 2015, Akcea markets 
Tegsedi (inotersen) for hereditary trans-
thyretin-mediated amyloidosis (hATTR) 
in the US and Waylivra (volanesorsen) for 

familial chylomicronemia syndrome (FCS) 
in Europe.  (Also see “Akcea Expects Conve-
nience Edge For Tegsedi, Despite Monitor-
ing Requirements” - Scrip, 8 Oct, 2018.)

Waylivra got a tentative endorsement 
from the US Food and Drug Administra-
tion’s Endocrinologic and Metabolic Drugs 
Advisory Committee in May 2018 for FCS, 
but the agency sent Akcea a complete 
response letter three months later.  (Also 

TURN TO PAGE 18
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see “Akcea Waylivra’s Surrogate Endpoint 
Gains Support At US FDA Advisory Com-
mittee “ - Pink Sheet, 10 May, 2018.) The 
drug’s risk/benefit profile is considered 
shaky due to patient dropouts in clinical 
trials because of platelet reductions, and 
the drug has not been refiled as of yet.  
(Also see “Akcea Faces Tricky Risk/Benefit 
Scenario In Orphan Disease FCS” - Scrip, 6 
Mar, 2017.) Akcea also is developing vo-
lanesorsen for a second indication, familial 
partial lipodystrophy.

In the statement on the executive 
changes, Ionis said it is “renewing and 
deepening” its commitment to Akcea, in-
cluding plans to out-license additional Io-
nis pipeline candidates to the subsidiary. 
Akcea obtained Tegsedi under such an 
agreement in 2018, after GlaxoSmithKline 
PLC had exited a partnership with Ionis 
that included inotersen.  (Also see “Deal 
Watch: Ionis Turns To Affiliate Akcea In Am-
yloidosis” - Scrip, 15 Mar, 2018.)

BMO Capital Markets’ analyst Do Kim 
suggested that the changes at Akcea 
might mean “a renewed focus on the 
pipeline.” In addition to Soteropoulos, 
also stepping down were president Sar-
ah Boyce and chief operating officer Jeff 
Goldberg, although Soteropoulos and 
Goldberg were slated to remain tempo-
rarily to help with the transition, the com-
pany said. While naming McDevitt the 
interim CEO, Ionis also appointed Michael 
Yang and Joseph “Skip” Klein to the Akcea 

board, noting their investor, business and 
commercial savvy.

“While no disruptions to ongoing 
Tegsedi and Waylivra commercialization 
are expected, we will wait to see if the ad-
dition of two board members and future 
CCO/COO hires could positively impact 
launch trajectories,” BMO’s Kim wrote on 
23 September. Tegsedi yielded $9.9m in 
sales during the second quarter, up 46% 
sequentially, but the drug lags far behind 
Alnylam Pharmaceuticals Inc.’s Onpattro 
(patisiran) in the hATTR therapy space, 
holding an estimated 21% market share 
to Alnylam’s 79%.

In a 6 August note on Akcea’s quar-
terly earnings report, Kim moved back 
the estimated launch of Waylivra in the 
US to 2021 “given limited visibility for 
FCS refiling.” Waylivra’s EU launch this 
quarter is expected to help grow Ak-
cea’s earning power – the product has 
completed the reimbursement process 
in the UK, Italy, Spain and Portugal, the 
analyst noted.

In April Akcea got approval from NICE, 
the health technology appraisal institute 
for England Wales, clearing the inclusion 
of Tegsedi for use on the UK’s National 
Health Service.  (Also see “NICE Says Yes To 
Akcea’s Tegsedi After ‘Improved’ Commer-
cial Offer” - Pink Sheet, 17 Apr, 2019.)

Ionis chairman Crooke lauded Sotero-
poulos and her departing comrades “for 
building a strong commercial organiza-
tion that can now support the develop-
ment and commercialization of additional 
drugs.” Ionis will license Akcea additional 
rare disease candidates, he said, which 
Kim indicated could include Phase II as-
sets such as GHR-LRx for acromegaly, 
PKK-LRx for hereditary angioedema and 
TMPRSS6-LRx for beta thalassemia, as well 
as some preclinical candidates for neurol-
ogy indications.

“The programs will not be limited by 
therapeutic space, according to manage-
ment, but likely align with Akcea’s current 
lipid/cardiovascular and neurology as-
sets,” the BMO analyst said.  

Published online 24 September 2019

Amgen KRAS Inhibitor Less Effective In Colorectal 
Cancer Than Lung
MANDY JACKSON mandy.jackson@informausa.com

Updated results for Amgen Inc.’s 
AMG 510, its small molecule tar-
geting the G12C mutation of the 

KRAS oncogene, that were presented at 
the European Society for Medical Oncol-
ogy (ESMO) meeting on 28 September in 
Barcelona, Spain, showed limited efficacy 
in colorectal cancer (CRC) patients, but 
the company is optimistic that its drug 
can perform better than approved CRC 
therapies, particularly in combination 
with other agents.

CONTINUED FROM PAGE 16

Ionis chairman Stanley 

Crooke and Akcea 

chairman Christopher 

Gabrieli both lauded 

the departing execs for 

significant ahievements.

One of 12 
colorectal cancer 
patients had a 
partial response to 
AMG 510.
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Only one out of 12 colorectal cancer 
patients (8%) treated with 960mg of AMG 
510 daily – the highest dose tested and 
the dose being studied in further trials 
– achieved a partial response as of data 
collected through 17 July in an ongo-
ing Phase I dose expansion study. This is 
a much lower response rate than Amgen 
previously reported among non-small 
cell lung cancer (NSCLC) patients treated 
with the 906mg dose with seven out of 
13 (54%) achieving a partial response. 
However, with 10 CRC patients achieving 
stable disease, the disease control rate 
(DCR) of 92% was similar to the 100% DCR 
in NSCLC. 

The difference in response rates be-
tween the two tumor types is not en-
tirely surprising since CRC is a difficult to 
treat cancer and because the company’s 
first disclosure of AMG 510 data at the 
American Society of Clinical Oncology 
(ASCO) meeting in June showed better 
efficacy in NSCLC than in CRC. There has 
been some hope that the drug could be 
developed as a tumor-agnostic treat-
ment for patients with KRAS G12C muta-
tions, but it still is too early to tell if such 
an approach may be possible, according 
to Amgen’s vice president of oncology 
development Greg Friberg. 

Friberg told Scrip that despite the low 
number of CRC patients responding to 
AMG 510 to date, the company was en-
couraged by the high disease control rate 
in this population given the low response 
rates for approved colorectal cancer drugs. 
Amgen is continuing to follow patients 
treated with AMG 510 monotherapy to 
understand the durability of the drug’s ef-
fects and the company plans to start com-
bination therapy studies to see if the drug 
can improve response rates. 

“The ultimate question of durability is 
one that’s too early to say, but with this 
new data in colorectal cancer we think it’s 
fairly promising,” Friberg said. “Just putting 
that in context, even approved therapies 
have 1% and 2% response rates in colorec-
tal cancer, so the fact that we’ve seen one 
out of 12 is not something that discourag-
es us. On the contrary, seeing most of the 
patients not progress is something that 
we’re actually quite encouraged by.”

Amgen also is encouraged by the fact 
that “the safety hasn’t evolved at all – the 
drug has no dose-limiting toxicities, no 

apparent cumulative toxicities as a mono-
therapy – and the fact that we’re seeing 
responses outside of lung cancer tells us 
at least that this G12C mutation and its 
biology is important in other diseases.” In 
addition to the CRC data, Amgen reported 
that one appendiceal cancer patient had a 
partial response. 

ONE OF CANCER’S MOST 
DIFFICULT ONCOGENES
KRAS G12C mutations are relatively rare, 
but they’re most often seen in lung cancer 
followed by colorectal cancer, and KRAS 
historically has been a difficult oncogene 
to drug, so therapeutic candidates from 
Amgen, Mirati Therapeutics Inc. and oth-
ers are being closely watched. 

“Although today’s ESMO data will likely 
be viewed as a slight disappointment with 
8% response rate, we caveat by noting it 
was more of an upside indication as most 
focus remains around lung (biggest mar-
ket),” Jefferies analyst Michael Yee said in a 
28 September note.

Amgen’s Phase I dose expansion study 
for AMG 510 enrolled 76 patients treated 
with four different doses of the drug, in-
cluding 34 with NSCLC, 36 with CRC, three 
with appendiceal cancer and one each 
with small-cell lung, endometrial and 
bowel cancers. 

“In lung cancer and in colorectal can-
cer, patients have been coming out of the 
woodwork and there’s been tremendous 
interest not only by the patients, but by 
the physicians, in enrolling in the study,” 
Friberg said. “The more rare diseases, 
where there’s 1% or 2% of the patients 
who express G12C, they’ve been more 
elusive … and in some cases, for example 
pancreatic cancer, there are challenges for 
patients to live long enough to make it to 
Phase I studies, to be quite honest.”

He noted that the difference in re-
sponse rates for lung and colorectal can-
cer patients treated with the 960mg dose 
of AMG 510 to date “probably reflects that 
KRAS biology may have complexity in the 
different diseases that aren’t entirely the 
same. It’s reminiscent in many ways of 
targets like BRAF where in melanoma, for 
example, you see very high single-agent 
response rates and durability, but in a dis-
ease like colorectal cancer it really took 
combinations to effect more profound 
activity.”

MORE STUDIES ENROLLING, 
INCLUDING COMBINATIONS
Amgen’s Phase I study protocol has a com-
plex adaptable design that Friberg de-
scribes as being like a binder with multiple 
folders or modules. The protocol started 
with an initial dose escalation phase to 
test multiple increasing doses in various 
solid tumors, which is the phase from 
which the company has reported efficacy 
data to date. Additional Phase I modules 
include an ongoing study to test AMG 
510 in combination with a PD-1 inhibitor 
in lung cancer, and a Phase II module is 
enrolling NSCLC cancer patients for treat-
ment with AMG 510 as a monotherapy. 

“Additional combination studies under 
different protocols are going to be open-
ing shortly and the MEK combination is 
the one that we’re speaking about pub-
licly at this point – it would be in colorec-
tal and lung cancer,” Friberg said. “There’s a 
variety of combinations that from a scien-
tific standpoint make sense. We published 
some of this data at [the American Associ-
ation of Cancer Research (AACR) meeting] 
and the field, of course, is hotly interested 
in the various molecular combinations.”

The data Amgen highlighted at AACR, 
which was held from 29 March to 3 April 
in Atlanta, GA, showed that KRAS G12C 
inhibitor combinations that looked most 
promising included PD-1, MEK, SHP2, 
EGFR and PI3K inhibitors. “The ones that 
we’re publicly speaking about at this point 
are PD-1 and MEK, though that won’t be 
the end of the combinations,” Friberg said. 

He noted that the company still has a 
lot of studies to conduct to determine the 
best way to use AMG 510, whether it’s as 
a monotherapy or combination therapy 
and in which tumors and lines of therapy. 
Data from combination studies won’t be 
reported until next year.

Yee noted that investors are watching 
closely as well, because “we know the 
KRAS debate will continue so as to under-
stand how AMG 510 will stack up against 
competitor data, and whether KRAS will 
work beyond just lung cancer or in com-
bination, and to see how ‘durability’ plays 
out, ie, is this 3-5 months of durability or 
5-6+ months with better durability possi-
bly being a differentiator?”

The Jefferies analyst pointed out that 
there is some evidence of durability across 
the entire CRC cohort in the Phase I ex-
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pansion study of AMG 510, including 29 
evaluable patients. 

“For entire CRC cohort, stable disease 
is 76% (22/29), up from 72% (13/18) at 
ASCO. For these patients (n=22), me-
dian treatment duration is 13 weeks (~3 
months), with some patients out to 37 
weeks (~9 months). Note heavily pre-
treated colorectal cancer patients have 
median [progression-free survival (PFS)] 
of just over two months,” he wrote.

DATA TO DRIP OUT  
IN LONGER INTERVALS 
Analysts often speculate that Amgen 
could seek accelerated approval for AMG 
510, particularly in lung cancer, but the 
company has not made any decisions 

about whether to pursue regulatory ap-
provals based on early studies. 

“Typically, accelerated approvals are 
something where when we think we have 
undeniable evidence of benefit in a high 
unmet need population that we discuss 
it with regulators,” Friberg said. “We know 
for certain that fifth-line colorectal cancer 
is an incredibly high unmet need – even 
approved therapies have very, very small 
response rates and progression-free sur-
vival is on the order of two months. In 
that context we can absolutely state that 
there’s an undeniable unmet need, but it’s 
too early to say if as a monotherapy a drug 
like AMG 510 meets those criteria.”

Going forward, however, there may 
be longer periods of time between 

data disclosures for AMG 510 as Amgen 
works to understand the drug’s efficacy 
and the best ways to use it in treating 
different tumors.

“What we don’t want to do is be drib-
bling out pieces of data from Phase I 
studies at regular intervals, mucking up 
the ability to make science-based deci-
sions on the totality of the data,” Friberg 
said. “In that sense, we’ve released more 
of this monotherapy data from the Phase 
I because of the intense interest, but our 
goal is not to continue to slice and dice 
this data at different intervals. We want to 
make sure when we do release data that 
there is a meaningful volume to draw sci-
entific conclusions.”  

Published online 29 September 2019

New Front Opens in First-Line Ovarian Cancer Market: 
GSK’s Zejula Vs. AZ’s Lynparza 
ALEX SHIMMINGS alex.shimmings@informa.com

An interesting face-off between AstraZeneca PLC/Merck & 
Co. Inc.’s leading PARP inhibitor Lynparza (olaparib) and 
GlaxoSmithKline PLC’s challenger Zejula (niraparib) looks 

set to widen the market in ovarian cancer. 
The two products showed promising data in the PAOLA-1 and 

PRIMA studies, respectively, in an all-comers population in first-
line advanced disease when presented at the at the European So-
ciety for Medical Oncology in Barcelona, Spain, on 28 September. 
Experts said both would likely change practice as the major goal 
in ovarian cancer is to avoid relapse after first-line therapy, but the 
chance of a cure otherwise is low.

The trials are difficult to compare directly, however, as they 
sought to answer quite different questions, but together 
they mean PARP-targeting therapies should become a new 
standard of care as maintenance therapies for first-line pa-
tients, opening a new front in the marketing battle for these 
products.

Both Zejula and Lynparza are expected to be filed for expanded 
approvals based on the new data (Zejula by the end of the year) 
and doctors now have a task in teasing out the implications for 
their patients’ treatment options. 

Zejula is already approved in the US and EU as a monotherapy 
for the maintenance treatment of adult patients with recurrent 
epithelial ovarian, fallopian tube or primary peritoneal cancer who 
are in complete response (CR) or partial response (PR) to plati-
num-based chemotherapy. Lynparza was approved in the US as a 
monotherapy in patients with BRCA mutations (about 15-20%) in 
partial or complete response to first-line platinum-based chemo-
therapy based on the results of the SOLO-1 study reported at last 
year’s ESMO meeting in Madrid.

PAOLA-1
AstraZeneca and Merck announced in August that PAOLA-1 met 
its primary endpoint of demonstrating a statistically significant 
and clinically meaningful improvement in progression-free sur-
vival in women with newly-diagnosed advanced ovarian cancer.

The 806-patient, academic-led Phase III trial was the first to 
test a PARP inhibitor with bevacizumab as first-line maintenance 
therapy in patients with ovarian cancer with and without a BRCA 
mutation. Patients had Stage III/IV ovarian cancer and partial or 
complete response to standard platinum-based chemotherapy 
and bevacizumab and were included irrespective of their genetic 
biomarker status or outcome from previous surgery.

The investigator-assessed results presented at ESMO showed 
olaparib plus bevacizumab reduced the risk of disease progression 
or death by 41% and improved PFS to a median of 22.1 months 
vs. 16.6 months for those treated with bevacizumab alone (haz-
ard ratio 0.59; 95% confidence interval 0.49–0.72; p<0.0001). At 
two years after trial initiation, 46% of women treated with the two 
drugs displayed no disease progression compared with 28% of 
women on bevacizumab alone.

“This study reports the greatest hazard ratio (0.59) and longest 
progression-free survival we have ever seen,” said study author 
Isabelle Ray-Coquard, of the Université Claude Bernard, Lyon. 
“Patient selection was not restricted by surgical outcome or BRCA 
mutation status, so participants represent the general population 
of women with advanced ovarian cancer.”

With PRIMA, GlaxoSmithKline’s Zejula has become the first PARP 
inhibitor to improve progression-free survival (PFS) when used 
first-line in women with platinum-responsive advanced ovarian 
cancer, its investigators said. 
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Amryt Aims High After Aegerion Acquisition 
KEVIN GROGAN kevin.grogan@informa.com

Just over four years since it was founded, Ireland’s Amryt 
Pharma PLC has completed its acquisition of Aegerion Phar-
maceuticals Inc. and hopes to become a sustainable player in 

the rare diseases space.
Having signed off the deal, which was announced in May, Am-

ryt now has two “substantial revenue-generating products” with 
2018 revenues that amounted to $136.5m, CEO Joe Wiley told 
Scrip. He was referring to Lojuxta/Juxtapid (lomitapide), the ho-
mozygous familial hypercholesterolemia (HoFH) drug the firm 
already markets in Europe and now has full rights to (excluding 
Japan) and Myalept/Myalepta (metreleptin) approved on both 
sides of the Atlantic for generalized lipodystrophy.

The complex transaction sees Amryt rescue Aegerion from 
Chapter 11 bankruptcy protection. The company has had a torrid 
time since it merged with another troubled firm – Canada’s QLT – 
to create Novelion Therapeutics Inc. three years ago, with Juxtapid 
suffering from the arrival of the PCSK9 inhibitors – Amgen Inc.’s 
Repatha (evolocumab) and Sanofi/Regeneron Pharmaceuticals 
Inc.’s Praluent (alirocumab) to the market.

Crippling debts at Aegerion led to Novelion putting the subsid-
iary into bankruptcy but Amryt saw potential in the division. The 
Dublin-headquartered group has worked closely with Aegerion 
since licensing Juxtapid in December 2016 and members of its se-

nior management are ex-employees of Aegerion, Wiley noted, who 
thought Amryt could add a lot of value to Juxtapid and Myalepta.

“[Aegerion] was a very good business with a broken balance 
sheet and this transaction fixes that,” he said, noting that a restruc-
turing of said balance sheet through the acquisition has reduced 
the amount of debt by approximately 60%. Wiley also spoke about 
“meaningful operational synergies” that can be achieved of $25m-
$40m in 2020, helped by relocating a number of non-customer 
facing roles from Boston to Dublin.

Joe Wiley

TURN TO PAGE 23

PRIMA differs from the SOLO-1 study in that it tested the drug in 
all-comers, not just in patients with BRCA mutations.

The double-blind Phase III PRIMA study enrolled 733 Stage III 
or IV ovarian cancer patients with a response to their first-line 
treatment with platinum-based chemotherapy including those 
with high risk of disease progression, a population with high un-
met need and previously under-represented in first-line ovarian 
cancer studies.

The data show a 38% reduction in the risk of disease progression 
or death in the overall study population when compared with pla-
cebo, the primary endpoint (HR=0.62; 95% CI, 0.50–0.75; p<0.001). 

A pre-planned interim analysis also showed an encouraging 
trend towards an improvement in overall survival (OS) compared 
with placebo (HR 0.70; 95% CI 0.44-1.11). The safety data in PRIMA 
did not differ from the product’s established safety profile and use 
of an individualized dosing regimen based on body weight and/
or platelet count reduced the incidence of hematological treat-
ment-emergent adverse events.

Both studies also reported data from different subpopulations 
as well as the all-comers results, which gave a little more clarity on 
how the regimens might compare. 

In PRIMA, women in both the HR deficient (known as “HRD 
positive”) and HR proficient (or “HRD negative”) subgroups expe-
rienced a clinically meaningful and statistically significant benefit, 
the researchers said. 

Results in certain subpopulations included: 
● BRCA mutation tumors where the risk reduction was 60% 

(HR=0.40, (95% CI, 0.27–0.62), p<0.001).

● HR deficient BRCA wild type tumors (risk reduction of 50%, 
HR=0.50, (95% CI, 0.31–0.83), p=0.006).

● HR proficient tumors (risk reduction of 32%, HR=0.68, (95% CI, 
0.49–0.94), p=0.020).
In the HR-deficient subgroup, 91% of women on niraparib were 

alive at 24 months vs. 85% for placebo (HR=0.61; 95% CI, 0.27-
1.40), but these data are not yet mature. The OS interim analysis 
also showed 81% of women receiving niraparib in the HR-profi-
cient subgroup were alive at 24 months vs. 59% of women receiv-
ing placebo (HR=0.51; 95% CI, 0.27-0.97).

PRIMA’s primary investigator, Antonio Gonzalez-Martin of the 
Clinica Universidad de Navarra, said: “Niraparib monotherapy af-
ter first-line platinum-based chemotherapy should be considered 
a new standard of care.” It is the first PARP inhibitor to demonstrate 
benefit in patients across biomarkers subgroups after platinum-
based frontline treatment, which was consistent with its previous 
studies in recurrent ovarian cancer (NOVA and QUADRO). 

In prespecified subgroup analyses in PAOLA-1, the PFS benefit 
of olaparib versus placebo was even more pronounced in patients 
with a BRCA mutation and in those with homologous recombina-
tion deficiency (HRD), with hazard ratios of 0.31 and 0.33, respec-
tively. Median PFS with olaparib reached 37.2 months in patients 
with a BRCA mutation and in patients with HRD.

“The results in HRD patients without a BRCA mutation iden-
tify, for the first time, a patient population with greater clini-
cal benefit from olaparib when added to bevacizumab,” said 
Ray-Coquard.  

Published online 29 September 2019
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Pipeline Watch - 20-26 September, 2019
Phase II

Search

Phase IIb 
Updated 
Results

Achieve Life 
Sciences, Inc. cytisincline Smoking Cessation ORCA-1;  Sustained

Quit Rates 0 19

Phase IIb 
Updated 
Results

Medicenna 
Therapeutics Corp. MDNA55 Glioblastoma MDNA55-05; 

Promising Results 0 15

Phase IIa 
Updated 
Results

PhaseBio 
Pharmaceuticals, 
Inc.

PB2452 Drug Toxicity Reversed Ticegrelor 
Activity 0 24

Phase II 
Updated 
Results

Novo Nordisk A/S somapacitan, 
once-weekly

Growth Hormone 
De�ciency

REAL 3 (Pediatric); 
Promising E�cacy 0 61

Phase II 
Updated 
Results

Entera Bio, Ltd. Oral PTH (1-34) Hypoparathyroidism
PK/PD (ENT-04-
2018); Positive 
Results

0 24

Phase II 
Updated 
Results

Can-Fite BioPharma 
Ltd. namodenoson Liver Cancer, 

Second-Line Encouraging Results 0 8

Phase II 
Updated 
Results

BeiGene, Ltd. tislelizumab Non-Small Cell Lung 
Cancer Promising Results 0 35

Phase II 
Updated 
Results

Active Biotech AB Nerventra 
(laquinimod)

Huntington's 
Disease

LEGATO-HD; A 
Central Effect 0 7

Phase II 
Updated 
Results

Immunicum AB ilixadencel cell 
therapy Renal Cell Cancer MERECA; 

Therapeutic Bene�t 0 8

Phase II 
Updated 
Results

Arena 
Pharmaceuticals, 
Inc.

etrasimod Ulcerative Colitis OASIS; Clinical 
Responses 0 65

Phase I/II 
Updated 
Results

Nektar Therapeutics bempegaldesleukin Breast Cancer,
Triple-Negative

PIVOT-02 
(w/Opdivo); Clinical 
Activity

0 14

Phase IIb Top-
Line Results UroGen Pharma, Ltd. VesiGel Bladder Cancer OPTIMA; Positive Data 2 12

Phase II Top-
Line Results BeiGene, Ltd. tislelizumab Esophageal Cancer Promising Results 0 35

Phase II Top-
Line Results

Neurana 
Pharmaceuticals Inc. tolperisone

Acute Muscle 
Spasms Of The 
Back

STAR; Effective In 
Treating Pain 5 22

Phase II Top-
Line Results

Ovid 
Therapeutics/Takeda soticlestat Rare Epilepsies ENDYMION; Positive 

Initial Data 3 20

Phase II Top-
Line Results

Cerevel 
Therapeutics, LLC tavapadon Parkinson's 

Disease, Early-Stage
Improved Motor 
Symptoms 5 22

Phase II Top-
Line Results

AzurRx BioPharma, 
Inc. MS1819 Exocrine Pancreatic 

Insu�ciency
OPTION; Positive 
Results 0 24

Phase II Top-
Line Results

Enanta 
Pharmaceuticals, 
Inc.

EDP-305 Non-Alcoholic 
Steatohepatitis 

ARGON-1; Positive 
Results 0 24

Phase II Top-
Line Results

Marinus 
Pharmaceuticals, 
Inc.

ganaxolone, iv Refractory Status 
Epilepticus Positive Results 0 53

Event Stage Lead 
Company/Partner Drug Name Indication Comments

Change 
To LOA 
(%)

LOA 
(%)

Phase III
Search

Phase III 
Updated 
Results

GenSight Biologics 
S.A. GS010 Leber's Hereditary 

Optic Neuropathy  47

Phase III 
Updated 
Results

Intec Pharma Ltd. AP-CD/LD 
(carbidopa/levodopa) Parkinson's Disease ACCORDANCE; 

Mixed Results 0 46

Phase III 
Updated 
Results

Jazz 
Pharmaceuticals 
plc

JZP-258 Narcolepsy, Cataplexy Positive Data 0 55

Phase II/III 
Updated 
Results

BeyondSpring 
Pharmaceuticals, 
Inc.

plinabulin Chemotherapy-Induced 
Neutropenia

Protective-2 
(China); Positive 
Results

0 60

Phase II/III 
Updated 
Results

Rhythm 
Pharmaceuticals, 
Inc.

setmelanotide Bardet-Biedl, Alstrom 
Syndromes

Promising 
Results 0 65

Phase III Top-
Line Results Helixmith Engensis (VM202) 

gene therapy
Diabetic Peripheral 
Neuropathy 

VMDN-003; Mixed 
Results

-8 44

Phase III Top-
Line Results Mallinckrodt plc StrataGraft Skin 

Tissue Burn Injury
STRATA2016; 
Met Primary 
Endpoints

7 69

Phase III Top-
Line Results

Zealand Pharma 
A/S dasiglucagon Diabetic Hypoglycemia, 

Pediatric
17086 (CHI); Met 
Endpoints 0 68

Phase III Top-
Line Results

Urovant Sciences, 
Inc. vibegron Overactive Bladder 

EMPOWUR; 
Positive Long-
Term Data

0 67

Phase III Top-
Line Results

The Medicines 
Co/Alnylam inclisiran

Familial 
Hypercholesterolemia, 
Atherosclerosis

ORION-9, 10; Met 
Endpoints

0 60

Phase II/III 
Trial Initiation

Tyme Technologies, 
Inc. SM-88 Pancreatic Cancer Tyme-88-PANC; In 

The US

Phase III Trial 
Announcement

AstraZeneca/Innate 
Pharma monalizumab Head and Neck Cancer

w/cetuximab; In 
Recurrent 
Disease

0 10

Event Stage Lead 
Company/Partner Drug Name Indication Comments

Change 
To LOA 
(%)

LOA 
(%)

Approvals
Search

Approval Astellas/FibroGen Evrenzo (roxadustat) Anemia Due to Chronic Renal
Failure Japan Dialysis Patients

Approval Novo Nordisk A/S Rybelsus 
(semaglutide) Diabetes, Type 2 US Oral Tablets

Approval Bavarian Nordic A/S Jynneos vaccine Smallpox, Monkeypox 
Infection US In Adults

Approval
Kyorin 
Pharmaceutical Co., 
Ltd.

Lasvic (lascu�oxacin) Respiratory, ENT Infections Japan Tablets

Approval Eisai/Meiji 
Seika/Newron Equ�na (sa�namide) Parkinson's Disease Japan During levodopa

Therapy

Approval Takeda/Lundbeck Trintellix 
(vortioxetine) Major Depressive Disorder Japan Tablets

Approval GW Pharmaceuticals 
plc

Epidyolex 
(cannabidiol)

Lennox-Gastaut, Dravet 
Syndromes EU Adjunctive 

Therapy

Approval Bayer AG Vitrakvi (larotrectinib) Solid Tumors EU Tumor-Agonistic 
Indication

Approval Bayer AG Vitrakvi (larotrectinib) Solid Tumors Brazil
Tumor-
Agonistic 
Indication

Approval Ono Pharma Corlanor (ivabradine) Chronic Heart Failure Japan Tablets

Approval JCR Pharma/Kissei darbepoetin alfa Anemia Japan Biosimilar

Approval Mochida/Gedeon 
Richter

Terrosa/Movymia 
(teriparatide) Osteoporosis Japan Biosimilar

Approval P�zer Inc. rituximab various indications Japan Biosimilar

Approval Acorda Therapeutics, 
Inc.

Inbrija (levodopa) 
Inhaler Parkinson's Disease EU Intermittent

Therapy

Approval for 
sNDA/sBLA Ipsen Dysport 

(abobotulinumtoxinA)
Upper Limb Spasticity In 
Children US By Injection

Supplemental 
Approval Taiho Pharma Abraxane (paclitaxel) Breast Cancer Japan Weekly, With

atezolizumab

Supplemental 
Approval 

Asahi Kasei 
Corporation

Teribone 
(teriparatide) Osteoporosis Japan Autoinjector

Formulation

Supplemental 
Approval Roche Holding AG Tecentriq 

(atezolizumab)
Breast Cancer, PD-L1 
Positive, Triple-Neg Japan Plus New

Formulation

Supplemental 
Approval Santen Pharma Alesion (epinastine) Allergic Conjunctivitis Japan Eye Solution

Event Stage Lead 
Company/Partner Drug Name Indication Market Comments

Source = Biomedtracker; LOA = Biomedtracker's opinion on likelihood of approval.

0
RESCUE; Sustained 
Efficacy at 92 Wks 

PIPELINE WATCH

Click here for the entire pipeline 
with added commentary: 

http://bit.ly/2mx4jY3

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.
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Source: Biomedtracker | Informa, 2019
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APPOINTMENTS

Company Move
Search

Francesco 
Galimi Adicet Bio

Chief Medical O�cer 
and Senior Vice 
President

Amgen Inc Global Program General 
Manager, Early Development 23-Sep-19

Tania 
Dimitrova

Artios Pharma 
Ltd

Chief Business 
O�cer P�zer Director, Worldwide Business 

Development 24-Sep-19

Andrew A. 
Komjathy

Catabasis 
Pharmaceuticals 
Inc

Chief Commercial 
O�cer Alkermes Vice President, Commercial 

Sales 25-Sep-19

Brian 
Lesser

FORMA 
Therapeutics

Vice President, 
Therapeutic Head Genentech Global Lifecycle Leader, Xo�uza 24-Sep-19

Scott 
Boyle

FORMA 
Therapeutics

Vice President, 
Business and 
Corporate 
Development

Boston 
Consulting 
Group

Principal 24-Sep-19

Michael K. 
Handley

Immune 
Therapeutics Inc

Chief Executive 
O�cer and Director

Aletheia 
Therapeutics 
Corp

Chief Executive O�cer and 
Chairman 23-Sep-19

Jan 
Skvarka

Trillium 
Therapeutics Inc

Chief Executive 
O�cer, President and 
Director

Tal Medical Chief Executive O�cer and 
President 25-Sep-19

Dushyant 
Pathak Zosano Pharma

Senior Vice 
President, Business 
Development

University of 
California, 
Davis

Associate Vice Chancellor, 
Research, Innovation and 
Technology Commercialization

18-Sep-19

Executive To Company New Role From 
Company Previous Role Effective 

Date

Promotion
Search

George 
Makhoul Biom'up USA Inc Chief Executive O�cer Chief Commercial O�cer 18-Sep-19

Mary 
Wadlinger

FORMA 
Therapeutics

Chief Human Resources O�cer and 
Senior Vice President, Corporate Affairs

Chief Human Resources 
O�cer 24-Sep-19

Patrick 
Kelly

FORMA 
Therapeutics

Chief Medical O�cer and Senior Vice 
President

Vice President, 
Translational Medicine 24-Sep-19

Dean Hum GENFIT President and Chief Operating O�cer Chief Operating O�cer 26-Sep-19

Suneil 
Hosmane GENFIT Head, Global Diagnostics Executive Vice President, 

Diagnostics 26-Sep-19

Nadir 
Mahmood

Nkarta 
Therapeutics Chief Business O�cer Senior Vice President, 

Corporate Development 18-Sep-19

Begona 
Carreno Novartis AG Global Business Development and 

Licensing Head, Ophthalmology

Global Business and 
Licensing Head, 
Respiratory

27-Sep-19

Naruhito 
Hugo

Noven 
Pharmaceuticals 
Inc

Chief Executive O�cer Chairman 1-Oct-19

David 
Thomson

Precision 
BioSciences Inc Chief Operating O�cer Chief Development O�cer 23-Sep-19

Executive To Company New Role Previous Role Effective 
Date

Director
Search

Edward W Holmes Arcturus Therapeutics Ltd Director 17-Sep-19

Helen Thackray BioCryst Pharmaceuticals 
Inc Director 23-Sep-19

Jeffrey L. Edwards BioTheryX Inc Director 18-Sep-19

Susan Smith Clinuvel Pharmaceuticals 
Ltd Non-Executive Director 23-Sep-19

Kimberly Park Corcept Therapeutics Inc Director 18-Sep-19

Janet S. Vergis Dentsply Sirona Director 25-Sep-19

Patrick Gray Dicerna Pharmaceuticals 
Inc

Director and Chairperson,  Audit 
Committee 19-Sep-19

K. Peter Hirth Escient Pharmaceuticals Director 24-Sep-19

Jodi A. Cook Fennec Pharma Director 24-Sep-19

Domenic Ferrante Finch Therapeutics Group Director 24-Sep-19

Jo Viney Finch Therapeutics Group Director 24-Sep-19

Carole Deffez Lysogene Independent Director 26-Sep-19

Anker Lundemose Macrophage Pharma Independent Non-Executive Director 26-Sep-19

Karen Dawes Medicenna Therapeutics 
Corp Director 24-Sep-19

Eric D. Andersen Merrimack Pharmaceuticals 
Inc Director 19-Sep-19

Noah G. Levy Merrimack Pharmaceuticals 
Inc Director 19-Sep-19

Thomas Lynch Microbiotica Ltd Independent Non-Executive Chairman 1-Sep-19

Ted W. Love Portola Pharmaceuticals Inc Director 19-Sep-19

Sean Doherty Provention Bio Inc Director 26-Sep-19

Nicole Onetto Sunesis Pharmaceuticals 
Inc Director 19-Sep-19

William E. Aliski X4 Pharmaceuticals Director 23-Sep-19

Dhiren Prafulbhai Shah Zota Health Care Ltd lndependent Non-Executive Director 21-Sep-19

Jaysheeben Nileshkumar 
Mehta Zota Health Care Ltd lndependent Non-Executive Director 21-Sep-19

Executive To Company New Role Effective 
Date

Advisor
Search

Cara L. Haymaker BriaCell Therapeutics Corp Scienti�c Advisory Board Member 25-Sep-19

Ryan B. Corcoran C4 Therapeutics Scienti�c Advisory Board Member 23-Sep-19

Rodrigo Bianchi Limacorporate SpA Advisory Board Member 18-Sep-19

Derrick Chambers Qrons Inc Advisory Board Member 23-Sep-19

Frank Gerberick RenovaCare Inc Advisor 24-Sep-19

Executive To Company New Role Effective Date

Other
Search

Jan Ohrstrom Biom'up SA Chief Executive O�cer 18-Sep-19 Resignation

Jean-Yves Quentel Biom'up SA Chief Financial O�cer 30-Sep-19 Resignation

Noreen Gri�n Immune Therapeutics Inc Chief Executive O�cer and Director 23-Sep-19 Resignation

Executive From Company Previous Role Effective Date Move Type

In conjunction with the closing of 
the deal, Amryt has also completed the 
$60m fundraising by issuing new shares 
at a price of $1.79 each to new and exist-
ing investors, and certain creditors of Ae-
gerion. Wiley added that Amryt, which is 
listed on the AIM in London and Euronext 
in Dublin, is also looking at a potential 
listing on NASDAQ.

As for the products, he said that bring-
ing lomitapide under one roof makes 
sense and Amryt is confident it can repli-
cate the success of Lojuxta in Europe with 
Juxtapid in the US. The company is also 
looking at the compound as a potential 
treatment for another rare disease, familial 
chylomicronemia syndrome.

Myalepta, a leptin hormone replace-
ment therapy, was launched last year in 
Europe for both generalized and partial 
lipodystrophy (PL) and Amryt is hoping to 
secure a PL approval in the US as well.

In terms of pipeline, Amryt is develop-
ing AP101 for epidermolysis bullosa (EB), a 
rare genetic condition that cause the skin to 
blister and tear at the slightest touch. Wiley 
called it “a horrific disease,” noting that some 
sufferers born with EB have skin so fragile 

they are called butterfly children and there 
is no currently approved therapy for them.

AP101 is in Phase III trial and while a 
data readout was expected in the sec-
ond quarter this year, topline results are 
now scheduled sometime in the first half 
of 2020. Wiley explained that following a 
positive unblinded interim efficacy analy-
sis, investigators recommended “a modest 
increase” in patients to maintain the pow-
er of the study and “we expect to have 
fully recruited those extra patients by the 
end of this year.”

Amryt believes the European and US 
market opportunity for EB to be in ex-
cess of €1bn and Wiley said, “We could be 
first company to prove efficacy and get 
approval.” The Aegerion acquisition also 
gives the firm a ready-made commercial 
US infrastructure in advance of an an-
ticipated launch of AP101, he added. The 
US Food and Drug Administration would 
grant a priority review voucher to Amryt if 
the EB gets approved.

The CEO noted that when he founded 
the firm with chief financial officer Rory 
Nealon in August 2015, the idea was to set 
up a transactional company that acquires, 
develops and commercializes products 

– “we don’t have scientists in labs any-
where” – in areas of high unmet medical 
need. “It motivates me and my team to de-
velop products for patients where often 
they have nothing, such as EB,” Wiley said, 
hence the rare diseases focus.

From a commercial standpoint, “small 
numbers of patients means small num-
bers of treating physicians in a small num-
ber of centers, and therefore as a small 
company, we can have a commensurately 
small commercial footprint to successfully 
commercialize those products and we’re 
proving that with Lojuxsta.”

Lojuxsta sales grew 14.2% to €13.6m in 
2018 and the drug brought in €3.9m in the 
first quarter of this year. As well as Europe, 
Amryt has also built out its commercial 
operations in the Middle East, where the 
potential for the drug is considerable be-
cause of consanguineous marriages in the 
region which results in a higher incidence 
of genetic conditions like HoFH.

“We have found more patients in 
one hospital in Riyadh (Saudi Arabia) 
with HoFH than we believe exist in the 
whole of the UK, an amazing statistic,” 
he concluded.  

Published online 25 September 2019
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