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£105,000 ($137,000). Then in March 2018 
the company proposed a “portfolio” 
based deal, similar to one already agreed 
in Ireland, that would provide access to 
Orkambi, Kalydeco (ivacaftor), Symkevi 
(tezacaftor/ivacaftor) and the company’s 
pipeline drugs. 

NHS England rejected this and came up 
with a counter offer that would guarantee 
the company revenues of £500m over five 
years for the CF treatments. Vertex said no, 
claiming that the price on the table would 
mean a 90% discount on the prices paid 
elsewhere in Europe.

But at the hearing Leiden defended the 
company’s approach, claiming that Ver-
tex was unable to accept NHS England’s 
offer, which he said amounted to around 
£10,000 per patient. Because the offer had 
been made public, every other country 
would want the same deal, he said. “Why 
would Ireland say that it was going to pay 
90% more than England is paying?” he 
asked. This, he said, would be unsustain-
able and would hit company revenues to 
such an extent that it would go out of busi-
ness within five years. “Again, it is not that 
we will not take the offer. We really cannot 
do so and fulfill our promise to patients 
around the world that we will find them all 
the medicines for their diseases,” he said.

CLIMBING OUT THE HOLE
Leiden also explained that as well as fund-
ing forthcoming innovations, including 
a potential one-off CF gene therapy, the 
company has fixed costs that it needs to 
meet. Formed in 1989, the company has 
only been profitable in the past three 
years, he said. “When we were developing 
and selling Kalydeco, for example, even 
here in England, we were losing $300m to 
$500m a year as a company,” he said.

Vertex CEO Defends Salary At  
UK Orkambi Pricing Hearing
FRANCESCA BRUCE francesca.bruce@informa.com

Under fire at a UK public hearing last 
week, Jeffrey Leiden, CEO of Vertex 
Pharmaceuticals Inc., tried to jus-

tify the company’s contentious approach 
to pricing its cystic fibrosis drug Orkambi 
(ivacaftor/lumacaftor) in England. He also 
defended his $17m salary and the com-
pany’s UK tax record.

Leiden’s comments came at a March 7 
hearing that was part of a parliamentary 
inquiry by the House of Commons Health 
and Social Care Committee into the avail-
ability of Orkambi on the NHS in England. 

The CEO faced accusations from NICE 
and NHS England that Vertex was intransi-
gent on pricing and that it was attempting 
to modify processes to meet its price ex-

pectations rather than take part in those 
processes. Andrew Dillon, chief executive 
of NICE, said that in 20 years of working at 
the health technology appraisal institute 
he had never seen a company demon-
strate such little “flexibility in its expec-
tations.” But the CEO explained why the 
company had stuck to its guns over pric-
ing and why his salary would have little 
impact on the drug’s price.

NHS England, NICE and Vertex have so 
far failed to agree on a way forward to 
make Orkambi available to patients in 
England. The deadlock has been drag-
ging on since NICE first rejected the drug 
in 2016, claiming its benefits did not out-
weigh its costs. The list price was around CONTINUED ON PAGE 4
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Certainty over Brexit arrangements appears to be in-
versely correlated with the proximity of the date for 
the UK to leave the EU. As I write, there are 10 days 
to the March 29 deadline. With every day of politi-
cal chaos that passes, the range of possible outcomes 
and their time frames broaden. Amid the confusion, 
the risk of the UK withdrawing abruptly and in dis-
orderly fashion looms ominously, while lurking 
threateningly on the other side is the possibility that 
a decisive break is postponed for an extended period. 
All this is bad news for most above-board businesses, 
which had never really relished the prospect even of 
an amicable Brexit deal.

Japanese companies have been particularly out-
spoken about the detriments of Brexit. Shionogi is 

now reported to be planning the move of its Euro-
pean headquarters from the UK to the Netherlands, 
after setting up in London to great fanfare in 2012 
(see p4). 

Dutch company Norgine has its own concerns 
about the immediate and the long-term future of the 
UK: chief operating officer Peter Martin highlighted 
to Scrip issues ranging from supply chain risks and 
medicines shortages to drug regulation and product 
launches (see p5). He also pointed out that regardless 
of the eventual outcome, Brexit has already had a di-
rectly negative impact on business by forcing Norgine 
and its peers to invest time and resources in contin-
gency planning which otherwise could have been 
spent on R&D and business growth.
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GW Pharma Looks Forward To EU  
Epidyolex Launch
 MAUREEN KENNY  maureen.kenny@informa.com

GW Pharmaceuticals is expecting to hear in the next few 
months whether Epidyolex, its cannabidiol oral solution 
for the treatment of two forms of rare and severe child-
hood epilepsy, is deemed fit for marketing across the EU.

If the European Medicines Agency gives the marketing 
authorization application (MAA) for Epidyolex the green 
light and formal EU approval follows, this would be the 
first medicine to contain a purified drug substance de-
rived from marijuana to be approved under the EU cen-
tralized procedure.

In the meantime, GW Pharmaceuticals PLC reports that 
a “commercial footprint” is in place in the five major EU mar-
kets of France, Germany, Italy, Spain and the UK and that 
“active preparations” are well under way for pricing and 
reimbursement to support launches in those countries in 
2019. Launches are expected in other EU countries in 2020.

GW was originally expecting to hear in early 2019 the out-
come of the EMA’s review of its MAA for Epidyolex (Epidio-
lex in the US) for the treatment of seizures associated with 
Lennox-Gastaut syndrome (LGS) or Dravet syndrome in pa-
tients two years of age and older. The company now says this 
should happen in Q2. Subject to a positive opinion, formal 
European approval would occur around two months later.

Published online 8 March 2019
To read the rest of this story go to: https://bit.ly/2FhLr5G
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The company’s net losses totaled 
around $5.3bn, he said. And while Vertex 
has recouped some $2bn, it is still $3.7bn 
“in the hole.” Leiden explained to the hear-
ing that this is the usual model for biotech 
companies. After investing over years us-
ing public equity investment and money 
from public investors, companies “slowly 
dig out of the hole” when they become 
profitable. Leiden said the company 
hopes to be out of its hole by 2021.

The net losses also explain why Vertex 
has paid no UK taxes over the past five 
years, something for which the com-
pany came under fire in the local media.  
According to Leiden, Vertex is likely to 
start paying taxes both in the UK and its 
home country, the US, in 2021, when the 
debts have been paid.  

PAY
Labour MP Ben Bradshaw quizzed the 
CEO on remuneration and asked if cutting 
the company’s fixed costs would lead to a 
better pricing proposition. He pointed not 
only to R&D investments and debt repay-
ments, but also to Leiden’s $17m remu-
neration. “To people in this room, that is 
an inordinate amount of money,” he said. 

But, according to Leiden, his salary and 
that of other senior executives, make very 
little difference to the price of the compa-
ny’s drugs. Paying Leiden no salary, bonus 
or stock at all would “not change the price 
in any meaningful way,” he said. The re-

sulting price reduction would amount to 
a fraction of 0.1%. Similarly, cutting senior 
executive salaries to zero would have little 
impact and would lead to a price reduc-
tion of below 1%.

Leiden also explained that more than 
90% of his compensation is based on per-
formance as measured by 40 goals set by 
the board of directors, the majority of which 
are focused on R&D.  “My compensation, in 
a way, reflects the tremendous productivity 
of the company in making new medicines.” 

Leiden was also asked whether his re-
muneration was linked to any pricing ob-
jectives. He replied that a “revenue goal is 
baked into one part of the remuneration.” 
However, that goal does not include coun-
tries where there is no reimbursement. “In 
other words, England is not in that goal, 
so there is no motivation for me or other 
senior executives to try to get reimburse-
ment at a high price in England so that I 
can drive that revenue goal.” Leiden also 
defended other company outgoings. Ver-
tex is a very small company, with 2,500 em-

ployees, 1,300 of whom are scientists and 
physicians working in research labs. The 
company also invests more than 70% of its 
operating expenses into R&D, well above 
the pharma industry average of around 
17-20%. He added that the company did 
not spend anything at all on direct to con-
sumer advertising and spent little on mar-
keting. The company has a “tiny” US sales 
force of just 20 reps.  “We are a very lean 
company, and what we do is take those 
revenues and put them back into R&D.”

NEW IDEAS
Leiden affirmed the company’s commit-
ment to finding a way forward to get 
Orkambi to patients, though he indicated 
that the solution would be geared towards 
tweaking the NICE evaluation process. This 
he said does not recognize the value of pre-
cision medicines like Orkambi.  “If we can 
work with [NICE and NHS England], and we 
are very eager to work with them, to adjust 
that system, as we have in Scotland, Aus-
tralia and Ireland, I am very optimistic that 
we will be able to come to a price that is 
both fair and appropriately recognizes the 
value of these special medicines.”

Leiden added that he would also be 
bringing new ideas to a March 11 meet-
ing with Matt Hancock, secretary of state 
for health. Vertex subsequently said the 
March 11 meeting was constructive and 
another would follow with NHS England 
and NICE next week.  

Published online 13 March 2019

Shionogi To Switch Europe HQ Out Of London  
Over Brexit
KEVIN GROGAN kevin.grogan@informa.com

Japanese pharmaceutical companies have been among the 
most vocal in the sector to express their concerns about Brex-
it and it seems that one of them – Shionogi & Co. Ltd. – is 

planning to move its Europe base from London to the Nether-
lands as the March 29 deadline for the UK to leave the European 
Union looms large. 

According to the Financial Times, which cited unnamed people 
who have been briefed on the matter, Shionogi intends to merge 
its UK operation with a Dutch subsidiary. While this is unlikely to in-
volve a large transfer of staff, the newspaper says the firm will enjoy 
“substantial financial dividends” by bypassing London in favor of the 
new headquarters and potentially lowering its tax liability in Japan.

Shionogi has not confirmed the move, and it did not respond 
to requests for comment from Scrip, but its departure would be in 
sharp contrast to the fanfare that greeted the company’s decision 
to opt for London as its European base in July 2012. Back then, the 
company marked its launch in Europe with a prestigious event in 
central London and said “the new headquarters will form a new 
era for the company.”

The arrival of Shionogi was met with considerable enthusiasm 
by then-Mayor of London Boris Johnson, who has since become 
a leading figure in the campaign for the UK to leave the European 
Union. He claimed that Shionogi would “make a fantastic addition 
to London’s growing life sciences sector, which benefits from our 

CONTINUED FROM PAGE 1 “My compensation, 
in a way, reflects the 
tremendous productivity 
of the company in making 
new medicines” - Vertex 
CEO Jeffrey Leiden
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top class universities and research centers, direct access to huge 
markets, a skilled cosmopolitan workforce and fantastic connec-
tivity. London really is the best place in the world to do business.”  
(Also see “Shionogi Sets Up In Europe, To Develop Pipeline Before 
The “Crestor Cliff”” - Scrip, 9 Jul, 2012.)

Shionogi seemed to agree at the time and stated that it elected 
to base its European headquarters in London “following an ex-
tensive review of potential locations on the continent as well as 
within the UK.” The company added that the capital was chosen 
“because of the good business infrastructure and support, the 
pool of exceptional talent, a favorable living environment for their 
employees and easy access to the rest of Europe.”

Less than seven years on and nearly three years since the UK 
referendum, the attraction of remaining and investing in the UK is 
wearing off for some Japanese companies at least. If the FT report 
proves correct, Shionogi will join the likes of electronics giants 
Sony and Panasonic in moving their European legal bases out of 
the country because of Brexit, while the car makers Nissan and 
Honda have cut their investments in the UK. 

Following the vote to leave in June 2016, the Japanese govern-
ment made clear its grievances to the UK. In a memo posted on 
the ministry of foreign affairs website, it said that “in light of the 
fact that a number of Japanese businesses, invited by the govern-
ment in some cases, have invested actively to the UK, which was 
seen to be a gateway to Europe… we strongly request that the 
UK… respond in a responsible manner to minimize any harmful 
effects on these businesses.”

Specifically on the pharma front, the Japanese expressed its wor-
ries about the relocation of the European Medicines Agency, which 
has just closed its doors in London and moved to Amsterdam. Back 
in 2016, the Japanese government stated that if the EMA were to 
transfer to another EU member state, “the appeal of London as an 
environment for the development of pharmaceuticals would be 
lost, which could possibly lead to a shift in the flow of R&D funds 
and personnel to continental Europe. This could force Japanese 
companies to reconsider their business activities” and it looks as 
though Shionogi has done just that.  (Also see “Goodbye To All That: 
EMA Leaves London After 24 years” - Pink Sheet, 1 Mar, 2019.)

Shionogi is part of the Japanese Pharmaceutical Group (JPG), 
an association of nine drug makers – the others being Astellas 
Pharma Inc., Chugai Pharmaceutical Co. Ltd. , Daiichi Sankyo 
Co. Ltd., Eisai Co. Ltd., Kowa Co. Ltd., Mitsubishi Tanabe Pharma 
Corp., Otsuka Pharmaceutical Co. Ltd. and Takeda Pharmaceuti-
cal Co. Ltd. – that conduct R&D in the UK. A year after the refer-
endum vote, the JPG told Scrip that aside from Brexit, its principal 
concerns were about access, saying that uptake of new medi-
cines in the UK is “unacceptable” and additional investments by 
its members are unlikely (outside the early discovery stage) until 
the situation changes and cost effectiveness NICE is reformed to 
“keep pace with changes and be seen to support innovation and 
life sciences.”  (Also see “Speedy NICE Support For Eisai’s Lenvima In 
Liver Cancer” - Scrip, 8 Nov, 2018.)  

Published online 11 March 2019

Shionogi to jump ship 
onto the continent

From Stockpiling To Product Launches: Norgine 
Executive Shares Brexit Fears
ELEANOR MALONE eleanor.malone@informa.com

T here are 17 days to go before the 
UK is scheduled to withdraw from 
the EU, and the deal Prime Minister 

Theresa May has negotiated with the bloc 
hangs on a cliff edge. Like many pharma 
companies, Norgine BV has made prepa-
rations for a no-deal Brexit, but chief oper-
ating officer Peter Martin is not convinced 
that industry’s efforts will be sufficient to 
protect patients from medicines short-
ages. Furthermore, he has concerns about 
several aspects of the future environment 
for medicines in the UK, from regulation to 
commercial priorities.

As a European company carrying out 
significant operations and trade in the UK, 
the cost of Brexit has already been mate-
rial for Norgine. Martin revealed it has 
spent £11m (€12.8m) on preparations, not 
including the diversion of resources into 
having “a couple of dozen people” spend-
ing “a great deal of time and some of them 
exclusively” working on Brexit for the past 
two years. “We haven’t had an answer to 
the question of who’s going to pay for all 
the excess inventory that we’ve building 
up, but we know the answer: it will be us,” 
he added. “We’ve been hoping for the best 

Peter 
Martin

scripintelligence.com
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but planning for the worst, and that’s a lot 
of money, a lot of inventory, a lot of plan-
ning. We could have been doing other 
things: looking at new products, trying to 
find other ways to serve patients better.”

In an interview with Scrip, the executive 
outlined some of the ways in which Brexit 
is affecting the company and the wider 
pharmaceutical environment.

PEOPLE
Martin lamented the impact that the out-
come of the Brexit referendum has had on 
“the development of our UK operation.” 
He said the group would be hiring fewer 
people into the UK than it would have 
done without Brexit, hiring instead in its 
other European offices.

“We know from our recruitment efforts 
that recruiting people from the EU into 
the UK has been more difficult over the 
past couple of years, as you might expect, 
because they aren’t sure about their own 
status, and nor are they sure about the sta-
tus of their spouses – will they have work 
permits, will their children be able to go to 
school, to university, will they be able to 
access healthcare? It’s not catastrophic for 
Norgine because we’re a Dutch company, 
but it’s not great for UK PLC and it’s not 
great for our UK operations, either.”  (Also 
see “Shionogi To Switch Europe HQ Out Of 
London Over Brexit” - Scrip, 11 Mar, 2019.)

PARALLEL TRADE
Another of Martin’s concerns is around 
parallel trading. “We’ve been building up 
inventories in the UK of products that we 
import from the rest of Europe or the rest 
of the world, and also within Europe of 
products that we manufacture in the UK. 
But we have no control over parallel trade. 
And let’s just say that the pound crashed 
– which is not an extremely unlikely situ-
ation currently given the uncertainty 
around Brexit – then the price of phar-
maceuticals in the UK relative to other EU 
countries would be very low.” 

Martin says the risk this poses to UK 
medicines supplies has been flagged up 
to the government, but no action has 
been taken to ensure parallel exporters 
are not able to exploit the situation by 
buying up products stockpiled in the UK 
and selling them in EU countries.

“So UK patients could be in a position 
where they can’t access products that are 

manufactured in the UK even though the 
local industry and UK affiliates of various 
companies have built up the stockpiles 
we were asked to. We can’t interfere with 
trade across the European border. We 
could have six weeks’ stock one day and 
the next day it could be bought.”

SUPPLY CHAINS
Meanwhile, the executive cautions that 
smaller companies may not be ready for 
Brexit. “I suspect that we’ll only find out if 
we’re in the unfortunate circumstance of 
having a no-deal Brexit, but if that hap-
pens there might be more discontinu-
ity in the supply chain than people think 
possible, just because some of the smaller 
companies don’t have the resources to 
do what we and the larger multinationals 
have done.”

The other challenge is that even with 
the best laid plans, the complexity of Brex-
it means that a disorderly exit without a 
deal could have unforeseen results. While 
Norgine has booked alternative supply 
routes, hired warehouses to store raw 
materials and finished goods and built 
up inventory, shocks to the system – such 

as major disruption to significant routes 
across the Channel – could still under-
mine the contingency plans. “We’re going 
to have to be reactive if there’s a no-deal 
Brexit and I don’t doubt that will involve us 
in extra expense but also distraction from 
our real business,” Martin told Scrip. “We 
just think no-deal Brexit is something that 
should be avoided at all costs.”

PRODUCT LAUNCHES
In the longer run, the UK will no longer 
be a priority market for product launches, 
Martin said. “Currently we prioritize find-
ing a partner in the US, a partner in Japan, 
and getting pan-European approvals. 
Those countries which aren’t part of the 
EMA [European Medicines Agency], such 
as Switzerland, have come after the EU as 
markets we want to go into. Just because 
we don’t want the hassle of doing registra-
tions at the same time as we’re trying to 
get a European authorization, which gives 
us a much larger market to go for. So the 
UK will fall behind the rest of Europe, and 
will be on the same tier as Switzerland, 
Australia and New Zealand, and patients 
there will get access to products later 
than they would otherwise have done.”  
(Also see “UK Industry Skeptical Of Govt’s 
No-Deal Brexit Filing Expectations” - Pink 
Sheet, 18 Feb, 2019.)

REGULATION
Acknowledging that the UK’s Medicines 
and Healthcare Products Regulatory 
Agency (MHRA) is keen to make the UK 
environment as attractive and as aligned 
to Europe as possible, Martin worries that 
“in practice I’m not sure what that means. 
There’s still a huge amount of uncertainty 
about what the post-Brexit regulatory 
framework in the UK could be. Because it 
takes two to tango, for one thing, so while 
the UK may for a while at least recognize 
approvals in the EU, there’s no guaran-
tee that would be for ever; the UK would 
certainly give itself the sovereignty to de-
mur from any decisions made at the EMA, 
so there’s likely to be a divergence and it 
just means that it’s more messy, frankly. 
You’re dealing with another market, so I 
suspect it would make the UK less attrac-
tive for clinical trials, make it less attractive 
as a manufacturing base, and make it, as 
I mentioned before, less attractive as an 
early launch market.”

Norgine At  
A Glance

With a manufacturing site in Hen-
goed, Wales, where around 350 
people are employed, another site 
in Dreux, France, and a range of 
external manufacturing partners, 
Norgine supplies products includ-
ing the prescription laxative Movi-
col, bowel preparations Plenvu and 
Moviprep, Dantrium (dantrolene 
sodium), which is used as an emer-
gency treatment in rare cases of 
anesthesia causing life threaten-
ing malignant hyperthermia, and 
Lymphoseek (tilmanocept), a ra-
diopharmaceutical used to detect 
lymph nodes in certain cancers. 
It has a UK operations head office 
in Harefield, where Martin says a 
significant number of staff are EU 
nationals, as well as group head-
quarters in Amsterdam, the Neth-
erlands, and offices in Milan, Ma-
drid, Copenhagen and Paris.
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The uncertainty around the UK’s con-
tinuing participation in the Falsified Medi-
cines Directive is another regulatory area 
Martin flagged up as an issue of concern.  
“That could potentially be good news for 
counterfeiters,” he warned.

NAVIGATING A JOURNEY TO AN 
UNKNOWN DESTINATION
So as we approach March 29 with little 
clarity on the outcome, does Martin feel 
Norgine and the industry at large has 
been sufficiently consulted? “We’ve had 
the opportunity to input, both as an indi-

vidual company as a member of the vari-
ous trade associations. But the difficulty 
has been the lack of consistency and di-
rection in trying to determine which way 
Brexit was going to turn out. Early on we 
were getting messages essentially saying 
‘don’t be too concerned, it’ll all be all right 
on the night.’ And we fortunately chose 
not to believe that, or at least not to take it 
for granted. And I’m glad we did because 
otherwise we wouldn’t have been in the 
position that we are now.” 

He said the company had been recog-
nized as an important part of the industrial 

base in Wales by the various government 
departments it had communicated with. 
“But the civil servants have been working 
against a very difficult background. They 
can only do so much with the material 
they had.”

Martin makes no secret of the fact that 
Norgine had lobbied for the UK to remain 
in the EU, but he says the company ac-
cepts the outcome of the referendum. “But 
we would urge the government to finish 
up with a deal that allows the UK to be as 
close to European systems as possible.”  

Published online 12 March 2019

Galderma’s First-In-Class Biologic Chases Eczema Spoils
ALEX SHIMMINGS alex.shimmings@informa.com

Nestlé Skin Health’s medical unit Galderma SA is preparing 
to begin a worldwide Phase III program mid-2019 for its 
first-in-class monoclonal antibody product targeting IL-31, 

nemolizumab, in moderate-to-severe atopic dermatitis.
The move comes on the back of the presentation of the final 

results from a 226-patient Phase IIb study at a late-breaking ses-
sion of the American Academy of Dermatology (AAD) meeting in 
Washington DC last week. 

Experts say the biologic has the potential to join Sanofi/Regen-
eron Pharmaceuticals Inc.’s Dupixent (dupilumab) and expand 
this large and underserved market. Dupixent was the first system-
ic agent approved by the FDA for the treatment of moderate-to-
severe adult patients who are unresponsive to topical therapies. 
The anti-IL-4 and IL-13 agent has been described as “revolution-
ary” for these refractory patients but a host of other biologicals are 
in development that all want a slice of the pie. 

Galderma’s nemolizumab is a humanized monoclonal an-
tibody directed against IL-31R alpha, which blocks signaling 
from IL-31 thought to play a role in atopic dermatitis skin in-
flammation and skin barrier impairment. IL-31 is released by 
Type 2 helper T-cells which drive the systemic allergic response 
in atopic dermatitis. 

The product was originally developed by Chugai Pharmaceuti-
cal Co. Ltd. , and then licensed to Nestlé Skin Health in 2016 for 
atopic dermatitis worldwide excluding Japan.  The Japanese li-
censee, Maruho Co. Ltd., is already testing the product in Phase III 
for itching caused by atopic dermatitis.

The Phase IIb study’s principle investigator, Jonathan Silverberg 
from North Western University in Chicago, US, said nemolizumab 
significantly improved atopic dermatitis signs and very rapidly im-
proved atopic dermatitis symptoms, including pruritus and sleep 
disturbance. 

The randomized, double-blind 24-week trial tested three doses 
of nemolizumab (10, 30, or 90 mg every four weeks) against pla-
cebo, added to mid-potency topical corticosteroids, in 226 adults 
with moderate-to-severe AD, severe pruritus and inadequate con-
trol with topical treatment. 

This study met the primary endpoint of a greater improve-
ment in Eczema Area and Severity Index (EASI) scores from 
baseline compared with placebo. A 73% reduction in mean EASI 
score was seen at week 24 with nemolizumab compared with 
58% for placebo.

Nemolizumab was well-tolerated at each dose. The most com-
mon adverse events were nasopharyngitis and upper respiratory 
tract infection although subjects with pre-existing asthma report-
ed an increase in asthma related events; these events were mostly 
mild and were reversible under treatment.

MARKET POTENTIAL IS THERE
Experts say there is certainly a place for a product if it continues to 
show this kind of therapeutic profile in Phase III.

In their January annual drug pipeline report, analysts at Morn-
ingstar said that treatments for moderate to severe atopic derma-
titis have a market potential of more than $7bn ($4bn by 2022) 

Phase IIb Nemolizumab Study Results

PLACEBO NEMOLIZUMAB P VALUE

Eczema Area and Severity Index (EASI) at Week 24 (Primary endpoint) 58 % 73 % p=0.016

Investigator’s Global Assessment (IGA) Score of 0 or 1 (Secondary  endpoint) 12 % 33 % p=0.0008

Patients w/75 percent reduction in EASI (Secondary endpoint) 19 % 49 % p<0.01

Four-point reduction in itch, as measured by the pruritus numerical-rating 
scale (NRS) score (Secondary endpoint)

21 % 68 % p<0.001

scripintelligence.com
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Takeda’s Entyvio Beats Humira In Head-To-Head 
Ulcerative Colitis Trial
JOHN DAVIS john.davis@informa.com

Preliminary clinical data showing Takeda Pharmaceutical Co. 
Ltd.’s gut-selective biologic, vedolizumab (Entyvio), was supe-
rior to AbbVie Inc.’s anti-TNF biologic Humira (adalimumab) 

in achieving clinical remissions in patients with moderate-to-severe 
active ulcerative colitis could have important implications for clini-
cal practice, and also commercially for the therapeutic sector.

The VARSITY study is thought to be one of the first head-to-
head blinded comparisons of two biologics in inflammatory 
bowel disease (IBD); it also involves a drug, Humira, for which bio-
similar versions are likely to become available in the next several 
years, likely reducing the cost of therapy and increasing competi-
tive pressures in this and other therapeutic sectors. But the study 
could also be a foretaste of a trend to directly compare older and 
newer agents in order to differentiate between a bunch of new 
candidate drugs nearing the market for ulcerative colitis.

In the Phase IIIb VARSITY study which compared intravenous 
vedolizumab with subcutaneous adalimumab in a blinded dou-
ble-dummy trial in patients with moderate-to-severe active ul-
cerative colitis, patients were treated at various weekly intervals 
with either Entyvio or Humira and evaluated after 52 weeks as to 
clinical remission. 

The study found a difference of 8.8% favoring vedolizumab in 
terms of the primary endpoint of clinical remission, a statistically 
significant (p=0.0061) difference, and the results were presented 
at the 14th Congress of the European Crohn’s and Colitis Orga-
nization (ECCO) in Copenhagen, Denmark on March 9. There was 
also a non-significant trend favoring vedolizumab in terms of 
safety, the trial revealed.

“These results are contrary to what people expected; most peo-
ple feel that anti-TNF agents are more effective broadly than other 

due to the pervasiveness of the condition (which affects at least 
17.8 million people in the US) and the limited number of safe 
treatments for this population. 

As the first approved biologic for atopic dermatitis, Dupixent’s 
peak sales in this indication could reach $2bn, the analysts say, 
although sales could plateau with the launch of oral JAK inhibitors 
also in development.

“We expect new biologic treatments to be limited to the severe 
population, which is close to 1 million in the developed world. 
While generic corticosteroids and immunosuppressants like cy-
closporine are frequently used, both have long-term risks of side 
effects,” they commented. 

Datamonitor Healthcare therapeutic area director Dominique 
Fontanilla noted that the need to develop therapies suitable for 
patients who are refractory to existing treatments is one of the 
highest priorities in atopic dermatitis. So much so, that Fontanilla 
believes that nemolizumab will not pose too much of a threat to 
Dupixent, but rather expand the overall market. “There is consid-
erable opportunity in this market for novel therapies targeting 
the moderate to severe patient population to make inroads and 
that’s something we’ve seen in the past with Dupixent. Because 
the unmet need in refractory moderate-to-severe atopic dermati-
tis is so high, it’s likely that instead of competing with each other, 
nemolizumab will grow this market segment alongside Dupixent.”

CLINICAL COMPARISONS
Dupixent has a considerable head start over nemolizumab but 
the Phase III data for the new product will be needed to give more 
of an idea of how they will compare clinically.

Fontanilla noted that nemolizumab was used in conjunction 
with topical corticosteroids and “if you do a cross-trial com-
parison to Dupixent’s CHRONOS trial where it was also admin-
istered along with corticosteroids, nemolizumab’s data shows 

slightly less efficacy but is comparable enough that further de-
velopment is warranted.” 

She added that it would be interesting to see whether nemoli-
zumab’s development would also include data supporting its use 
as a monotherapy “as Regeneron has done with the SOLO 1 and 
SOLO 2 trials [of Dupixent]. Further opportunities for nemolizum-
ab’s development include the pediatric and young adolescent 
patient populations which constitute the majority of atopic der-
matitis patients.”

There appears to be very little competition specifically in 
the anti-IL-31 space to trouble nemolizumab. The only other 
product that acts on IL-31 is Kiniksa Pharmaceuticals Ltd.’s 
KPL-716 in Phase I, a monoclonal antibody targeting the on-
costatin M receptor beta (OSMRß), which mediates signaling 
of IL-31 and oncostatin M.

But the atopic dermatitis field as a whole is much busier, with 
many small-molecule and biological products covering a range of 
mechanisms of action and routes of administration in Phase II and 
III development. Small-molecule products include the JAK inhibi-
tors from AbbVie Inc. (upadacitinib) and Eli Lilly & Co. (baricitinib).

Looking purely at biologicals used to target specific inflamma-
tory mediators, there are the anti-IL-13 products, tralokinumab 
(in Phase III, licensed to Leo Pharma AS from AstraZeneca PLC in 
June) and lebrikizumab (in Phase II). Almirall SA recently entered 
a deal with US-based Dermira Inc. for lebrikizumab in Europe.  
(Also see “Almirall Extends Dermatology Reach With Dermira Leb-
rikizumab Deal” - Scrip, 12 Feb, 2019.)

Biologicals at Phase II for atopic dermatitis include: XBiotech 
Inc.’s anti-IL-1a product, bermekimab, AnaptysBio Inc.’s IL-33 an-
tagonist, etokimab; Novartis AG’s anti-IL-17 product, MOR-106; 
and AstraZeneca’s tezepelumab, a fully human Mab against thy-
mic stromal lymphopoeitin.  

Published online 12 March 2019
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agents, and this study flies in the face of that,” said the VARSITY 
study’s principal investigator, Dr Bruce Sands, chief of the Dr Hen-
ry D Janowitz division of gastroenterology at Mount Sinai Hospi-
tal, New York. “This is the first time we have had a head-to-head 
comparison in a blinded study of two biologic therapies in inflam-
matory bowel disease (IBD), and it’s critically important to have 
studies like this to help us decide how to position these agents,” 
Sands told Scrip in an interview.

At the 52-week time-point, 31.3% (n = 120/383) of patients re-
ceiving intravenous vedolizumab achieved the primary endpoint 
of clinical remission, compared with 22.5% (n = 87/386) of pa-
tients receiving subcutaneous adalimumab in the VARSITY study. 
Significantly higher rates of mucosal healing, 39.7% versus 27.7%, 
p = 0.0005, were also observed. The overall superiority of vedoli-
zumab was most pronounced in patients who had not been pre-
viously treated with anti-TNF agents, Sands noted, a finding with 
implications for clinical practice. “If we are going to choose a first-
line biologics therapy for active disease, vedolizumab is probably 
the superior choice,” he argued.

Analysts at Biomedtracker noted that other companies are 
starting to use active comparators in their ulcerative colitis clinical 
studies: Roche is comparing its investigational integrin inhibitor, 
etrolizumab, with adalimumab in the Phase III HIBISCUS trial, and 
with Remicade (infliximab) in the Phase III GARDENIA study. Some 
Phase II studies in ulcerative colitis are now using vedolizumab 
as the active comparator, including Allergan PLC’s brazikumab 
and Roche’s RG-7880. The increasing number of biologics being 

evaluated for ulcerative colitis necessitates the growing number 
of direct comparator studies to differentiate and distinguish these 
products, the analysts added.

INCREASING COMPETITION
Vedolizumab is Takeda’s top-selling product, with a 35% sales in-
crease in the most recently reported quarter to JPY194.4bn, due 
to its availability in more than 60 countries including the US and 
EU. It was launched in Japan in November 2018 for moderately to 
severely active ulcerative colitis.

Entyvio has a completely different mechanism of action to 
adalimumab, being an antagonist of the alpha4beta7 integrin, 
inhibiting its binding to mucosal adhesion molecules but not 
vascular cell adhesion molecules. But whether the difference 
in its mechanism of action is the reason for the difference in ef-
ficacy compared with adalimumab is not known. What can be 
said is the difference is not expected to be due to the differing 
routes of administration, because of the blinded double-dummy 
design of the VARSITY study.

Some patients may favor subcutaneous adalimumab admin-
istration over intravenous vedolizumab administration, but the 
route of administration is unlikely to be a major factor in choosing 
an IBD therapy. “I’m sure safety and efficacy are usually the decid-
ing factors for patients,” reckoned Sands. 

That said, Takeda has a subcutaneous formulation of Entyvio for 
ulcerative colitis in late-stage clinical development.  

Published online 13 March 2019
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“Narasimhan has had major infl uence on future of Novartis, especially his 
spearheading digital health and technology. He is obviously accomplished 
and now has a perch to dramatically impact the biopharma business 
model, but needs to demonstrate over the coming years how much his 
innate strengths as well as Novartis platform can deliver.”

Scrip Awards Judges

Executive of the Year – For 
Large & Medium Cap Companies

During the qualifying year, Vas Narasimhan, the then 
global head of drug development and chief medical 
offi cer, was announced as CEO designate, ahead of the 
departure of former CEO Joe Jimenez. Since taking the 
helm, Narasimhan quickly signaled his intention to further 
Novartis’s commitment to digital health, with the goal 
of achieving a ”productivity revolution” by transforming 
Novartis from a traditional healthcare company into a 
medicines and data sciences company with a series of 
bold moves.

2018

Winner: Vas Narasimhan, CEO of Novartis
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AMAG’s Makena Fails Confirmatory Pre-Term Birth 
Study, But May Not Be Pulled From Market
MANDY JACKSON mandy.jackson@informausa.com

AMAG Pharmaceuticals Inc.’s Make-
na (hydroxyprogesterone capro-
ate injection) failed to achieve 

both co-primary endpoints in the PRO-
LONG confirmatory study required by the 
US FDA when it granted Subpart H accel-
erated approval in 2011, but the drug may 
not be pulled from the market.

While PROLONG was meant to confirm 
the FDA’s accelerated approval decision 
for Makena, it’s unclear whether the agen-
cy will require AMAG to stop selling the 
drug as well as an authorized generic. In 
fact, some analysts expect the drug – al-
ready seeing sales decline due to competi-
tion from generics that launched last year 
– to remain on the market. AMAG said on 
March 8 that it is reviewing the PROLONG 
data in hopes that subgroup analyses will 
confirm a benefit for some patients.

Makena has been plagued by contro-
versy for more than a decade as the drug’s 
original developers struggled to win FDA 
approval for their proprietary formulation 
of progesterone – a hormone that obste-
tricians have long used in compounded 
forms to prevent pre-term births.  (Also 
see “KV Pharma price doubles as FDA ap-
proves first preterm birth drug” - Scrip, 7 
Feb, 2011.) AMAG acquired Makena when 
it purchased Lumara Health Inc. in 2014 
for $675m up front after Lumara, formerly 
KV Pharmaceutical, struggled to generate 
meaningful sales of the drug.

KV stumbled out of the gate with 
Makena, pricing the drug at $1,500 per 
dose – a list price that generated public 
and political backlash – then cutting the 
cost to $690, which was still far higher 
than the $20-$100 prices per dose that 
compounders charged for progesterone 
used to prevent pre-term births.  (Also 
see “US FDA steps into high-price Makena 
preterm birth drug controversy “ - Scrip, 
31 Mar, 2011.) The FDA declined to stop 
compounders from providing lower-cost 
progesterone and KV blamed the cheap-
er versions of the hormone for its lacklus-
ter Makena sales, leading the company to 
file for Chapter 11 bankruptcy.

Makena sales more than doubled under 
AMAG from $165.8m in 2014 to a peak of 
$387.2m in 2017, declining to $322.8m in 
2018 after generics began to hit the mar-
ket. Even so, the drug provided 69% of the 
company’s $474m in 2018 revenue, so it 
remains an important product even as its 
sales decline.

That’s why AMAG’s stock fell 17.7% to 
close at $11.29 on March 8 as the PROLONG 
study’s failure raised the question of wheth-
er Makena will remain on the market.

LITTLE DIFFERENCE FROM 
PLACEBO
PROLONG enrolled 1,700 women – 75% 
from outside of the US – with a history of 
pre-term delivery of a single baby. Make-
na did not achieve statistical significance 
on either of the co-primary endpoints 
relating to pre-term deliveries and neo-
natal mortality.

The incidence of pre-term delivery at 
less than 35 weeks was 11% in the Make-
na-treated group and 11.5% in the pla-
cebo group (p=0.72), while the percent-
age of patients who met criteria for the 
pre-specified neonatal morbidity and 
mortality composite index was 5.4% in 
the Makena arm of PROLONG and 5.2% 
in the placebo arm (p=0.84). AMAG said 
adverse event profiles were comparable 

for Makena and placebo with adverse 
events of special interest described as 
infrequent and similar, including miscar-
riage and stillbirth.

AMAG Chief Medical Officer Julie Krop 
suggested in a statement from the com-
pany that the demographic differences 
between the clinical trial used to support 
Makena’s 2011 approval and the newly 
reported confirmatory study explain the 
lack of a significant benefit of the drug in 
PROLONG.

Because Makena has become the stan-
dard of care for preventing pre-term la-
bor in the US, Krop said US doctors were 
reluctant to enroll their patients in a clini-
cal trial in which they might receive a pla-
cebo. That led to 75% of women enrolled 
in PROLONG coming from outside the US, 
largely in Eastern Europe. 

SVB Leerink analyst Ami Fadia pointed 
out in a March 8 note that the women in 
the Meis trial, which supported Makena’s 
approval, were largely African-American. 

“We agree this could be part of the 
reason, given that in the Meis trial at 35 
weeks the benefit in non-black women 
was much smaller than in black women,” 
Fadia said. “Further, a change to a week 
35 endpoint from the previous week 37 
endpoint could also have made it hard-
er to demonstrate benefit, as the treat-
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ment benefit in non-black women from 
the Meis trial was only evident from 
week 35 onwards.”

As such, Krop said, “we plan to con-
duct additional sub-group analyses of 
the PROLONG data, particularly focus-
ing on patients at the highest risk of pre-
term delivery and the subset of patients 
enrolled in the US. We will work closely 
with our publications committee to fur-
ther assess the data, submit the findings 
to the FDA, and prepare the data for 
peer reviewed publication.”

Fadia cited Centers for Disease Control 
data that show pre-term birth rates are 
4.5% higher for non-Hispanic black wom-
en than for non-Hispanic white women, 
noting that socioeconomic status, sever-
ity of disease and other factors besides 
genetics may explain the difference.

ANALYSTS MIXED ON 
MAKENA’S FUTURE
The worst case scenario for Makena is that 
the FDA will require AMAG to stop market-
ing the product, but Fadia explained that’s 
not a certainty, given that some other 

drugs granted accelerated approval have 
not been taken off the market. AstraZen-
eca’s lung cancer drug Iressa was allowed 
to stay on the market after a failed con-
firmatory trial, and it eventually received 
a full approval for a selected population 
(EGFR-positive). The agency has shown 
flexibility in dealing with accelerated ap-
provals that fail confirmatory trials.  (Also 
see “Accelerated Approval: US FDA Defends 
Size Of Premarket Safety Databases, Con-
firmatory Endpoints” - , 5 Mar, 2018.)

Cowen analyst Ken Cacciatore in a March 
8 Pink Sheet note was more certain that 
Makena’s approval wouldn’t be pulled, 
because the FDA has a vested interest in 
keeping manufacturing of progesterone 
for prevention of pre-term birth under the 
agency’s watchful eye rather than have 
all at-risk pregnant women treated with 
compounded progesterone. 

“Recall, at the time of the Makena ap-
proval, the clinician community had be-
come convinced (over years of off-label 
use) that compounded 17a-hydropro-
gesterone caproate injection utilized 
in pregnant women at risk of pre-term 

birth could have vastly improved out-
comes,” Cacciatore said. 

“The FDA was presented with a very dif-
ficult choice: accept fairly limited clinical 
data (albeit via sponsorship from the NIH) 
or continue to allow pregnant women to 
receive an injection from fairly unregu-
lated sources,” he continued. “The agency 
clearly accepted the limited clinical data 
and granted approval for Makena as we 
believe (and speculate) that the true goal 
was to bring the manufacturing under 
FDA compliance.”

Jefferies analyst Eun Yang also sug-
gested in a March 8 note that withdrawal 
of Makena’s approval is unlikely, but noted 
that the product’s already declining sales 
could take a hit based on the PROLONG 
results.

“While we are not lowering Makena 
franchise sales estimates as we’ve al-
ready assumed a decline (by about 
42%/34%/19% year-over-year for 2019-
2021), Makena still accounts for about 
50% of our estimated FY19 revenue for 
AMAG,” Yang said.  

Published online 8 March 2019
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“I am delighted to accept this on behalf of every colleague at MSD each 
and every one of us has a shared vision and mission to help address the 
health needs of patients across the world through world-class science and 
medicine.”

Louise Houson, MD of MSD

Pharma Company of the Year
Scrip was impressed by MSD’s performance in a most areas, from 
the political leadership of its CEO Kenneth Frazier, to its fi nancial 
performance, particularly of its lead immuno-oncology drug 
Keytruda (pembrolizumab), which more than doubled its sales in 
the 12 months to June 30 2018 to $5.5bn, almost surpassing its 
diabetes franchise. Keytruda also shone in the clinic, where it pulled 
ahead of its rivals in indications such as lung cancer.

Then there were MSD’s deals. In addition, to the alliance with 
AstraZeneca for the cancer drugs Lynparza and selumetinib, it 
entered into a multi-cancer global strategic oncology collaboration 
with Eisai Co. Ltd. centered around Lenvima (lenvatinib), while in 
M&A has committed more than $900m to acquire two innovative 
biotech companies Rigontec and Viralytics.

2018

Winner: MSD
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NASH 
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NASH 
PIPELINE
Racing To The Finish

Predicted to exceed $20bn 

a year in sales at peak, the 

NASH R&D pipeline features 

57 clinical candidates in 

development by 50 companies 

testing 33 different MOAs.
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greater improve-
ment in fibrosis 
score without 
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Resolution of 
NASH without 
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Histologic 
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liver-related 
outcomes: cirrhosis, 
HCC, need for 
transplant, all-
cause mortality
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WHAT THEY NEED TO FINISH

Intercept

Genfit

Gilead

Allergan

FDA’s December
2018 guidance
allows for two
different endpoints:
reduction of fibrosis
or resolution of
NASH. Some
sponsors are also
conducting long-
term histological
assessment.

PPAR AGONIST 

6 5 3 2

FXR AGONIST FGF RECEPTOR 
ANALOG

GLP1 AGONIST 

ACC INHIBITOR

MPC 
MODULATOR

5LIPOXYGENASE

THR AGONIST

P2 RECEPTOR
INHIBITOR

ASBT INHIBITOR

SGLT2 INHIBITOR

Genfit
Inventiva
CymaBay
Coherus
TD3
Zydus Cadila

Intercept
Gilead 
Enanta 
Novartis (2)

Bristol
NGM
89Bio

Novo Nordisk
Hanmi
Pfizer

Gilead
Pfizer

Cirius
Poxel

Affimune
MediciNova

Second Genome
Cerenus

Mirum
Albireo

Mechanisms Of Action plus        unspecified
MOAs With Multiple Candidates

Alovynt
Novartis

Madrigal
Viking

MAKES & MODELS

MOAs being pursued   
with a single drug candidate

Galmed / Aramchol
Conatus/Novartis / Emricasan
Gilead / GS-0976
Gilead / GS-9674

Inventiva / Lanifibranor
Novartis / LJN452
Cirius / MSDC-0602K
Bristol / Pegbelfermin
Alovynt / Remogliflozin
CymaBay / Seladelpar
Affimune / AF102
Boehringer / BI 1467735
Enanta / EDP-305
Gemphire / Gemcabene
GRI Bio / GRI-621
Galectin / GL-MD-02
Shenzhen HighTide / HTD1801
Immuron / IMM-124E

TaiwanJ Pharma / JKB-121
Novartis / LIK066
Zydus Cadila / Lipaglyn
LifeMax / LM-011
Novartis / LMB763
Madrigal / MGL-3196
MediciNova / MN-001
NGM / NGM282
NuSirt / NS-0200
Novo Nordisk / Ozempic
Pfizer / PF-05221304
Pfizer / PF-06835519
Second Genome / SGM-1019
Viking / VK-2809
Mirum / Volixibat

GAINING SPEED IN PHASE II KEY: Company / Compound

COMPANY/DRUG

APPROVAL 
expected

PHASE III
data reported/

expected

INTERCEPT
Obeticholic acid (OCA)

PPAR alpha/delta agonist         9/19 - 12/19             1Q/21

MOA

FXR agonist                                  2/19/19                     6/20

GENFIT
Elafibranor

GILEAD
Selonsertib

CCR 2/5 antagonist                     9/20                           4Q/21 - 1Q/22

ASK1 inhibitor                             2/11/19                      n/a

ALLERGAN
Cenicriviroc (CVC)

NEARING THE FINISH LINE

DRUG CANDIDATES 
have reached Phase III in NASH.
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MOAs being pursued   
with a single drug candidate

Galmed / Aramchol
Conatus/Novartis / Emricasan
Gilead / GS-0976
Gilead / GS-9674

Inventiva / Lanifibranor
Novartis / LJN452
Cirius / MSDC-0602K
Bristol / Pegbelfermin
Alovynt / Remogliflozin
CymaBay / Seladelpar
Affimune / AF102
Boehringer / BI 1467735
Enanta / EDP-305
Gemphire / Gemcabene
GRI Bio / GRI-621
Galectin / GL-MD-02
Shenzhen HighTide / HTD1801
Immuron / IMM-124E

TaiwanJ Pharma / JKB-121
Novartis / LIK066
Zydus Cadila / Lipaglyn
LifeMax / LM-011
Novartis / LMB763
Madrigal / MGL-3196
MediciNova / MN-001
NGM / NGM282
NuSirt / NS-0200
Novo Nordisk / Ozempic
Pfizer / PF-05221304
Pfizer / PF-06835519
Second Genome / SGM-1019
Viking / VK-2809
Mirum / Volixibat

GAINING SPEED IN PHASE II KEY: Company / Compound

COMPANY/DRUG

APPROVAL 
expected

PHASE III
data reported/

expected

INTERCEPT
Obeticholic acid (OCA)

PPAR alpha/delta agonist         9/19 - 12/19             1Q/21

MOA

FXR agonist                                  2/19/19                     6/20

GENFIT
Elafibranor

GILEAD
Selonsertib

CCR 2/5 antagonist                     9/20                           4Q/21 - 1Q/22

ASK1 inhibitor                             2/11/19                      n/a

ALLERGAN
Cenicriviroc (CVC)

NEARING THE FINISH LINE

DRUG CANDIDATES 
have reached Phase III in NASH.
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Merck Makes Its Debut In Pain With Pioneering New 
Analgesic Class 
JO SHORTHOUSE joanne.shorthouse@informa.com

A new collaboration deal will see Merck & 
Co. Inc. pioneer a potential new class of 
neuropathic pain medications which 

could provide an alternative to opiates, 
based on early science from King’s College 
London (KCL). 

KCL and the Wellcome Trust, which 
initially funded the university research 
with a grant of £4.5m in 2012, will be 
eligible to receive up to $340m in de-
velopment and sales milestones as well 
as royalties from the big pharma if a drug 
comes to market.

The deal is based on the work of KCL’s Peter 
McNaughton into the second of the four members 
of the hyperpolarization-activated cyclic nucleotide-gat-
ed (HCN) channel proteins, known as HCN2, and its potential in 
chronic pain.  

Merck will be responsible for conducting lead optimization, 
preclinical development and clinical trials. The company will also 
provide funding to McNaughton’s laboratory at the Institute of 
Psychiatry, Psychology and Neuroscience at KCL for further re-
search on the biological mechanisms of pain.

While Merck does market (in certain countries) the anti-inflam-
matory Arcoxia (etoricoxib), for pain in arthritic conditions, this 
move represents the company’s first significant foray into devel-
oping a pain-specific program.

Many other companies are developing pain medications, but 
currently there are no other companies targeting the HCN2 chan-
nel for relief from chronic pain. Datamonitor Healthcare forecasts 
that the neuropathic pain market will be worth $6.9bn in 2026, 
despite generics cannibalizing market leading products such 
as Pfizer Inc.’s Lyrica (pregabalin).

THE HCN ROUTE
IMcNaughton, who has been investigating the protein since 2011, 
explained his approach to creating the pain candidate therapy in 
an exclusive interview with Scrip.

Having studied HCN channels, also known as pacemaker chan-
nels because they help to generate rhythmic activity within 
groups of heart and brain cells, McNaughton’s “eureka moment” 
came when he discovered that the HCN2 channel was responsi-
ble for pain, he said. “There’s an HCN channel which drives repeti-
tive activity in pain-sensitive neurons in much the same way as it 
does in the heart.” 

The team then worked to develop a blocker that was selective 
for HCN2 without affecting HCN4, which regulates the heart rate. 
“This turned out to be a very fruitful way forward,” he said.

With the £4.5m grant from the Wellcome Trust, the team en-
gaged the medicinal chemists at Charles River Laboratories 

International Inc. to generate compounds that 
could select HCN2 over HCN4. When tested 

in animal models they reported complete 
analgesia without a significant change in 

the heart rate.
McNaughton’s team has made the 

drug peripherally restrictive, unable to 
enter the CNS. “It would be a huge ad-
vance if we could create something that 
just killed pain without creating addic-

tion and depression,” he said. “We think 
that’s what we’ve done.” 
He added, “This is quite exciting in terms 

of developing new analgesics because people 
that have pain don’t want to get addicted. The side 

effects of the opiates, which are used for severe chronic 
pain, are highly undesirable and include respiratory depression, 
which slows the impulse to breathe. People just die in their sleep. 
When you’re listing death as a side effect, that’s a pretty severe 
side effect.”

The team, having shown efficacy in animal models, and run-
ning out of the original Wellcome grant, considered setting up 
a startup company, but decided to partner with big pharma. 
“They were both viable ways forward but we ended up going 
for the partnering opportunity, and it turned out that Merck 
was very keen on entering this space,” he said. “It’s reached the 
stage where it’s appropriate for a big pharma company to take 
it on board.” 

However, there is one challenge before the drug can be put 
into human trials: the in vivo lifetime of the drug is subopti-
mal, but McNaughton believes the medicinal chemists and 
resources of Merck should be able to overcome this problem 
“fairly soon”. 

McNaughton hopes the drug can be in human trials in 18 
months, and thinks it could be marketed within five years. “I know 
that the failure rate of drugs is high but if you don’t travel hope-
fully you never arrive,” he said. 

McNaughton believes this drug could be different to other an-
algesics on the market, many of which are derived from folk medi-
cine such as ibuprofen and aspirin, because it is based on what he 
calls “basic science”. “There isn’t a single drug out there that was 
developed with a scientific understanding of pain and deliber-
ately developed for pain,” he said. 

Other companies approaching analgesics include Vertex 
Pharmaceuticals Inc., with its Phase II VX-150 which is validat-
ing the potential role of NaV1.8 inhibition in combating pain, and 
Grunenthal GmbH which is running Phase III studies of Nerixia 
(neridronate) in chronic pain.  (Also see “Vertex Pain Product VX-
150 Comes Out Of The Shadows” - Scrip, 19 Dec, 2018.)  

 Published online 12 March 2019
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Servier To Tackle Parkinson’s With Oncodesign Pact
KEVIN GROGAN kevin.grogan@informa.com

Servier SA and fellow French firm  
Oncodesign SA have linked up to 
develop new therapies for Parkin-

son’s disease and are going after one of 
the key targets linked to treating the neu-
rodegenerative disorder – the inhibition 
of the LRRK2 kinase in the brain.

The partnership is based on the leucine-
rich repeat kinase 2 (LRRK2) inhibitors 
derived from Oncodesign’s proprietary 
Nanocyclix platform. The project was part-
nered with another French company –  
Ipsen – at the beginning of 2012 in a deal 
that could have been worth €115m to the 
Dijon-based group, but that pact ended 
in March 2017 when Ipsen returned the 
rights to the LRRK2 Parkinson’s program.

The split seems to have been an ami-
cable one and Oncodesign remains a 
partner for Ipsen in preclinical pharmacol-
ogy for its oncology research programs. It 
decided to advance the LRRK2 programs 
internally at the François Hyafil research 
center in Les Ulis acquired from GlaxoS-
mithKline PLC in November 2016 before 
looking for a partner. 

Servier has now signed up and the 
terms of the deal represent an upgrade 
on the Ipsen partnership. Although On-
codesign will receive just €3m in annual 
payments for research activities related 
to the project, Servier will fund the pro-
gram and could pay out up to €320m in 
milestones payments, excluding royal-

ties. Oncodesign will be responsible for 
the research program up to the selection 
of preclinical candidates. 

Philippe Genne, CEO and founder of 
Oncodesign, said that the partnership 
with Servier “is a result of the choices and 
investments that we have made over the 
past 18 months to put together a portfo-
lio of promising drug candidates derived 
from our Nanocyclix platform.” He added 
that “the pharmaceutical industry is cur-
rently showing a keen interest in new 
treatments for Parkinson’s disease, par-
ticularly around LRRK2 kinase, which is 
considered as a high-potential target for 
treating this disease.”

Jan Hoflack, the company’s scientific 
director, stated that LRRK2 inhibitors 
“have the potential to act directly on the 
progression of the disease, which would 
result in improved living standards for 
patients,” adding that therapies currently 
available for Parkinson’s only aim to allevi-
ate the symptoms. He went on to say that 
the agreement with Servier, “a company 
that is invested in researching neurologi-
cal conditions and has partnered with 
Oncodesign in the past, represents an im-
portant step towards meeting our goal of 
offering a real benefit to society through 
precision medicine.”

Christophe Thurieau, director of Ser-
vier’s research centers, said the firm was 
“thrilled to be collaborating with Oncode-

sign,” adding that the latter’s expertise in 
LRRK2 kinase inhibitors “sets it apart; it 
could become a treatment of choice.”

News of the deal will have caught the 
attention of Denali Therapeutics Inc. 
which is developing an LRRK2 inhibitor 
called DL201, which was acquired from 
Roche in 2017 and is being evaluated in a 
Phase Ib trial for Parkinson’s. GSK also has 
a LRRK2 inhibitor in preclinical develop-
ment for Parkinson’s and the drug is be-
ing evaluated as part of the drug giant’s 
recent link-up with consumer genetics 
group 23andMe Inc.

Genne argued that the Servier pact 
“means we can channel our own financial 
resources into developing our three other 
proprietary programs,” namely kinase in-
hibitors resulting from the Nanocyclix 
platform that target RIPK2 (in autoimmune 
diseases), ALK1 and MNK1 (in cancer).

Oncodesign, which also has alliances 
with Bristol-Myers Squibb Co. and UCB 
Group, posted revenues of €31.1m in 
2018, a rise of 20%. Most of that came 
from service sales (up 41.4% to €19m), 
driven by contracts with Erytech Pharma 
SA and Eisai Co. Ltd., the renewal of the 
aforementioned oncology deal with Ipsen 
and a dermatology partnership with Gal-
derma SA, and the company believes it is 
well on track to hit its target of achieving 
sales of at least €40m in 2020, including 
€30m from services. 

As for Servier, most of its focus of late has 
been in cancer, especially since the $2.4bn 
acquisition of Shire PLC’s oncology assets, 
including Oncaspar (pegaspargase) and 
ex-US rights to Onivyde (pegylated liposo-
mal irinotecan) completed in August last 
year. It has also become a key player in the 
emerging off-the-shelf CAR-T space, with 
licenses for Precision BioSciences Inc.’s 
PBCAR0191 and Cellectis SA/Allogene 
Therapeutics Inc.’s UCART19.

However, neurodegenerative diseases 
are also a key area for Servier and as well as 
its efforts in Parkinson’s, the company and 
French biotech partner Neurochlore have 
recently begun Phase III studies to evalu-
ate the use of bumetanide in children suf-
fering from autism spectrum disorders.  

Published online 13 March 2019
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Mehta Analysis: BMS/Celgene Merger Shows Big 
Pharma Is Stuck In Wrong Groove 
VIREN MEHTA mehta@mpglobal.com

In Gujarati, we have a saying, ‘Kona Bap-ni Diwali?’, or KoBaDi for 
short. It translates as ‘Whose father may end up paying for this 
folly, such wishful thinking?’
Enter the mother of all biopharma deals, Bristol-Myers Squibb 

Co.’s proposal to acquire Celgene Corp. for about $90bn, which 
will also see close to $1bn paid to financial and legal advisors. Why 
is this transaction being opposed by some of the investors who 
have broadly embraced most of the preceding value-destroying 
mega-mergers?  (Also see “Celgene/Bristol: Happy Union Or Run-
away Bride?” - Scrip, 28 Feb, 2019.)

These savvy investors, and others that might join them, seem 
afraid that even the short-term savings from synergies may no 
longer be guaranteed amidst intensifying pharma-political scru-
tiny. Perhaps the time has finally come for biopharma managers 
to face the reality that the short-term gains do not justify longer 
term value destruction predicated on wishful projections. 

IMPROVING PHARMA-POLITICAL OUTLOOK?
If the US Senate Finance Committee hearings at the end of Febru-
ary are anything to go by, the US Congressional hearings to pub-
licly grill and shame biopharma executives are likely to be staged 
as election cycle theater, rather than with any skilled legislative 
intent. (Also see “Big Pharma At The Senate: When It Comes To Yes 
Or No Questions, There Are Still A Few Maybes” - Scrip, 28 Feb, 2019.)

Several other Congressional hearings are scheduled in coming 
months, but both sides and especially the Democrats have more 
to gain by seizing the opportunity for persistent rhetoric about 
the industry practices than by taking any tangible action. To be 
sure, some action to streamline generic and biosimilar approv-
als and market adoption seems possible, as do a couple of other 
modest proposals, but these are all too small to move the needle 
on US healthcare spending, which is dangerously close to 20% 
of the country’s GDP. Any serious anti-biopharma legislation will 
probably not happen until the next US president is inaugurated 
in January 2021.

This unexpectedly swift transition from 2018, when the bio-
pharma industry faced gathering dark clouds on all fronts amid 
stagnant R&D productivity, to today’s relatively benign landscape 
seems to have convinced industry executives that their business 
may chug along as usual. The well-crafted justification of the BMS-

Celgene combination reads no differently from the slide decks 
justifying the ‘marriages made in heaven’ that have preceded it, 
especially when it comes to management assumptions about for-
ward projections on the outlook for the companies and industry 
in 2025. With the assumption of superior pipelines and market 
successes, and barely a nod to the massive and potentially disrup-
tive shifts swirling all around the biopharma and healthcare in-
dustries, the ‘business as usual’ mindset is on full display.

AREN’T THERE MORE MEANINGFUL 
JUSTIFICATIONS?  
That the Celgene valuation used to be much higher is the core 
tenet BMS management is focusing on in justifying this merger.  
(Also see “Bristol Approached Celgene Nearly Two Years Ago, Got A 
Better Deal Later” - Scrip, 1 Feb, 2019.) It also believes that by taking 
lower than average projections of investment bank analysts, it has 
safely buffered against any unexpected downside. However, most 
astute investors never find forecasts from such sources very help-
ful. And then there are the R&D success and revenue assumptions 
that are based on the current environment prevailing, despite 
shifting science and the complex competitive landscape. 

One can’t help but wonder why the mindset of merger-mania 
sticks to the tired formulaic justifications in this CRISPR age. When 
such transformative trends are afoot, why not ask bolder ques-
tions that may yield truly impactful justifications? 

BMS and Celgene being two of the leading cancer inno-
vators, the merged entity’s ambition could include ways to 
improve the outcomes of cancer R&D and tangible results 
achieved by their products. Rather than meager months of 
poor quality of life that most cancer drugs offer today, one 
of the more meaningful measures is the total number of can-
cer survivors, a figure that has barely budged over the past 
25 years, up by only 20% to 16 million cancer survivors in the 
US. Cumulatively, several trillion dollars have been spent on 
treating cancer patients over these 25 years. The cost per can-
cer survivor would not present the cancer companies in a very 
favorable light. More disappointingly, recent analysis projects 
this number will grow to only 20 million cancer survivors in 
the US over the coming decade.

Wouldn’t it be refreshing to learn, for example, how the 
combined BMS-Celgene as a dominant cancer company aims 
to make a difference by increasing the number of cancer sur-
vivors in a dramatic way with profound impact? Another ob-
vious measure would be assured access to cancer treatments 
by this cancer powerhouse to every patient who may benefit 
– not just in the US, but globally. And one can list many other 
impactful measures that add up to cancer leadership on ev-
ery front, including superior profit growth with a continuing 
stream of value-enhancing products that do not depend on 
gaming patents and prices.

BMS and Celgene being two of the leading 
cancer innovators, the merged entity’s 
ambition could include ways to improve 
the outcomes of cancer R&D and tangible 
results achieved by their products.
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VALUABLE INNOVATIONS COME FROM SMALL 
TEAMS NOT AFRAID TO GO OUT OF BUSINESS
Some mega-mergers of the past have been exceptions, solving 
both near- and longer-term challenges facing each company. But 
most combinations have ended up as marriages made in misery, 
while managers and advisors have swiftly collected their bonuses 
and fees and moved on – often to help the merged companies 
get out of their misery by doing yet another, even larger transac-
tion, earning them even bigger bonuses and fatter fees. How does 
BMS-Celgene ensure that this heady deal would not fall prey to 
yet another mega-merger in a few years?

Innovative enterprises succeed by building focused, small 
teams that pave paths to new frontiers, cut false leads swiftly, 
and go all-in to ensure that promising leads yield value enhanc-
ing products. And repeat! It is these repeatable successes that 
continue to escape biopharma companies. Most large biopharma 
companies have grown quickly on one or two high-priced drug 
successes, and then they have stagnated, unable to repeat these 
successes. Enter mega-mergers, as tuck-in transactions are no lon-
ger enough to fill the gap. The merged entity ends up doubling 
its challenges, requiring twice the repeat rate, which is likely to 

remain elusive – even according to the BMS slide deck justifying 
this bold gambit.  

Large organizations are necessary for massive service providers, 
such as utilities and airlines, but as history continues to prove, they 
are not for sustainable, innovative biopharma companies. The in-
novation race is won by managements that can spawn a continu-
ing stream of small, nimble teams that are designed to go out of 
business if they fail their primary mandate: to create cost-effective 
treatments – and not to play the cavalier game of KoBaDi.  Where 
does the BMS-Celgene proposal stand in this regard? 

BMS and Celgene’s combination may still be completed as 
it offers near-term savings to help both companies ride out im-
pending difficult patent expiries and growing competition, which 
could entice enough investors to vote in favor of the merger. But 
it would not be unreasonable for investors and indeed all stake-
holders to ask “KoBaDi?”  

Published online 7 March 2019
Viren Mehta founded and is managing member of Mehta Part-

ners, LLC, a globally integrated boutique providing strategic in-
sights to senior management teams in the biopharmaceutical sec-
tor for nearly 30 years.

Vifor Pharma: Targets Acquisitions As Pure-Play 
Strategy Delivers
JOHN DAVIS john.davis@informa.com

T he quoted St. Gallen, Switzerland-headquartered spe-
cialty pharma Vifor Pharma Group is looking to expand 
its business through product or corporate acquisitions in 

2019, it said as it presented a strong set of financial results for 
2018, its first full calendar year as a pure-play pharma company, 
following the separation of its wholesaling and pharmacy busi-
nesses in April 2017.

We see several opportunities “to build on our strong commer-
cial footprint in Europe and the US,” said Vifor’s executive chairman 
Etienne Jornod, speaking during an early morning media briefing 
on the company’s 2018 financial results on March 14, 2019. “We 
will continue to strengthen our portfolio by in-licensing or acquir-
ing products across our geographies or therapeutic areas, and will 
also bring our pipeline products, such as our ferroportin inhibitor, 
through to commercialization.”  

Vifor may also consider acquiring products that are close to the 
areas in which it is already working. “We have the ability to add 
new products to our key therapeutic areas, and we have the finan-
cial strength to move to adjacent areas, if these are in alignment 
with our core competences and strengths,” Vifor’s president and 
COO, Stefan Schulze, told the media.

Vifor Pharma saw growth in all three of its major business areas 
in 2018: in iron deficiency and its injectable iron product, Ferin-
ject/Injectafer (ferric carboxymaltose); nephrology and its joint 
venture, Vifor Fresenius Medical Care Renal Pharma (VFMCRP); 
and in cardio-renal including the uptake of the hyperkalemia 
therapy, Veltassa (patiromer). 

An upbeat financial guidance for 2019, announced along with 
the reporting of financial results for 2018 was associated with a 
7.5% increase in its share price on the Swiss SIX stock exchange in 
early trading on March 14.

In its guidance for 2019, Vifor Pharma forecast that net sales 
would grow between 11% and 13% and reported EBITDA would 
increase by 25%, although the company faced questions about 
the likely competition from the new class of anemia therapies, the 
hypoxia inducible factor-prolyl hydroxylase (HIF-PHI) inhibitors, 
such as AstraZeneca PLC/FibroGen Inc.’s roxadustat.

The impact of HIF-PHI inhibitors on Vifor’s intravenous iron 
business could be minimal, the company executives argued. Phy-
sicians are likely to continue to follow treatment guidelines that 
recommend IV iron for end-stage renal disease, and iron deple-

Iron deficiency is an issue for 
plants as well as for patients
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tion is often seen in patients undergoing dialysis, requiring iron 
replacement therapies. And Vifor has exclusive rights from Akebia 
Therapeutics Inc. to distribute that company’s HIF-PHI inhibitor, 
vadadustat, in Fresenius Medical Care dialysis clinics in the US.

FUTURE READ-OUTS
Among near-term clinical trial readouts for its product portfolio 
during 2019, Schulze reported that top-line results from the AM-
BER study of Veltassa plus spironolactone in patients with chronic 
kidney disease and resistant hypertension were expected to be 
presented at the US National Kidney Foundation congress in May.

DIAMOND, the outcomes study of Veltassa in patients with 
chronic kidney disease (CKD) and heart failure who are affected 
by hyperkalemia, is expected to start in the first half of this year; if 
positive, the expectation is that they will boost the current disap-
pointing levels of use in heart failure patients.

In Europe, Veltassa is now reimbursed in Sweden, Denmark and 
Norway, and more recently in Belgium and Germany, although 
in Germany Veltassa is in its first year in the AMNOG process, and 
Vifor still has to negotiate with the pricing authority, the GBA. 
Schulze declined to speculate on the state of play of other reim-
bursement negotiations for Veltassa in other major EU markets.

The Phase II proof-of-concept study of the ferroportin inhibitor, 
VIT-2763, which is designed to prevent excessive iron release into 
the blood, is expected to start in the second half of 2019, while 
in the 2019 fourth quarter the readout is expected of the Phase 
III ADVOCATE study of avacopan in antineutrophil cytoplasmic 
autoantibody-associated vasculitis. Avacopan, a complement C5a 
receptor inhibitor, is partnered with originator ChemoCentryx 
Inc., and VFMCRP has commercial rights outside the US and China. 

VFMCRP acquired rights in 2018 to commercialize Cara Thera-
peutics Inc.’s Phase III kappa opioid agonist, difelikefalin (CR485) 
for the treatment of pruritus in chronic kidney disease patients 
undergoing hemodialysis in all markets except the US, Japan and 
South Korea. Cara expects to complete and readout two Phase III 
studies of difelikefalin by the end of 2019, Schulze noted.

In 2018, Vifor’s net sales grew by 23% to CHF1.6bn and EBITDA 
grew by 40% to CHF391.5m, with sales led by Ferinject/Injectafer, 
with net sales of CHF451m, up by 32.8%; Vifor estimates that in-
market sales of Ferinject/Injectafer were CHF897.9m, up by 28.6%. 
Mircera, the long-acting PEG-epoetin-beta, had sales of CHF451.3m, 
up by 32.8%.  Veltassa recorded sales of CHF90.5m, up by 75.1%.

“We have 73% of the overall iv iron market worldwide with Fer-
inject, and we expect sales to increase to above CHF1bn in 2019 
and to CHF2bn by 2025”, Jornod reported. The company bases its 
forecast partly on the “high unmet need for iv iron in patients with 
heart failure and launch of the product in Japan in the second half 
of 2019, and in China in 2021”. 

The nephrology market, in which VFMCRP is active, is expect-
ed to double in size by 2025 from its present size of $20bn, and 
VFMCRP currently has 5% of that market, so there is potential to 
grow our market share, Jornod continued. There are three million 
patients in the US with hyperkalemia, that’s a market potentially 
worth $10bn, and Veltassa has 11 years of patent exclusivity ahead 
of us in the US. There are also a number of complications of kidney 
disease that need addressing by new therapies.  

Published online 14 March 2019

EU OK To Tecentriq-
Avastin Combo In NSCLC
STEN STOVALL sten.stovall@informa.com

Roche’s anti-PD-L1 Tecentriq (atezolizumab) was approved 
on March 8 by the European Commission for use with the 
company’s VEGF inhibitor Avastin (bevacizumab) and che-

motherapy for first-line, metastatic non-squamous, non-small 
cell lung cancer (NSCLC), including in patients with EGFR and 
ALK mutations, giving the combination a labeling edge in Eu-
rope compared with the one it has in the US.

Still, analysts say the Roche combo’s prospects in NSCLC remain 
behind that of Merck & Co. Inc.’s competing PD-1 inhibitor Key-
truda (pembrolizumab), which was first approved by the FDA for 
first-line NSCLC in mid-2017 and has first-mover advantage as well 
as impressive clinical trial data supporting it.

The EU approval for the Roche combination follows its approval 
by the FDA last December for first-line, metastatic non-squamous 
NSCLC, though patients with EGFR and ALK mutations were ex-
cluded on its US label.  (Also see “Roche’s Tecentriq Becomes Sec-
ond In PD-1/L1 Family To Gain First-Line Lung Cancer Approval” - 
Scrip, 6 Dec, 2018.) 

The EU okay includes use in people with EGFR-mutant or ALK-
positive NSCLC,  but only after they have tried and failed to re-
spond to targeted therapies.  

EGFR+ OR ALK+ PATIENTS
Roche emphasized the subgroup’s inclusion on the combo’s EU 
label. “This approval includes EGFR-mutant or ALK-positive non-
small cell lung cancer after failure of a targeted therapy, marking 
a first for this subgroup of patients, in which there is a significant 
need for alternative treatment options,” Roche’s chief medical of-
ficer Sandra Horning said.

But analysts are unsure whether the Roche combo will be able 
to reap significant gains in Europe from the subgroup’s inclusion 
in the labeling.

“While the inclusion of EGFR+ and ALK+ patients who have 
previously received a tyrosine kinase inhibitor (TKI) thera-
py in the EU label is certainly an advantage, it’s difficult to 
say to what degree,” said Datamonitor Healthcare analyst Har-
dik Patel. 

BASED ON IMPOWER150
The EU and US approvals for Roche’s combo in NSCLC were 
based on results from the Phase III IMpower150 study, that 
showed Tecentriq in combination with Avastin and chemo-
therapy helped people to live longer compared with Avastin 
and chemotherapy alone.

“Tecentriq did show an OS (overall survival) benefit in this 
sub-population in the IMpower150 trial. However, EGFR+,  
who represent about 15%, and ALK+, who make up about 5% 
of patients, don’t make up a huge proportion of the NSCLC 
population,” Patel told Scrip. “It’s also unclear what percent-
age of EGFR+ and ALK+ patients who progress on first-line 
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TKIs would receive an immunotherapy/chemotherapy com-
bination versus a next-generation TKI approved for use upon 
progression on first-line TKIs: for example, AstraZeneca 
PLC’s EGFR inhibitor Tagrisso (osimertinib) or Roche’s sec-
ond-generation ALK inhibitor Alecensa (alectinib),  or others,” 
Patel said.

IMpower150 is one of eight trials that are part of the pivotal 
NSCLC program testing Tecentriq in various lung cancer settings. 
(Also see “Roche’s Tecentriq Positive But Not Perfect In IMpower130 
First-line Lung Cancer Study” - Scrip, 22 Oct, 2018.)

“Keytruda is still fairly far ahead of Tecentriq in terms of devel-
opment in first-line NSCLC,” Patel said. 

A further advantage for Keytruda is that in the US, Keytruda 
with chemotherapy is approved for both nonsquamous and 
squamous first-line patients, while Tecentriq is approved only 
for nonsquamous patients in the first-line, he noted.

“Keytruda is also approved as a monotherapy for first-line 
PD-L1+ patients, which is advantageous for market penetra-
tion in cost-conservative markets, as well as in patients who 
may not be able to tolerate chemotherapy,“ Patel concluded.

PRICING QUESTIONS
While Roche’s approach to pricing for the Tecentriq/Avastin com-
bination in Europe is as yet unclear, there does seem to be  room 
for flexibility on the part of the Swiss pharma.

In the US, the company, through its unit Genentech Inc., is pur-
suing a “value-based” tactic for the pricing of combination thera-
py, which would allow for reduced list prices for its Tecentriq and 
Avastin when used in combination for lung cancer patients.  (Also 
see “Cancer Drug Combination Pricing: Genentech Offers Model For 
Tecentriq, Avastin “ - Pink Sheet, 22 Jan, 2019.)

Asked by Scrip for insights into what Roche’s pricing ap-
proach for the combo will be in Europe, a spokesperson for the 
company implied a similar approach might be taken as that 
seen in the US. “We cannot speculate about the potential price of 
this combination at this time. Access is a multi-dimensional chal-
lenge and it is important that we are just as innovative with our 
pricing approaches, so that patients can benefit from these medi-
cines, regardless of their disease and the treatment combination 
required,” the spokesperson told Scrip.  

Published online 11 March 2019

Sandoz Head Francis To Leave Amid Move  
Towards Autonomy 
AIDAN  FRY  aidan.fry@informa.com

Richard Francis, global chief execu-
tive officer of Sandoz, will step 
down from the position at the end 

of this month. He will be replaced on 
an ad-interim basis by Sandoz’ regional 
head for Europe, Francesco Balestrieri, 
who will report directly to parent group 
Novartis’ CEO, Vas Narasimhan.

Explaining his decision to resign, Fran-
cis stated: “As we announced earlier this 
year, Sandoz is embarking on a significant 
transformation. While I am excited by this, 
I realize that this is a multi-year journey 
which I cannot commit to and therefore 
have decided that now is the right time to 
step down.”

“Taken together over the next 18 
months,” Narasimhan stated as he an-
nounced Novartis’ annual results earlier 
this year, “we plan to make Sandoz an au-
tonomous unit within Novartis to enable 
us to compete in what is an increasingly 
dynamic and challenging global generics 
environment.”

By optimizing its manufacturing and 
supply-chain infrastructure, consolidat-
ing its regional presence into the most 
promising markets, and “more heav-

ily reshaping the portfolio towards 
biosimilars and hard-to-make generics,” 
Narasimhan said Sandoz would evolve 
from its current position as the world’s 
second-largest generics player with a 
global turnover of almost $10bn to “a 
position where we can grow sustainably 
in the medium to long term.” 

This major transformation exercise to 
revise Sandoz’ operational efficiency, geo-
graphic footprint and portfolio offering is 
intended to lift its operating margin from 
the mid-teens towards 20%.

As part of that drive, the business last 
year agreed to divest its solid-dose gener-
ics and dermatology franchise in the US to 
Aurobindo Pharma for up to $1bn.

SANDOZ IS SHIFTING EMPHASIS 
TO HIGHER-VALUE PRODUCTS
Explaining the rationale for that divest-
ment, Francis told Generics Bulletin late 
last year that Sandoz was pivoting to-
wards a more differentiated product offer-
ing that included biosimilars, value-added 
medicines and digital health technologies. 

“Our decision in the US reflects a deci-
sion that I had been communicating since 

I arrived here, which was that we wanted 
to move the portfolio to a more differen-
tiated profile,” Francis disclosed, adding 
that this strategy should deliver a more 
sustainable business model through bet-
ter prices and margins.

Looking at the US oral-solids operation, 
which accounted for around 70% of the 
divested portfolio’s $600m turnover in 
the first half of 2018, Francis insisted that 
it was “a good business” that could offer 
margins that were attractive to some. “But 
our ambition and commitment is to keep 
our gross margin moving up and to report 
an operating margin above 20%,” he said.

While Sandoz was able to raise its gross 
margin by 2.4 percentage points to 46.3% 
last year on “productivity gains and favor-
able product and geographic mix,” higher 
selling, general and administrative (SG&A) 
expenses, as well as increased research 
and development investment, contribut-
ed to the division’s operating profit declin-
ing by 3% to $1.33bn. As a result, Sandoz’ 
operating margin dipped by 0.1 percent-
age points to 13.5%.

That slight margin decline came on 
turnover that suffered from a 22% tum-
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Six Questions For McKinsey Executives On Pharma’s 
Digital Experience
ANJU GHANGURDE anju.ghangurde@informa.com

Pharma may have been relatively sluggish off the block in 
terms of its overall digitization efforts compared with some 
other sectors, but several large drug firms are now increas-

ingly keen to leverage digital and advanced analytics tools to 
drive efficiencies and crunch costs across operations. 

Among other initiatives, companies are establishing or navigat-
ing data lakes, using digital channels to engage with healthcare 
professionals and creating manufacturing ‘lighthouses’ – plants 
that have successfully adopted and integrated cutting-edge tech-
nologies of the Fourth Industrial Revolution. 

In an interview with Scrip at the sidelines of the recently 
concluded India Pharmaceutical Forum in Mumbai, McKinsey 
& Company executives – senior partner Vikas Bhadoria and 
partner Parag Patel – outlined the impressive benefits and les-
sons for industry from initiatives such as Novartis AG’s Nerve 
Live data analytics platform built in collaboration with Quan-
tumBlack and the transformation of Bayer AG’s site in Italy 
into a digital plant. QuantumBlack, owned by McKinsey, is a 
specialized data analytics group based in the UK, and has its 
roots in Formula 1 motor racing.

Q: The pharmaceutical industry’s digital maturity curve has 
lagged behind several other industries. Where do things 

stand now and which part of pharma’s operations are most 
digitally advanced?

PARAG PATEL: The operations side of the pharma industry is 
coming along well. Historically, if you look at maturity of phar-
maceuticals, it’s behind the times… catching up with automo-
tive, aerospace and consumer. Industry and regulatory agencies 
are recognizing that and there’s collective push to get ahead of 
that. The World Economic Forum just partnered with us to do 
a scan of global manufacturing plants around the world – over 

ble in sales of US retail generics, causing 
global Retail Generics turnover to fall by 
6% as reported, and by 7% on a constant-
currency basis, to $7.88bn.

Retail Generics accounted for four-fifths 
of Sandoz’ global turnover that slipped by 
2% to $9.86bn, equivalent to a 3% constant-
currency drop as eight percentage points of 
price erosion, mainly in the US, were tem-
pered by five points of volume growth.

Francis – who is also stepping down as a 
member of Novartis executive committee 
– became Sandoz’ CEO almost five years 
ago, moving from senior vice president of 
Biogen Idec’s US commercial operations 
to take over from Jeff George.

“The past five years have been im-
mensely satisfying and rewarding. I am 
very proud of what we have achieved 
as a team. Together, we have expanded 
access to medicines across the world 
and reached many millions of patients,” 
Francis commented. “In particular, we 
have successfully launched five biosimi-
lar products.” 

As Sandoz shifts towards higher-
value, higher-margin products such as 
biosimilars, Novartis senior management 
has consistently clarified that the Swiss 
group’s aim is to make the division more 
autonomous, but not to separate it from 
the group entirely, as it is doing with its 
Alcon ophthalmics division.

NOVARTIS STRESSING NO PLANS 
TO SEPARATE FROM SANDOZ
Narasimhan earlier this year told investors 
at the J.P. Morgan Healthcare conference 
that Sandoz remains “an important part 
of Novartis,” a message that was recently 
reiterated by Novartis chairman Jörg Rein-
hardt in an interview with Swiss newspa-
per Finanz & Wirtschaft.

“I would like to thank Richard for his 
strong leadership of Sandoz over the 
past five years. During his tenure, Sandoz 
has consolidated its position as a global 
leader in biosimilars, and he and his team 
have successfully navigated the business 
through changing market dynamics and 

challenging headwinds in the US,” Nara-
simhan stated.

Balestrieri has spent the past eight years 
running various commercial operations 
at Sandoz, having moved across from No-
vartis Consumer Health. He has served as 
Sandoz’ regional head for both Asia-Pacif-
ic and Central and Eastern Europe, com-
bining the latter role with overseeing the 
division’s global OTC activities.

Following the departure of Sandoz’ 
Western Europe head Pierluigi Antonelli 
last year, initially to move to Novartis 
Oncology and latterly to take charge as 
CEO of Angelini Pharma, Balestrieri took 
charge of the entire Europe region for San-
doz, an operation that accounted for half 
of the division’s 2018 turnover.

Noting that Balestrieri had been with 
the group for 25 years, Novartis insisted 
he “brings a deep understanding of the 
global generics business and our full 
value chain.”   

Published online 14 March 2019
From the editors of Generics Bulletin

Pharma has 
made definitive 
strides towards 

digitization
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1,000 companies were evaluated. Sixteen of those were identi-
fied as ‘lighthouses’ of the Fourth Industrial Revolution and one 
of those plants was in the pharmaceutical industry [the Bayer 
site in Garbagnate, in Italy], which is terrific. They took advan-
tage of a lot of the technologies and things that are evolving in 
operations specifically in digital and analytics. It is a small mol-
ecules, solid dosages facility – a lot of what the India network is. 
There are lot of lessons to be learnt and the impact you’ve seen 
there can certainly come here.

VIKAS BHADORIA: Pharma has continued to be a laggard from 
a digital maturity standpoint and partly the reasons are fairly 
evident. If you look at the pharma industry from a margins/
profitability standpoint, it’s still not at a point where every per-
centage matters. Therefore, the ‘burning platform’ hasn’t been 
as strong as compared to sectors like metals and mining and au-
tomotive. The burning platform is going to come in much more 
from a regulatory compliance standpoint rather than profitabil-
ity. And because of that we are seeing companies starting to 
push pretty hard and the benefit of being a little bit late in this 
journey is that you can skip and move to the next generation. 
On the manufacturing lighthouses, the facilities were assessed 
on their digital maturity and not just use cases piloted but at 
scale implementation and whether they had delivered bottom-
line impact at scale. What is rather fascinating is that Bayer site is 
not a new site with latest generation machines. It’s very close to 
generics, has a very high number of SKUs [stock keeping units] 
and they’ve been able to modernize and digitize a site like that. 
The way they went about doing it was rather than digitize the 
whole thing, they took a specific number of ‘use cases’ and said 
they’d work very selectively on those since the business case 
for those use cases was very strong and once the financial im-
pact of these cases was evident they moved forward. That’s an 
extremely encouraging story for all aspects of pharma whether 
it’s for innovation, generics… this can work. 

Q: Can digital-data insights significantly change the R&D 
paradigm for pharma – could the $1bn+ drug discovery 
price tag become a thing of the past? 

PATEL: I don’t know if the $1bn tag is going to go away. There’s 
still a large cost of investment in R&D that happens across a 
molecule. But the efficiencies you get with taking advantage 
of machine learning, natural language processing in site se-
lection, clinical trial design, will certainly reduce the cost over 
time. And that hurdle, of what defines a blockbuster, I would 
imagine will shift because you can take advantage of a lot of 
these things. So you won’t invest in products you shouldn’t and 
will have a much earlier marker of when a product isn’t going 
to succeed or when it should not just move forward. 

Q: Any interesting insights on the power of data analytics 
around programs like Novartis’ Nerve Live, developed in 
partnership with QuantumBlack? 

BHADORIA: A couple of years back Novartis was pivoting com-
pletely towards the innovation-led business – there was a re-

think on strategy and almost a focus suggesting that innovation 
is going to be the big driver. They realized that the only way to 
get some of these drugs faster to the market is to compress the 
clinical trials and to make them a lot more deterministic. They 
couldn’t afford the risks or the probabilities that exist today with 
an average trial and the thought process went to data. So begin-
ning with design itself, they are starting to look at real word data 
to understand what the medical condition looks like, the mecha-
nism of action, what has worked in the past. Therefore there is a 
very strong hypothesis-oriented way of designing the trial. Then 
came the whole site selection process and we’ve realized that 
anywhere where there is a multivariate optimization, machines 
are much better off than humans in making those calls. Sudden-
ly, you realize that sites that promised a very quick turnaround, 
in reality never delivered and therefore you should build that in. 

Then the monitoring of trials. Nerve Live is an actual physical 
monitoring of a trial… all the clinical trials run you can see live 
their status. It’s partly overcoming that mindset that once you get 
into a trial, it will take a certain number of months for the trial to 
get done versus saying ‘Can I problem solve this on a daily basis/
can I see what is getting stuck?’ It’s one thing to say structurally 
that here are the geographies, sites which move faster but it’s 
quite another thing to watch it live and have a plan B in place. 
So, it’s a combination of some of those things. It is also assimilat-
ing the information that is coming in, not waiting for all the trial 
results to come in; starting doing analytics on whatever has come 
in, so that by the time the full data arrives you already have a hy-
pothesis on where this data is taking you and what you need to 
test. The company has cut down their clinical trials time by about 
15%; of course the cost has also come down by around 10-15% 
but in terms of business value even if they are able to get the 
products faster to market by a few months, it could be massive.

Q: Do you see digitally-backed improved patient outcomes/dig-
ital biomarkers playing a significant role in reimbursement deci-
sions in the developed world especially for personalized drugs 
or in neurology/psychiatry where monitoring can be subjective?

BHADORIA: The business case is very clear and payers have 
been talking about it forever. Different pharma companies have 
piloted it out in different ways. For example, there are cases 
where you have a molecule that is late coming into a class and 
the relative profile is not that significantly different for payers 
to be switching. People have moved to a model where there 
is a fixed cost of treatment and here is the variable you pay 
to us based on the actual impact and evidence. Those models 
are being tried. They work currently in developed market sce-
narios where you’re able to get that kind of data – for example 
diabetes, glucose monitoring etc. But it doesn’t work across all 
therapy areas or all markets. So, early days but we believe this is 
going to be the way forward. We are also seeing many of these 
companies strategically signing up with partners who can pro-
vide them with such data because that’s going to be the real 
backbone that allows them to do that. Today that data is not 
easily available and there’s a whole bunch of startups that are 
in that space and I expect this to evolve very quickly.

TURN TO PAGE 23

scripintelligence.com


22   |   Scrip   |   22 March 2019 © Informa UK Ltd 2019

P I P E L I N E  WAT C H

Scrip’s weekly Pipeline Watch tabulates the most recently reported  
late-stage clinical trial and regulatory developments from the more 
than 10,000 drug candidates currently under active research worldwide.

Click here for the entire pipeline 
with added commentary: 

http://bit.ly/2mx4jY3

P I P E L I N E  WAT C H ,  8–14 M A R C H  2019

Source: Biomedtracker | Informa, 2019

Pipeline Watch - March 8-14, 2019

Phase II
Search

Phase IIa 
Updated 
Results

Arena 
Pharmaceuticals, 
Inc.

olorinab
Pain 
Associated 
With Crohn's

Improved Pain Symptoms 0 17

Phase IIa 
Updated 
Results

Replicor Inc. REP 2139-Mg Hepatitis B
REP 401; Infection 
Controlled In Combination 
Therapy

0 27

Phase IIa 
Updated 
Results

TherapeuticsMD, 
Inc.

Bijuva (17-beta 
estradiol/progesterone) Menopause REPLENISH; Improved 

Symptoms 0 100

Phase II 
Updated 
Results

Arena 
Pharmaceuticals, 
Inc.

etrasimod Ulcerative 
Colitis 

OASIS; Mucosal Healing 
Improved 0 26

Phase IIb 
Top-Line 
Results

Adare 
Pharmaceuticals, 
Inc.

APT-1011 (AdvaTab 
�uticasone)

Eosinophilic 
Esophagitis FLUTE; Symptoms Improved 4 24

Phase IIa 
Top-Line 
Results

Abivax S.A. ABX464 Ulcerative 
Colitis 

102 (EU); Symptoms 
Decreased 0 22

Phase IIa 
Top-Line 
Results

GeNeuro SA temelimab (GNbAC1) Multiple 
Sclerosis 

ANGEL-MS (RRMS); 
Neuroprotective Effect 
Sustained

0 0

Phase IIa 
Top-Line 
Results

Celgene Corporation Abraxane (paclitaxel) Pancreatic 
Cancer

w/Gemcitabine (Adjuvant); 
Mixed Results 0 100

Phase IIa 
Top-Line 
Results

Bayer AG nifurtimox, new 
formulation

Chagas 
Disease, 
Pediatrics

CHICO; Met Primary 
Endpoint 8 69

Phase II Top-
Line Results

Heron Therapeutics, 
Inc.

HTX-011 
(bupivacine/meloxicam)

Postsurgical 
Pain

EPOCH 1 Follow-up; 
Encouraging Results 0 97

Phase II Top-
Line Results

Neurocrine 
Biosciences, Inc. NBI-74788

Congenital 
Adrenal 
Hyperplasia 

Positive Interim Results in 
Adults 2 26

Phase II Top-
Line Results

Drugs for Neglected 
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benznidazole, 2-Week 
Course

Chagas 
Disease

BENDITA; Similar Ecacy To 
8-Wk Course 0 0

Phase II Top-
Line Results Shionogi & Co. Ltd. S-600918 Chronic Cough Signs Of E�cacy 0 0

Phase I/II 
Top-Line 
Results

Taiwan Liposome 
Company, Ltd. TLC590 Postsurgical 

Pain
First-in-Human; Positive 
Results 4 21

Phase I/II 
Top-Line 
Results

Axovant Gene 
Therapies Ltd.

AXO-Lenti-PD, gene 
therapy

Parkinson's 
Disease 

SUNRISE-PD; Positive 
Interim Results 1 18

Phase IIa 
Initiation

Palvella 
Therapeutics PTX-022 (rapamycin) Pachyonchia 

Congenita A Topical Formulation 62 62

Phase IIa 
Initiation Alvotech AVT-02 (adalimumab) Psoriasis ALVOPAD PS; A Humira 

Biosimilar 0

Phase II 
Initiation

Sermonix 
Pharmaceuticals 
LLC

Fablyn (lasofoxifene) Breast Cancer
vs. Fulvestrant; A Non-
Steroidal Estrogen Partial 
Agonist

10 10

Phase II 
Initiation

BrainStorm Cell 
Therapeutics Inc.

NurOwn autologous cell 
therapy

Progressive 
Multiple 
Sclerosis

Open-Label Study 17 17

Phase I/II 
Initiation

ProQR Therapeutics 
N.V. QRX-421a Usher 

Syndrome STELLAR; An RNA Therapy 24 24
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To LOA 
(%)
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Phase III
Search

Phase III 
Published 
Results

Esperion 
Therapeutics, Inc. bempedoic acid Dyslipidemia

CLEAR Harmony; 
NEJM, March 14, 
2019

0 84

Phase IIIb 
Updated 
Results

AMAG 
Pharmaceuticals, 
Inc.

Makena 
(hydroxyprogesterone 
caproate)

Preterm Labor
PROLONG; Missed 
Co-Primary 
Endpoints

0 100

Phase III 
Updated 
Results

Johnson & Johnson Stelara
(ustekinumab) Crohn's Disease

IM-UNITI; 
Maintained 
Remissions

0 100

Phase III 
Updated 
Results

Johnson & Johnson Stelara
(ustekinumab) Ulcerative Colitis UNIFI; Mucosal 

Healing Improved 0 97

Phase III 
Updated 
Results

Strongbridge 
Biopharma plc

Recorlev 
(levoketoconazole) Cushing's Syndrome SONICS; Positive 

Long-Term Bene�ts 0 62

Phase III 
Updated 
Results

Liquidia 
Technologies, Inc.

LIQ861 (treprostinil) 
dry powder inhalation

Pulmonary Arterial 
Hypertension  and 
Pulmonary Hypertension 

INSPIRE; Met 
Primary Endpoint 0 49

Phase IIIb 
Top-Line 
Results

Takeda Entyvio 
(vedolizumab) Ulcerative Colitis 

VARSITY (vs. 
Adalimumab SC); 
Superior Efficacy  

0 100

Phase III 
Top-Line 
Results

Akebia/Mitsubishi 
Tanabe vadadustat

Anemia Due to Chronic 
Renal Failure, Dialysis-
Independent

J01 (Japan); Met 
Primary Endpoint 2 61

Phase III 
Top-Line 
Results

Akebia/Mitsubishi 
Tanabe vadadustat

Anemia Due to Chronic 
Renal Failure, Dialysis-
Dependent

J04 (Japan); Met 
Primary Endpoint 2 61

Phase III 
Top-Line 
Results

Eli Lilly & Company Cyramza
(ramucirumab)

Non-Small Cell Lung 
Cancer 

RELAY (EGFR+, 
First-Line); Met 
Primary Endpoint 

0 100

Phase III 
Initiation

Tonix 
Pharmaceuticals

Tonmya 
(cyclobenzaprine)

Post-Traumatic Stress 
Disorder 

RECOVERY; Civilian 
And Military Related 0 45

Phase IIb/III 
Initiation

Theravance/Johnson 
& Johnson TD-1473 Ulcerative Colitis RHEA; Gut-Selective  

pan-JAK Inhibitor 45 59

Phase IIb/III 
Initiation

Millendo 
Therapeutics, Inc. livoletide Prader-Willi Syndrome

ZEPHYR; Long-Term 
Safety And E�cacy 
Study

60 60

Phase II/III 
Initiation Biohaven Pharma trigriluzole Spinocerebellar Ataxia Double Blind Study 0 52

Event 
Stage

Lead 
Company/Partner Drug Name Indication Comments

Change 
To LOA 
(%)

LOA 
(%)

Approvals
Search

Approval P�zer Inc. Trazimera (trastuzumab-
agyyp)

Breast And 
Gastric Cancers US Herceptin 

Biosimilar

Approval
Aerie 
Pharmaceuticals, 
Inc.

Rocklatan 
(netarsudil/latanoprost) Glaucoma US Ophthalmic 

Solution

Accelerated Approval 
for sNDA/sBLA Roche Holding AG

Tecentriq 
(atezolizumab)/Abraxane 
(paclitaxel)

Breast Cancer, 
Triple Negative US

With PD-L1 
Expressing 
Tumors

Approval for 
sNDA/sBLA Regeneron/Sano� Dupixent (dupilumab) Atopic Dermatitis US In Adolescents

Supplemental Approval Merck & Co Keytruda (pembrolizumab) Non-Small Cell
Lung Cancer EU First-Line

Supplemental Approval Roche Holding AG Hemlibra (emicizumab) Hemophilia A EU Without Factor 
VIII  Inhibitors

Approval Vivus Inc. Razatus (avana�l) Erectile 
Dysfunction

Russian 
Federation As Tablets

Event Stage Lead 
Company/Partner Drug Name Indication Market Comments

Source = Biomedtracker; LOA = Biomedtracker's opinion on likelihood of approval.
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Q: There were some interesting observations on Japan phar-
ma in a previous McKinsey study that digital is now effective 
as a primary promotional channel and that the effect of sales 
representatives in Japan is limited if a physician is already 
digitally engaged. Is this the broad trend across most devel-
oped world markets including the US?

BHADORIA: Not just developed markets but developing mar-
kets as well. In India there have been pilots that have been ex-
tremely successful. For example, for some of the anti-infective/
mass products, we’ve seen that the incremental benefit of 
sending a rep out is very limited. What has worked very well 
is that the first reach-out to doctors is through digital means 
and the reps are only sent to those doctors that have clicked or 
showed interest. That model has worked really well. The other 
thing that we’ve done in India is spent a lot of time with doc-
tors in understanding what their preferred means of engage-
ment is. Doctors have said that there is a massive gap in terms 
of knowledge. They feels science/therapies are advancing a lot 
and they need information but they don’t believe reps are in 
the best position to provide that. They are reading a lot online 
and feel that if there were digital means for pharma to send that 
information, that would work really well. And then in general, 
there are so many reps and the amount of time that the doctor 
is able to give to the rep is so limited – what meaningful inter-
action can you have in that time other than a reminder? There 
are companies doing things at the cutting edge, especially the 

multinational firms. Essentially, if globally they’ve decided to 
put the bulk of resources behind innovation, automatically 
the established products business has to figure out ways and 
means of doing things with limited resources. And pilots have 
worked out brilliantly. The question is whether Indian compa-
nies will be able to take that kind of risk because for them that 
is the bread and butter business. Once the multinational pilots 
scale up perhaps Indian companies will go for it as well.

Q: What about the Indian pharma industry’s digital matu-
rity? Time to change gears or risk losing out?

PATEL: Indian players aren’t there yet but they are certainly in 
the first bucket of things [they are dabbling in a couple of dis-
creet ways …evaluating if there is a specific use case that can 
be implemented and see if there is traction and if so build mo-
mentum, he noted]. And there are certainly lots of examples 
that are happening in some of the larger generics companies 
in India. There’s a gap, however, for sure. For many reasons, ge-
nerics companies in India in particular find reasons to explain 
away why they can’t do it – there’s complexity, we have lots of 
different products, lots of SKUs to manage, we don’t have data, 
our equipment is old. Those are not different from reasons 
other industries/companies have found over time but there’s 
an opportunity to get past all of that. If the leaders in industry 
here can get behind that it will help drive change. They are not 
fully there in mindset.  

Published online 11 March 2019
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A P P O I N T M E N T S
Company Move

Search

Adam 
Crystal C4 Therapeutics Chief Medical O�cer Novartis Institutes for 

BioMedical Research
Lead, Development 
Programs 13-Mar-19

Lee A. 
Dawson Cerevance Inc Vice President, Neuroscience Astex 

Pharmaceuticals
Vice President, CNS Drug 
Development 5-Mar-19

Marisol 
Peron Genmab AS

Corporate Vice President, 
Communications and Investor 
Relations

Ipsen 
Biopharmaceuticals

Vice President, 
Communications 11-Mar-19

Guillaume 
Gimonet

Innate Pharma 
SA

Senior Director, Launch 
Excellence Ipsen Director, Global Program 

Management 12-Mar-19

Jacqueline 
E. Shea

Inovio 
Pharmaceuticals 
Inc

Chief Operating O�cer and 
Executive Vice President Aeras

Chief Executive O�cer 
and Chief Operating 
O�cer

12-Mar-19

Matt Blom Modus 
Therapeutics AB Chief Financial O�cer Zealand Pharma Chief Financial O�cer 1-Apr-19

Jason 
Fontenot

Sangamo 
Therapeutics Inc

Senior Vice President, Cell 
Therapy Immusoft Chief Scienti�c O�cer 12-Mar-19

Executive To Company New Role From Company Previous Role Effective 
Date

Promotion
Search

Deborah 
Rathjen

Bioasis 
Technologies Inc

Executive Chairman, Chief Executive O�cer 
and President Executive Chairman 11-Mar-19

Ariel Hurley Blueprint 
Medicines Principal Accounting O�cer Vice President, Controller 6-Mar-19

Conny 
Jakobsson Elos Medtech AB Operational Excellence Director Managing Director, Elos 

Medtech Tianjin 8-Mar-19

Patricia 
Altavilla Suneva Medical Inc Chief Executive O�cer Chief Operating O�cer 6-Mar-19

Executive To Company New Role Previous Role Effective 
Date

Director
Search

Michal Votruba BioXcel Therapeutics Inc Director and Member, Audit Committee 11-Mar-19

Cynthia Schwalm Hikma Pharmaceuticals plc Director 1-Jun-19

Jennifer Giottonini Cayer Matrisys Bioscience Director 11-Mar-19

Jeffrey C. Lightcap RTI Surgical Inc Director 8-Mar-19

Executive To Company New Role Effective Date

Advisor
Search

Karl D. Kieburtz Inhibikase Therapeutics Inc Scienti�c Advisory Board Member 5-Mar-19

Robert A. Hauser Inhibikase Therapeutics Inc Scienti�c Advisory Board Member 5-Mar-19

Warren Olanow Inhibikase Therapeutics Inc Scienti�c Advisory Board Member 5-Mar-19

Helene Arditti Innate Pharma SA Strategic Executive Advisor 12-Mar-19

Elizabeth McNally Tenaya Therapeutics Scienti�c Advisory Board Member 13-Mar-19

Jonathan Weissman Tenaya Therapeutics Scienti�c Advisory Board Member 13-Mar-19

Mark A. Kay Tenaya Therapeutics Scienti�c Advisory Board Member 13-Mar-19

Executive To Company New Role Effective Date

Other
Search

Mark Day Bioasis Technologies Inc Chief Executive O�cer, President, and 
Director 11-Mar-19 Resignation

Mark L. 
Bagarazzi Inovio Pharmaceuticals Inc Chief Medical O�cer 12-Mar-19 Resignation

John McGovern NovaBay Pharmaceuticals 
Inc Chief Financial O�cer 7-Mar-19 Resignation

Ely Benaim Rexahn Pharmaceuticals Inc Chief Medical O�cer 31-Mar-19 Resignation

Richard Francis Sandoz International GmbH Chief Executive O�cer 31-Mar-19 Resignation

Executive From Company Previous Role Effective Date Move Type

CONTINUED FROM PAGE 21
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