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twice per day approximately 12 hours 
apart – achieved only a modest $400m in 
revenue for Shire in 2018, the Swiss firm 
sees it as “well positioned” for blockbuster 
potential. It is already sold in multiple mar-
kets including the US (approved in 2016), 
Canada and Australia and is under regula-
tory review in a number of other countries.

Xiidra, which targets inflammation and 
is thought to interrupt the interaction of 
LFA-1 and ICAM-1, is the first and only pre-
scription treatment approved in the US for 
both the signs of eye damage and physi-
cal symptoms of dry eye disease, a multi-
factorial disorder estimated to affect more 
than 34 million people in that country. 
Symptoms include eye discomfort, sting-
ing, burning, a gritty feeling or fluctuating 
blurry vision, and there may also be eye 
surface redness. 

Aging and female gender are recog-
nized as traditional risk factors, and if left 
untreated, the condition can become ex-
tremely painful and lead to permanent 
corneal and vision damage, which can 
be objectively measured by a specialist 
through tests such as corneal staining and 
pain and discomfort indices. 

DRY EYE ENVIRONMENT 
In the US, the other main currently avail-
able prescription treatment for dry eye is 
Allergan Inc.’s Restasis (cyclosporine emul-
sion), which is used to increase tear pro-
duction. Continued use can sometimes be 
associated with a burning sensation in the 
eyes, however, and the drug may also take 
up to six months to become fully effective, 
potential differences that Novartis might 
be looking to exploit as it takes on Xiidra.

Restasis, which generated $1.2bn in the 
US in 2018, will soon face generic com-
petition there, raising an open question 

Takeda Offloads Xiidra As Expected, 
For $3.4bn Upfront To Novartis 
IAN HAYDOCK ian.haydock@informa.com

Novartis AG has entered into an 
agreement to fully acquire from 
Takeda Pharmaceutical Co. Ltd. the 

ex-Shire PLC dry eye drug Xiidra (lifitegrast 
ophthalmic solution 5%) and related as-
sets, in a widely anticipated divestment 
move by the Japanese firm as it rational-
izes its combined portfolio following the 
$62bn acquisition of Shire earlier this year. 

Separately, but as part of the same 
process, Takeda has also entered into 
a smaller agreement to divest Tacho-
Sil, a surgical patch designed to control 
bleeding, to the J&J medical equipment 
subsidiary Ethicon Inc. Both transactions 
are expected to close in the calendar sec-
ond half, and will see Takeda shed close to 

500 employees along with the assets, as 
staff linked to the two products transfer to 
the acquiring companies. 

After a small initial jump after the 
deal was announced before the market 
opened in Tokyo on 9 May, Takeda’s share 
price had settled down to just above the 
previous day’s close by late afternoon, 
suggesting the deal came as no surprise.

WORTH UP TO $5.3BN
The Xiidra terms include a $3.4bn up-
front payment, plus potential milestone 
payments by Novartis of up to $1.9bn. 
The Swiss firm will take on approximately 
400 ex-Shire employees associated with 
the product. While Xiidra – which is dosed CONTINUED ON PAGE 4
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While Takeda’s divestment of Shire’s dry eye drug Xi-
idra to Novartis (cover story and p4) has dominated 
the M&A headlines, it isn’t the only notable acquisition 
deal signed this month. 

Pfizer is no longer mega-merger-hungry and preying 
on its peers, but the company has not given up on deal-
making. Rather, it’s switched from seeking commercial 
bulk to feeding its pipeline, particularly favoring niche 
rare diseases and new technology. The US major, fresh 
from purchasing an option on France’s gene therapy 
company Vivet Therapeutics and its candidate in the 
rare condition Wilson’s disease, continued its shop-
ping trip in the rare diseases space with the acquisition 
of Swiss firm Therachon in a deal worth up to $810m 
including milestones (p8).

Long under pressure to find external solutions to its 
internal growth challenges, Lundbeck has also found 
a target that it hopes will refresh its future in the CNS 
space (p9). Picking up a molecule targeting the endo-
cannabinoid pathway that is most advanced in Tou-
rette syndrome, Lundbeck also gets broader platforms 
that could help it target brain diseases. And the Danish 
company said it was still on the hunt for further acqui-
sitions to bring both early and later-stage assets.

In other news, US brand drug net price increases fell 
below the consumer price index at just 0.3% – but US 
drug spending still rose by 4.5% to $344bn, fueled by 
new launches, specialty medicines and volume growth 
(p14). And we have more earnings reports, trial updates 
and analysis of the multiple myeloma pricing and reim-
bursement landscape (p12). Enjoy!
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GI Innovation CEO On Developing World’s 
First Microbiome-Biologics Combo 
JUNG WON SHIN jungwon.shin@informa.com

The human microbiome is emerging as a target for new 
therapeutic approaches, but this may not be enough by 
itself to fully and effectively treat diseases. Conventional 
medicines meanwhile also can’t solve all the problems of 
patients alone. South Korea’s GI Innovation Inc. was estab-
lished two years ago based on the belief that bringing to-
gether the two approaches may be most effective. 

Using its proprietary platform technology, Seoul-based 
GI Innovation aims to combine microbiome research with 
protein drugs to develop novel synergistic therapeutic 
approaches and reduced side effects. The bioventure’s 
μ+ Biologics pioneering platform creates a unique mix of 
microbiomic elements and biologics designed to mimic 
naturally occurring biologics-microbiome interactions.

Interest in the microbiome is undoubtedly growing. 
Since 2014, globally more than 60 companies have been 
set up annually to explore some aspect of the microbiome. 
Diverse approaches and different types of therapeutics are 
being explored in the microbiome space, including NCEs, 
peptides, probiotics, bacteria and phages, and their appli-
cation against numerous targets.

Although GI Innovation is still a rookie bioventure with 
about 40 employees, it is rapidly progressing its drug pipe-
line, helped by the hiring of leaders in key sectors includ-
ing manufacturing, biology and business development.

Published online 8 May 2019
To read the rest of this story go to: https://bit.ly/2Q08x5K
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over whether this may also impact the 
broader dry eye market and potential 
sales of Xiidra.

Four patents covering Restasis were 
invalidated by a US district court in 2017 
and the ruling was affirmed on appeal 
last November. Both Teva Pharmaceuti-
cal Industries Ltd. and Mylan Laboratories 
Ltd. are aiming to launch generic versions 
of Restasis, for which Allergan’s forecast 
assumes exclusivity for the drug only 
through 31 March. Teva lost a bid earlier 
this year to rule on its first-to-file exclusiv-
ity rights.

Among future potential competitors in 
the dry eye space, Aurinia Pharmaceuti-
cals Inc.’s voclosporin missed its primary 
endpoint in a head-to-head Phase IIa 
study with Restasis, while UK venture Topi-
Vert Ltd. has started dosing in a Phase IIb/
III trial with its anti-inflammatory kinase 
inhibitor candidate TOP1630.

Novartis said that, from its view, Xi-
idra will slot strategically within its ex-
isting $4.6bn commercial portfolio and 
research pipeline – where dry eye is one 
core area of focus - and that it would use 
its already well-established infrastructure 
to maximize sales. 

The company’s other major marketed 
eye drugs globally include Lucentis (ra-

nibizumab), used mainly in wet age-relat-
ed macular degeneration, an indication 
for which potential successor brolucizum-
ab was filed in the US last month. 

Novartis also sees the commercial ex-
perience with Xiidra as better positioning 
it in the market for its other front-of-eye 
pipeline products currently in clinical de-
velopment, which include ECF843 for dry 
eye and UNR844 for presbyopia, both in 
early trials.

While the Alcon Inc. surgical product 
and contact lens business has been spun 
out, Novartis has brought prescription eye 
drugs into its mainstay pharma business, 
signaling its strategic focus on the area.

LONG EXPECTED MOVE 
As reported multiple times previously in 
Scrip, the shedding of Xiidra has long been 
speculated as a likely non-core divestment 
since Takeda first disclosed its interest in 
acquiring Shire last year. The drug was 
seen as not fitting into the Japanese firm’s 
strategic therapeutic focus on gastroen-
terology, oncology and neuroscience, plus 
(post-Shire) on rare diseases such as hemo-
philia and hereditary angioedema.

Following completion of the Shire deal 
early this January, Takeda had stated clear-
ly that it was actively reviewing targeted 
divestments that could total up to $10bn, 

and was talking to potential partners. But 
it had remained resolutely non-specific 
about what might be on the block. 

It seems likely that the proceeds 
from the Xiidra deal will be used to fur-
ther pay down the $48bn in net debt 
associated with the Shire acquisition, 
which Takeda has said it wants to get 
down to 2x adjusted EBITDA within 
three to five years.

ETHICON DEAL
Upon the close of the Ethicon deal for Ta-
choSil, approximately 80 employees will 
transition to Ethicon. 

Under the terms of the agreement, Ethi-
con will acquire all assets and licenses that 
support the manufacturing, licensing and 
commercialization of TachoSil, while Take-
da will maintain ownership of its existing 
manufacturing facility for the product in 
Linz, Austria. 

Takeda has also entered into a long-
term manufacturing services agreement 
under which it will continue to manufac-
ture TachoSil products and supply these 
to Ethicon.

Financial terms were not disclosed, but 
Takeda said it recorded adjusted TachoSil 
net sales of around $155m in the fiscal 
year ended March 31, 2018.  

Published online 9 May 2019
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Novartis Delighted With Xiidra Deal Despite  
Eye-Watering Price
KEVIN GROGAN kevin.grogan@informa.com

It was no surprise that Takeda Pharma-
ceutical Co. Ltd. was looking to divest Xi-
idra, which it got access to following the 

$62bn acquisition of Shire PLC earlier this 
year, but the amount that Novartis AG has 
agreed to pay for the dry eye drug has cer-
tainly raised eyebrows.

The Swiss giant is to pay $3.4bn upfront 
for Xiidra (lifitegrast) plus potential mile-
stone payments of up to $1.9bn, a huge 
sum seeing as how Shire got hold of the 
eyedrop through its acquisition of SAR-
code Bioscience Inc. in 2013 which in total 
cost $160m. As part of the deal, Novartis 
will take on approximately 400 ex-Shire 
employees associated with the product.

Xiidra, a lymphocyte function-associ-
ated antigen 1 (LFA-1) agonist, was ap-
proved by the US Food and Drug Adminis-
tration in July 2016 to treat both the signs 
and symptoms of dry eye disease, despite 
an initial submission with mixed data and 
a complete response letter in October 
2015. Getting the indication for both signs 
and symptoms was supposed to give Xi-
idra a significant advantage over the only 
drug currently approved for dry eye, Al-
lergan PLC’s Restasis (cyclosporine emul-
sion), which has become a blockbuster 
despite marginal efficacy and a label that 
only cites its ability to increase tear pro-
duction in patients with chronic dry eye.  

(Also see “Shire’s Xiidra Gets Advantageous 
Label Covering Signs, Symptoms Of Dry Eye 
Disease” - Pink Sheet, 12 Jul, 2016.)

However, Xiidra, previously touted by 
Shire as a potential blockbuster, has had 
lacklustre sales, bringing in just $400m 
in revenues in 2018. In comparison, al-
though first quarter 2019 sales of Restasis 
fell 11.7%, primarily due to less demand 
and lower net pricing, the drug – which 
will be hit by generic competition in the 
coming months – still contributed $242m 
to Allergan’s coffers.

Nevertheless Novartis, which spun out 
its surgical eye product and contact lens 
business Alcon Inc.last month, said that 

mailto:kevin.grogan@informa.com
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Xiidra “is well positioned for blockbuster 
potential.” Head of pharma Paul Hudson 
claimed that the drug, “with its unique 
dual benefits, is an example of the type 
of innovative advances we invest in…we 
look forward to leveraging our well-estab-
lished commercial infrastructure to bring 
this medicine to more patients.”  (Also see 
“Adios To Alcon In April As Novartis Con-
firms Spin-Off Date” - Scrip, 22 Mar, 2019.)

On a conference call, Hudson noted that 
while the Xiidra 2018 sales may appear 
modest, they were still up 48% over 2017, 
an impressive performance two years into 
launch. He added that it could possibly 
have been better as perhaps the long 
negotiations between Takeda and Shire 
ahead of their link-up may have meant 
that the focus on Xiidra was less sharp, “so 
we look forward to putting our foot back 
on the gas.”

As for the price tag, Hudson said that 
Novartis has obviously done a lot of due 
diligence and $3.4bn upfront represents 
“a sensible level of investment” for a “de-
risked growth asset [and] it hits a sweet 
spot for us.” He pointed out that the mile-
stones will only start kicking in once Xiidra 
has annual sales of $1.2bn and stressed 
that the opportunity was a big one in the 
US, where it is estimated that more than 
34 million people are impacted by the 
disease. However only half of those see 
an ophthalmologist, with the other half 
on over-the-counter treatments, and of 
the former, only 10% are given a prescrip-
tion medicine.

Dirk Sauer, head of Novartis’ ophthal-
mology unit, spoke about Xiidra’s “unique 
label,” for both the signs and symptoms 
of dry eye and highlighted its fast onset 
of action – between two weeks and three 
months versus six months for Restasis.

The opportunity is less clear else-
where and while Xiidra was submitted 
to the European Medicines Agency 
back in 2017, it has not been approved 
there or in Japan. Hudson said that the 
focus was very much on North America 
but Novartis would explore other terri-
tories, although he acknowledged “dif-
ferent reimbursement hurdles that we 
need to do more work on.”  (Also see “The 
Eyes Have It For Shire With Lifitegrast Fil-
ing In Europe” - Scrip, 15 Aug, 2017.)

Despite jettisoning Alcon, ophthalmol-
ogy is a core business for Novartis, with 
the unit bringing in $4.6bn in sales last 
year. It markets the blockbuster Lucentis 
(ranibizumab) for wet age-related macular 
degeneration, while the latter’s potential 
successor - brolucizumab – was accepted 
for evaluation by the FDA last month after 
Novartis used a priority review voucher.  
(Also see “Novartis Secures FDA Priority 
Review For Brolucizumab Thanks To PRV “ 
- Scrip, 15 Apr, 2019.)

If all goes well, brolucizumab could be 
launched in the US by the end of 2019. 
Eric Le Berrigaud, an analyst at Bryan Gar-
nier, noted that since the Xiidra deal was 
expected to close in the second half of 
this year, the drug would become part of 
Novartis at a similar time to the likely ap-

proval of brolucizumab in wet AMD, “offer-
ing a mutual leverage.”

Hudson noted that Xiidra would also 
help lay the groundwork for launches of 
other potential ophthalmology thera-
pies in the firm’s pipeline. He singled out 
ECF843 for dry eye, which has a differ-
ent mechanism of action to Xiidra but 
looks complementary, Hudson said, and 
UNR844 for presbyopia. They could be 
launched in 2024 and 2023 respectively.

What is clear is that under CEO Vas 
Narasimhan, Novartis is prepared to 
pay big money to advance the firm’s 
portfolio. As well as spending $8.7bn 
to get hold of AveXis Inc. and its much-
touted gene therapy Zolgensma for spi-
nal muscular atrophy, another $3.9bn 
was spent in January 2018 to gain the 
radiotherapeutic Lutathera (lutetium 
Lu 177 dotate) with the acquisition of 
Advanced Accelerator Applications SA.  
(Also see “Novartis CEO Issues Staunch 
Defense of Zolgensma As Sales Soar” - 
Scrip, 24 Apr, 2019.)  (Also see “Confirm-
ing Rumors, Novartis Buys AAA To Boost 
Oncology Business” - Scrip, 30 Oct, 2017.)

At the end of last year, the Basel-head-
quartered group paid $2.1bn for Endocyte 
Inc. and Lu-PSMA-617, a potential first-in-
class radioligand therapy for the treat-
ment of metastatic castration-resistant 
prostate cancer. Endocyte only acquired 
the drug one year earlier from Germany’s 
ABX GmbH and paid a mere $12m up-
front.  (Also see “Novartis Tunes Into Ra-
diopharmaceuticals With Endocyte Buy” 
- Scrip, 18 Oct, 2018.)

Bryan Garnier’s Le Berrigaud wrote in an 
investor note (9 April) that when it comes 
to the Takeda deal “we find it a bit expen-
sive,” citing comments made by Shire at 
the last call before it was acquired by Take-
da about price pressure in the category 
which “may ask for caution when it comes 
to making forecasts for Xiidra.”  

Published online 9 May 2019
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Pfizer Wins Tafamidis Approval;  
Now It Will Need To Build The Market
JESSICA MERRILL jessica.merrill@informa.com

Pfizer Inc. has big ambitions for ta-
famidis as it launches the new 
drug in a rare cardiovascular indi-

cation, but the commercial ramp up is 
expected to be slow and success will 
depend on the company’s ability to 
build disease awareness and diagnosis. 

Tafamidis was approved by the US 
FDA, two months ahead of the July ac-
tion date, in two oral formulations and 
will be marketed as Vyndaqel (tafamidis 
meglumine) and Vyndamax (tafamidis) 
for treatment of the cardiomyopathy of 
wild-type or hereditary transthyretin-me-
diated amyloidosis (ATTR-CM) to reduce 
cardiovascular mortality and cardiovas-
cular-related hospitalization. Tafamidis is 
a first-in-class transthyretin stabilizer and 
the first drug approved by the FDA to 
treat ATTR-CM. Vyndaqel 20mg capsules 
(dosed as 80mg) will be available shortly, 
while the Vyndamax 61mg capsules will 
not be available until the second half of 
2019, because of issues with supply. Pfizer 
said it will eventually transition patients to 
Vyndamax once sufficient supply is avail-
able since it is a single capsule dosed daily, 
while Vyndaqel is dosed as four capsules. 
The 20mg formulation had been granted 
a priority review with action expected in 
July, while the 61mg version actually had 
been granted a standard review by FDA 
with a November action date. 

Pfizer will need to build awareness of 
the disease among patients and physi-
cians if tafamidis is to become a block-
buster, as many investors hope. There 
are only about 100,000 patients in the 
US with ATTR-CM, Pfizer estimates, and 
the diagnosis rate is extraordinarily low 
– only about 1-2%. Vyndaqel and Vyn-
damax are expected to be a key growth 
driver for Pfizer as it moves through 2020 
and cycles out of the loss of Lyrica and 
into what it forecasts will be an extended 
period of growth.

PRICED BELOW COMPETITION
The product has a list price of $225,000 for 
one year of treatment, which Pfizer said 

fairly reflects the cardiovascular mortality 
benefit and reduction in hospitalizations 
from treatment. Existing treatments in-
clude symptom management and in rare 
cases heart and liver transplant, which 
can cost more than $1.3m per transplant, 
Pfizer noted. 

The price is well below what is cur-
rently available and considered to be po-
tential competition, Alnylam Pharmaceu-
ticals Inc.’ Onpattro (patisiran) and Akcea 
Therapeutics Inc.’s Tegsedi (inotersen), 
both of which were approved by FDA last 
year within months of each other for a 
narrower indication, polyneuropathy of 
hereditary transthyretin-mediated amy-
loidosis (hATTR). 

Pfizer’s tafamidis clearly has the labeling 
advantage, however, as it is the only prod-
uct approved with labeling that includes 
cardiac endpoints. Now it also will have a 
pricing advantage.

Both Onpattro and Tegsedi have a list 
price of $450,000. Alnylam talked at the 
time of the launch about working with 
payers to develop outcomes-based re-
imbursement agreements; the company 
anticipated the net price of Onpattro 
would be more like $345,000 after dis-
counts.  (Also see “Alnylam Offers Flexible 
Value-Based Deals For Breakthrough RNAi 
Drug Onpattro” - Scrip, 11 Aug, 2018.)

ATTR-CM is a rare and fatal disease 
that affects the heart, characterized 
by buildup of abnormal deposits of 
misfolded protein, or amyloid, in the 
heart, leading to progressive heart fail-
ure and death, on average two to three 
and a half years following diagnosis. 
It frequently is misdiagnosed as heart 
failure. Patients who are accurately di-
agnosed are often diagnosed through 
invasive heart biopsies.

FOCUS ON DIAGNOSIS
Pfizer’s launch efforts will focus on build-
ing awareness of the disease and increas-
ing the use of non-invasive tests like nu-
clear imaging scintigraphy for diagnosis 
instead of heart biopsy. 

During the company’s first quarter 
sales and earnings call on 30 April, Bio-
pharmaceuticals group president An-
gela Hwang talked about the company’s 
confidence and compared the launch of 
tafamidis to Xalkori (crizotinib) for ALK-
mutated lung cancer. “We are confident 
about our capability to build this market 
because we have a track record of suc-
cess in creating new markets,” she said. 
“At the time of launch of Xalkori, the diag-
nosis rate of the ALK mutation was only 
1%, but today it is 80-90%.” 

Analysts were encouraged by the early 
approval and optimistic about the pros-
pects for tafamidis. Credit Suisse analyst 
Vamil Divan said his recent upgrade of 
Pfizer was based on a number of underap-
preciated pipeline opportunities, but that 
tafamidis is one of the most important. 

“We believe commercializing this 
product plays to Pfizer’s strengths and 
we are quite confident Pfizer will be able 
to effectively launch the product,” Divan 
said. The analyst forecast peak sales of 
$2bn, but said the estimate also could be 
much larger if Pfizer executes success-
fully on the launch. BMO Capital Markets 
analyst Alex Arfaei was even more bull-
ish, forecasting sales would reach $4.5bn 
by the late 2020s. 

“The focus going forward is on ATTR-
CM diagnosis rate, and we believe few 
companies could drive the ramp better 
than Pfizer,” he said. Arfaei said his view 
was bolstered by a cardiology expert 
who believes imaging diagnosis will not 
be cost prohibitive and will be broadly 
adopted. Investors got excited about the 
opportunity for tafamidis after the Phase 
III data were released last year, showing 
treatment resulted in a 30% reduction in 
all-cause mortality and 32% reduction in 
cardiovascular-related hospitalizations at 
30 months versus placebo. That informa-
tion about reducing mortality and hospi-
talizations is also clearly noted in the indi-
cation section of labeling, which is likely to 
be a big advantage.  

Published online 6 May 2019
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Another FDA ‘No’ For Acacia Over Unresolved  
Facility Deficiencies
KEVIN GROGAN kevin.grogan@informa.com

Investors have lost patience with Acacia 
Pharma Ltd., sinking the UK firm’s stock 
after it suffered a second rejection from 

the US FDA for the post-operative nausea 
and vomiting (PONV) therapy Barhemsys, 
once again as a result of problems at the 
contract drug manufacturer. 

Acacia was hit with its first complete 
response letter from the FDA in October 
2018 which identified deficiencies that 
had been reported during an inspection 
of a facility of the unidentified contract 
manufacturer of amisulpride, the active 
pharmaceutical ingredient in Barhem-
sys. The company, which is listed on the 
Euronext stock exchange in Brussels, 
was confident at the time that the issues 
would be resolved quickly but has now 
revealed – a couple of days before its 
Prescription Drug User Fee Act (PDUFA) 
action date for the treatment of May 5 – 
that the problems persist.

On a conference call, Acacia manage-
ment did not instill confidence about how 
the situation was being handled. CEO Ju-
lian Gilbert said the firm was “extremely 
disappointed” that the undisclosed amis-
ulpride manufacturer named in the New 
Drug Application had still not been able 
to meet the FDA’s required standards, but 
there was no clarification about what the 
particular problem was or why it is taking 
so long to resolve. 

When asked how getting another CRL 
would affect approval timelines, Gilbert 
said it was difficult to say until Acacia 
got further information from the FDA 
and “until we know specific issues re-
lated to the inspection.” He went on to 
say that “we’ve already had some corre-
spondence with them” and the firm now 
needed to arrange a ‘type A’ meeting, 
held to discuss how a stalled product de-
velopment program can proceed; Gilbert 
said that such a meeting is usually sched-
uled within 30 days.

However, the situation could be re-
solved – or complicated further – by the 
news that Acacia is looking at a back-up 
option. Gilbert said the company was 

“on track to complete the qualification 
of an alternative supplier of amisul-
pride,” which also would involve getting 
the green light from the FDA, stating 
that the timeline associated with get-
ting that unnamed secondary manu-
facturer approved would be between 

12 and 18 months from October 2018 
when the possibility of getting a new 
manufacturer was first mentioned. 

Asked on the call if Acacia would con-
tinue to stick with the first supplier, Gilbert 
said the firm would very much like to pur-
sue both options for the time being “and 
go with the one that gives us the most ef-
ficient and low risk opportunity” to get ap-
proved by “the most rapid route. But that’s 
what we need to talk to the FDA about.”

Chief financial officer Christine Soden 
said that the costs of switching to a new 
supplier would be negligible. The figure 
she quoted was “less than €250,000 and 
probably quite a lot less than that.”

Despite the confusion, Gilbert was 
still bullish, saying: “we received no 
concerns on any of the clinical and 
non-clinical data and no further stud-
ies or data analyses will be required 
[so] we remain confident that Barhem-
sys is approvable.” The label Acacia is 
pursuing for the repurposed version 
of amisulpride, a dopamine receptor 

antagonist which is already marketed 
for schizophrenia, would specifically 
target areas of unmet medical need, 
he added, namely rescue treatment of 
people that have received prophylaxis 
but still go on to get PONV – about 16 
million patients in the US – and in com-

bination with an antiemetic of a dif-
ferent class for prevention in high risk 
patients, another 18 million. 

If Barhemsys gets approval, it will be the 
first drug to have such a broad label, Gil-
bert pointed out. He went on to say that 
key opinion leaders have emphasized the 
need for a different mechanistic class to 
the standard of care.

At the end of March, Acacia had cash 
of just over £28m in the bank, which al-
lows it time to choose an optimal path 
forward for Barhemsys. However, yet an-
other lengthy delay will prove expensive 
and last October the company disclosed 
that it had already hired 35 staff in the US 
in sales, regulatory, marketing and opera-
tional roles in preparation for a launch in 
the first half of 2019.

That deadline has come and gone and 
while Acacia continues to remain positive, 
investors are unhappy. The company’s 
stock collapsed nearly 57% to close at 
€1.52 on May 3.  

Published online 7 May 2019
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M & A

Pfizer Grows In Rare Disease With $810m Dwarfism 
Company Buy
JO SHORTHOUSE joanne.shorthouse@informa.com

Pfizer Inc. is to pay $810m to buy 
Swiss rare disease company Thera-
chon AG, to obtain its asset TA-46 for 

achondroplasia, the most common form 
of short-limbed dwarfism.

The deal terms mean that Pfizer will 
pay $340m upfront, with an added 
$470m in additional payments depen-
dent on TA-46 development and com-
mercialization milestones being met. 
The asset is currently in Phase I trials in 
the Netherlands.

Basel-based private company Thera-
chon is also developing apraglutide, a 
GLP-2 analog in Phase II development 
for short bowel syndrome, acquired 
through its buy out of GLyPharma 
Therapeutic Inc. in October 2018. How-
ever, before the Pfizer deal completes, 
Therachon will spin-off its apraglutide 
development program into a separate, 
independent company of which Pfizer 
Ventures, the venture capital arm of 
Pfizer, will hold an equity stake.

At present, Pfizer Ventures holds a mi-
nority stake in Therachon, alongside oth-
er investors such as Novo Holdings and 
Versant Ventures. The company raised 
$60m from a mezzanine financing in 
September 2018.

This deal is an immediate example of 
Pfizer’s stated business development 
strategy, talked about in its Q1 earnings 
announcement on 30 April. The pharma 
behemoth is concentrating on bolt-on 
acquisitions that will help to augment its 
pipeline, as it braces itself for a challeng-
ing 2019 and 2020 as it loses its number-
two seller, Lyrica (pregabalin), to generic 
competition in June.  (Also see “Pfizer’s 
Business Development Transition: From 
“Revenues Now” To Pipeline Development” 
- Scrip, 30 Apr, 2019.)

ACONDROPLASIA
Achondroplasia, for which there are 
no approved treatments, is a disorder 
of bone growth that causes the most 
common type of dwarfism. It is a result 
of an autosomal dominant mutation in 

the fibroblast growth factor receptor 3 
gene (FGFR3), which causes an abnor-
mality of cartilage and bone formation. 
In normal circumstances, FGFR3 has a 
negative regulatory effect on bone 
growth. In achondroplasia, the mu-
tated form of the receptor is constitu-
tively active and this leads to severely 
shortened bones.

It can result in serious cardiovascular, 
neurological and metabolic complica-
tions for approximately 250,000 people 
worldwide. TA-46 is an investigational, sol-
uble recombinant human FGFR3 decoy, a 
mechanism of action that is believed to 
normalize the overactive FGFR3 signal-
ing pathways that underlie bone devel-
opment abnormalities associated with 
achondroplasia. 

It is being developed as a weekly subcu-
taneous injection for children and adoles-
cents living with the condition. TA-46 has 
completed Phase I, and has received an 
orphan drug designation from the Euro-
pean Medicines Agency and the US Food 
and Drug Administration.

TA-46, however, is not the only product 
in the clinic for the condition. 

In Phase III is BioMarin Pharmaceuti-
cal Inc.’s vosoritide, a stabilized analog 
of C-type natriuretic peptide (CNP), a 
natural human peptide that is a posi-
tive regulator of bone growth. It binds 
to the natriuretic peptide receptor B, 
which initiates intracellular signals that 
inhibit the overactive FGFR3 pathway. 
Topline results from the Phase III study 
are expected at the end of 2019.  (Also 
see “BioMarin impresses with Phase II 
dwarfism drug” - Scrip, 18 Jun, 2015.)

In Phase I is Ascendis Pharma AS’s sub-
cutaneous TransCon CNP. The company 
plans to initiate a Phase II program in 
mid-2019.

RARE DISEASE FRANCHISE
While there may be competition ahead 
for TA-46, Pfizer does have experience of 
growth deficiency medicine in its rare dis-
ease portfolio. 

“Pfizer’s existing research programs 
for pediatric growth disorders provide a 
complementary setting for this potential 
breakthrough therapy,” said the chief sci-
ence officer of Pfizer Rare Disease research 
unit, Seng Cheng. 

Pfizer, along with partner Opko Bio-
logics, has the once-weekly human 
growth hormone (hGH) candidate Lago-
va (hGH-CTP) in Phase III trials for both 
adults and children.

Under the deal terms, signed in 2014, 
Opko has responsibility for clinical devel-
opment of the asset, while Pfizer will reg-
ister and commercialize it. 

Pfizer also markets the daily injectable 
hGH Genotropin (somatropin), for which 
made the company $179m in 2018, ac-
cording to company reports, but has 
been subject to biosimilar competition 
for 13 years, since Sandoz International 
GMBH‘s growth hormone Omnitrope 
became the first biosimilar to be ap-
proved in April 2006. 

Published online 9 May 2019
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M & A

Lundbeck Boosts US R&D Capability With $400m  
Abide Theraputics Bid
MIKE WARD mike.ward@informa.com

Hit by a number of high-profile clinical failures in recent 
months,  the Danish CNS-focused pharma Lundbeck Inc. 
plans to spend some of its cash pile on acquiring San Di-

ego, CA-based biotech Abide Therapeutics Inc. The acquisition 
gives Lundbeck a differentiated chemical proteomic drug discov-
ery platform focused on selective serine hydrolase inhibitors, a 
Phase II compound and preclinical assets, as well as a US-based 
research hub. Lundbeck’s offer of $250m upfront and the promise 
of an additional $150m should milestones be achieved has been 
accepted unanimously by Abide’s board. 

Abide Therapeutics was founded in 2011 and is underpinned by 
a drug discovery platform that delivers highly selective molecules 
that target serine hydrolases, one of the largest and most diverse 
enzyme classes in humans. Serine hydrolases influence physiol-
ogy by controlling the levels of diverse bioactive signaling mol-
ecules, including lipids, neurotransmitters, peptides, and proteins 
involved in important biological processes such as mood, pain 
perception and inflammation.

Abide’s platform is made up of three key components: a pro-
prietary 20,000-plus compound chemical library with enriched 
activity against serine hydrolases; metabolomic methods that 
enable rapid understanding of the serine hydrolase substrates 
and products in physiological and disease states; and an activity-
based protein profiling (ABPP) assay technology developed by 
cofounder Benjamin Cravatt, Gilula chair of chemical biology at 
Scripps Research Institute, to identify selective inhibitors against 
serine hydrolases. Cravatt is also a cofounder of Vividion Thera-
peutics Inc. and ActivX Biosciences Inc.

Focusing on potent and selective serine hydrolase inhibitors, 
Abide’s lead molecule is ABX-1431, an inhibitor of monoacylglyc-
erol lipase (MGLL) that modulates the endocannabinoid system 
preferentially in areas where neuronal circuits are excessively ac-
tivated to treat a variety of CNS diseases. The compound is in a 
Phase II trial to treat Tourette syndrome and Phase I trials in neuro-
inflammatory disorders associated with pain and L-DOPA induced 
dyskinesia. Tourette syndrome has proved a difficult target and 
only a handful of compounds are in currently in clinical trials.  (Also 
see “Valbenazine’s Consistent But Weak Effect In Tourette Dismays 
Neurocrine” - Scrip, 13 Dec, 2018.)

In 2014, Celgene Corp. did a deal with Abide involving a $50m 
upfront fee and an equity stake, which gave it an option to se-
cure ex-US rights to ABX-1431, an option to a follow-up pipeline 
asset and an option to acquire the company. Although Celgene 
exercised the option for $20m in 2016, the original deal was ter-
minated in 2018 and was replaced by a deal that gave it exclusive 
worldwide rights to ABX-1772, a preclinical candidate against an 
undisclosed target n the Abide pipeline. Celgene paid Abide an 
undisclosed upfront payment plus undisclosed milestones and 
potential royalties. Neither Abide nor Celgene have detailed why 
the original 2014 deal was terminated.

Other preclinical candidates in the Abide pipeline include the 
MGLL targeted molecules ABX-1762 for acute CNS indications and 
ABX-1772 against an undisclosed indication. The company has 
two other programs against undisclosed targets: ABD-X in NASH 
and ABD-Y in immunomodulatory indications.

Lundbeck is clearly attracted by Abide’s expertise in harnessing 
the endocannabinoid pathway, although the company’s platform 
has the potential to characterize other enzyme systems with the 
serine hydrolase family. “Our scientists believe that modulating the 
endocannabinoid pathway is a great way forward, however, we be-
lieve the platforms Abide has developed have great potential for 
yielding new neurological and psychiatric targets and molecules 
to provide other breakthrough opportunities to treat brain dis-
eases,” Lundbeck president and CEO Deborah Dunsire told Scrip. 

With the 2018 expiry of the Onfi (clobazam) patent and the 
high-profile Phase III clinical trial disappointments of the anti-
psychotics Lu AF35700 for treatment-resistant schizophrenia and 
Rexulti (brexipiprazole) in treating bipolar I manic episodes, Duns-
ire is under pressure to fill both the early and late stage pipelines.  
(Also see “Pressure Builds On Lundbeck After Rexulti Fails In Bipolar 
I Manic Episodes” - Scrip, 15 Feb, 2019.)(Also see “Lundbeck Still As-
sessing Future Of Antipsychotic After Phase III Failure, Says CEO” 
- Scrip, 19 Nov, 2018.)(Also see “Lundbeck Looks For Assets Across 
Value Chain To Ride Storm” - Scrip, 8 Feb, 2019.)

“This deal is the first step to strengthen the early part of pipe-
line against multiple targets. We are also looking for potential 
late-stage deals and with our strong financial foundation are in a 
position to achieve that,” she added. Lundbeck has a war chest of 
$4bn-5bn to fulfill that ambition.

Keen to preserve the innovative culture at Abide and its links 
with Scripps, Dunsire says that the company’s laboratory in La Jol-
la will become the US drug discovery hub for the Danish compa-
ny. The transaction is expected to close during the second quarter 
but is subject to receipt of customary regulatory approvals, in-
cluding expiration or termination of the waiting period under the 
Hart-Scott-Rodino Act in the US.  
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C L I N I C A L  T R I A L S

Positive CLL Data For AstraZeneca’s BTK Inhibitor 
Prompts Early ASCEND Trial End 
STEN STOVALL sten.stovall@informa.com

AstraZeneca PLC’s BTK inhibitor Calquence (acalabrutinib) 
has boosted its prospects in liquid tumors by meeting the 
endpoint mid-way in a Phase III trial for relapsed or refrac-

tory chronic lymphocytic leukemia (CLL), prompting an early end 
to the ASCEND evaluation.

Already approved in mantle cell lymphoma (MLL), Calquence 
is being developed by AstraZeneca and partner Acerta Pharma 
BV for the treatment of multiple B-cell blood cancers, including 
diffuse large B-cell lymphoma, Waldenstrom’s macroglobulinae-
mia, follicular lymphoma, multiple myeloma and other hemato-
logic malignancies.

Calquence was approved in October 2017 for previously-
treated MLL, a small initial indication from which the duo 
intends to build out further. AstraZeneca has said it sees 
Calquence as an important vehicle for moving beyond its foot-
hold in solid tumors.

In doing so, it will ultimately challenge Johnson & Johnson 
and AbbVie Inc.’s entrenched first-in-class Imbruvica (Ibruti-
nib) across a spectrum of indications.

ASCEND DETAILS ‘COMING’
Results from the Phase III ASCEND trial “showed a statistically-sig-
nificant and clinically-meaningful improvement” in progression-
free survival (PFS) with Calquence monotherapy compared to a 
combination regimen of rituximab plus physician’s choice of ide-
lalisib or bendamustine. 

Importantly, the safety and tolerability of Calquence was con-
sistent with the known profile, AstraZeneca said in a brief 7 May 
announcement.

José Baselga, who heads up oncology R&D at the UK’s sec-
ond largest drug maker said Calquence “is the first BTK in-
hibitor to show benefit in a Phase III trial as a monotherapy 
compared to current standard-of-care combinations used 
in relapsed or refractory chronic lymphocytic leukaemia. We 
look forward to presenting detailed results at a forthcoming 
medical meeting.”

Leveraging its strength in oncology, AstraZeneca has estab-
lished hematology as one of four key oncology disease areas of 
focus and is accelerating development of a broad portfolio of po-
tential blood cancer treatments.

It bought rights to orally-administered Calquence (formerly 
known as ACP-196) via the late 2015 acquisition of a 55% stake in 

Acerta, a deal worth $5bn.  (Also see “AstraZeneca In Buy Now, Pay 
In Full Later Deal For Majority Acerta Stake “ - Scrip, 17 Dec, 2015.)

AstraZeneca and Acerta Pharma are currently evaluating 
Calquence in 26 company-sponsored clinical trials.

CALQUENCE-IMBRUVICA RIVALRY
Several Phase III clinical trials in CLL are ongoing, including AS-
CEND, ELEVATE-TN, and ELEVATE-RR to assess Calquence versus 
Imbruvica in previously-treated CLL, the most common type of 
leukaemia in adults.

AstraZeneca sees an opportunity for Calquence to differentiate 
itself from rival BTK (Bruton’s tyrosine kinase) inhibitors based on 
tolerability, recognizing that some of the targeted blood cancers, 
CLL in particular, are diseases that occur in older people who often 
have comorbidities.

As treatments for chronic diseases, the drugs must be taken 
daily or twice-daily for an extended period of time, making toler-
ability and quality of life real issues for patients. 

AstraZeneca hopes to address that with its ongoing head-to-head 
ELEVATE CLL R/R program pitting Calquence against Imbruvica.

 Designed as a ‘non-inferiority’ evaluation between the two BTK 
compounds, ELEVATE CLL R/R will read out later this year, Astra-
Zeneca said. Analysts say that data will be an important inflec-
tion point for Calquence.

While this [ASCEND data] is positive news for AstraZeneca, 
and these results should help support regulatory filings for 
Calquence in R/R CLL, ultimately, it is the results of the Phase 
III ELEVATE CLL R/R trial testing Calquence head-to-head with 
Imbruvica that will determine its uptake,” said Datamonitor 
Healthcare Analyst Hardik Patel.

“Once numerical results from the ASCEND trial are available, 
some cross-trial comparisons could be made with Imbruvica’s tri-
als testing it as a monotherapy in R/R patients, such as the Phase 
III RESONATE trial.”

“However, given Imbruvica’s extended time on the market – it 
was first approved in November 2013 – and robust clinical evi-
dence in CLL, Calquence will need to demonstrate positive results 
in terms of safety and/or efficacy in the head-to-head trial to take 
a significant share of Imbruvica’s patients.”

“The head-to-head results will also be crucial in helping secure 
reimbursement for Calquence,” Patel told Scrip.  

Published online 7 May 2019
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C L I N I C A L  T R I A L S

AstraZeneca, Daiichi Will Seek Approval Following ADC 
Trial Success In Advanced Breast Cancer
STEN STOVALL sten.stovall@informa.com

Positive Phase II data using trastuzumab deruxtecan to treat 
advanced HER2-positive breast cancer will now be used 
by AstraZeneca PLC and Daiichi Sankyo Co. Ltd. to back reg-

ulatory submissions around the world, and give further credence 
to their alliance to jointly commercialize the novel antibody-drug 
conjugate.

The duo said on 8 May that their pivotal DESTINY-Breast01 
trial had met its primary endpoint by demonstrating “a clinically 
meaningful” response rate in patients with refractory HER2-posi-
tive metastatic breast cancer, confirming impressive clinical activ-
ity in a recently published Phase I trial.

The safety and tolerability profile of trastuzumab deruxtecan 
shown in DESTINY was also consistent with previous experience. 
The companies said they would present the DESTINY trial data at 
an upcoming medical meeting, but gave no details.

PLANNED REGULATORY FILINGS
The results will back planned regulatory submissions, including a 
biologics license application with the US Food and Drug Adminis-
tration anticipated in the second half of 2019. 

Under their pact, Daiichi Sankyo will file and be the BLA holder 
of trastuzumab deruxtecan in US and other markets where it is 
the lead development partner, such as Japan. 

AstraZeneca will file in markets where it is the lead develop-
ment party, such as in China.

José Baselga, who heads R&D Oncology at AstraZeneca. said, “We 
believe this antibody drug conjugate has the potential to redefine 
the treatment of patients with HER2-expressing cancers, and we are 
eager to bring it as quickly as possible to patients with refractory 
HER2-positive breast cancer.”

REFLECT UNMET NEED
About one in five patients with breast cancer have tumors that 
overexpress the HER2/neu gene, a tyrosine kinase receptor 
growth-promoting protein found on the surface of some cancer 
cells and which is associated with aggressive disease. There is 
no current standard of care for HER2-positive tumors after treat-
ment with Roche’s Herceptin (trastuzumab), Perjeta (pertuzum-
ab) and Kadcyla (trastuzumab emtansine), so this remains a popu-
lation with high unmet medical need.

“Without the full dataset its difficult to determine trastuzumab 
deruxtecan’s full potential in this indication, but if these results 
replicate or improve upon the strong preliminary data from 
Phase I, the drug is likely to become a standard choice in HER2-
refractory breast cancer patients,” said Datamonitor Healthcare 
analyst Zachary McLellan.

 In that Phase I trial, trastuzumab deruxtecan demonstrated 
a robust 20.7-month duration of response and 22.1-month 
median PFS in HER2+ breast cancer patients. With regula-
tory submission based on these results planned for later this 

year, AstraZeneca is now set to gain a foothold in the lucrative 
HER2+ breast cancer market currently dominated by Roche 
and its stable of HER2-targeted regimens (Herceptin, Perjeta, 
and Kadcyla). 

“Competition from these established brands should be minimal, 
however, due to trastuzumab deruxtecan’s positioning,” McLellan 
told Scrip. AstraZeneca has aimed trastuzumab deruxtecan at 
heavily pretreated patients that have already received Kadcyla, 
Roche’s own antibody drug conjugate, which is typically used 
post-Herceptin. As such, trastuzumab deruxtecan’s targeted 

patients have likely already failed several HER2-directed thera-
pies in addition to Kadcyla and have few, if any, treatment op-
tions available, the analyst noted.

AstraZeneca and Daiichi said they have high ambitions 
for  trastuzumab deruxtecan, also known as DS-8201. 

A broad and comprehensive development program with 
trastuzumab deruxtecan is underway in North America, Europe 
and Asia, including five pivotal trials in HER2-expressing breast 
and gastric cancers, including in breast cancer patients with HER2-
low expression. 

Trastuzumab deruxtecan is also in Phase II development for 
HER2-expressing advanced colorectal cancer and metastatic non-
squamous HER2-overexpressing or HER2-mutated non-small cell 
lung cancer (NSCLC), and Phase I development in combination 
with nivolumab for HER2-expressing metastatic breast and blad-
der cancers.

Analysts said the DESTINY trial results should increase confi-
dence for trials in earlier lines of metastatic breast cancer, read-
outs from which are expected in the first half of 2022. 

“The major metastatic breast cancer opportunity is the HER2 
low patients, data from which is due in the first-half of 2022. Ad-
vanced gastric cancer results are also expected in the second  half 
of 2019, and could raise expectations for other HER2+ solid tu-
mors,” analysts at BMO Capital Markets said in a reaction note to 
investors on 8 May.           Published online 8 May 2019
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M U LT I P L E  M Y E L O M A

Multiple Myeloma: Pricing And Reimbursement 
Challenges Escalate Even As Blockbusters Go Generic
MANDY JACKSON mandy.jackson@informausa.com

New multiple myeloma therapies have provided more op-
tions for patients who have tried all available drugs and 
offer new possibilities for earlier treatment with novel 

medicines in combination with standard backbone therapies. 
That means patients live longer, but at a higher cost – making the 
market an increasing concern for payers, according to a new Data-
monitor Healthcare report.

Another Datamonitor report on multiple myeloma drugs issued 
last year noted that sales of approved therapies will grow from 
$11.9bn in 2017 to peak at $20.9bn in the US, five major EU mar-
kets (the UK, France, Germany, Italy and Spain) and Japan in 2022 
– that’s when the first generics for Celgene Corp.’s market-leading 
immunomodulatory agent (IMiD) Revlimid (lenalidomide) will 
reach the market in the US.  (Also see “Multiple Myeloma: A Growth 
Market Set To Shrink As Revlimid Generics Hit” - Scrip, 11 Sep, 2018.) 
It’s not surprising then that payers are concerned about myeloma 
drug costs when spending on these therapies will grow 75% in 
just five years.

“New biologic therapies are increasingly gaining label ex-
pansions in earlier treatment lines, and with life expectancies 
improving, patients are requiring treatment with expensive 
therapies for longer durations of time,” according to Data-
monitor’s new Multiple Myeloma Pricing, Reimbursement And 
Access report. 

“Furthermore, with patients often treated with triple regi-
mens, and many quadruple combinations of newer market en-
trants making up the late-stage pipeline, payers express con-
cern surrounding the increasing use of combination regimens 
within multiple myeloma,” the report states. “Combination ther-
apies are a particular challenge for payers, as most markets lack 
the tools for effective pricing and reimbursement negotiations 
for these products.”

Datamonitor noted that payers in the five largest EU markets 
are able to limit multiple myeloma drug costs to some extent via 
negotiations with manufacturers. However, US payers feel they 
have little control over costs, despite utilization management 
practices that limit prescribing in some cases, because payers are 
reluctant to deny coverage of medicines that treat severe cancers.

COMBOS COSTLY, BUT GENERIC VELCADE SETS A 
NEW BENCHMARK
Payers across geographies said that it is difficult to limit treat-
ment with expensive drugs, because of the array of drugs and 
drug combinations approved for multiple myeloma, and because 
there’s a lack of consensus about the best therapeutic regimens 
for different lines of treatment, Datamonitor reported. 

The firm’s analysts estimate that various local and regional 
payers will begin to adopt requirements for lower pricing 
when drugs are used in combination regimens compared 
with pricing for the same medicines as monotherapies over 

the next one to three years – even when the drugs in combi-
nation regimens are manufactured by different companies. 

Already, payers in the US and Europe are pushing back against 
the use of novel therapies in combination with Celgene’s high-
priced Revlimid, Datamonitor noted.

The introduction of generic versions of Takeda Pharmaceuti-
cal Co. Ltd.’s proteasome inhibitor (PI) Velcade (bortezomib) in 
2019 may provide some relief in Europe, given the drug’s use in 
multiple treatment settings. Payers in the five largest EU mar-
kets told Datamonitor that generic bortezomib will become a 
pricing benchmark for other myeloma drugs in their countries.

While a generic bortezomib launch in the US didn’t occur as 
originally expected in 2018, which meant that Takeda’s Velcade 
sales didn’t experience a big drop in the world’s largest pharma 
market last year, the company expects generics to launch state-
side in 2019.  (Also see “Takeda Bumps Forecast On ‘Significant Mo-
mentum’ Pre-Shire” - Scrip, 1 Nov, 2018.)

Datamonitor suggested new drugs approved in combina-
tion with Velcade could have an advantage as generics of the 
PI hit the market in Europe. However, the impact of generic 
bortezomib is expected to be minimal while only intravenously 
administered generics of the drug are available. Payers have in-
dicated that they’re unlikely to require I.V. generics to be used, 
since the subcutaneous injection of Velcade is associated with 
lower side effects and it has patent protection only until 2020. 

LIMITING TREATMENT WITHOUT IMPACTING 
SURVIVAL
As patients take therapies for longer periods and as novel drugs 
are approved in front-line multiple myeloma regimens, both pay-
ers and drug makers are looking at ways to limit treatment dura-
tion without impacting efficacy. 

One way of doing that may be stopping treatment when pa-
tients achieve minimal residual disease (MRD), as Johnson & John-
son is studying with Darzalex (daratumumab).  (Also see “Janssen 
Exec On Speeding Earlier Myeloma Interventions To Market With 
Key Biomarker” - Pink Sheet, 4 Jun, 2018.) The intravenously admin-
istered drug already has an advantage as the first-to-market CD38 
inhibitor, and with a subcutaneous version expected to launch 
before Sanofi’s I.V. CD38-targeting biologic isatuximab, the J&J 
drug is expected to hold on to its lead.  (Also see “Sanofi Poised To 
File Isatuximab In Multiple Myeloma, Going Up Against J&J’s Darza-
lex” - Scrip, 5 Feb, 2019.)

Payers are intrigued by the concept of MRD negativity, Data-
monitor’s pricing and reimbursement report says, and are con-
sidering preferred status for drugs that get significant numbers of 
patients to MRD-negative status – but they want more data vali-
dating MRD negativity as a surrogate for survival. 

The endpoint could be helped in payers’ eyes in the future as 
regulators endorse MRD negativity. The US FDA published new 
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guidance in December noting that MRD 
negativity is an emerging endpoint that 
the agency will consider in support of ap-
proval for new drugs.  (Also see “Oncology 
Endpoint Guidance: US FDA Reaffirms Sup-
port For EFS, MRD In Update “ - Pink Sheet, 
19 Dec, 2018.)

Drug-free remission also could be-
come an important endpoint for payers, 
Datamonitor pointed out, because “with 
physicians expecting upfront treatment 
with quadruple regimens to provide 
the greatest survival benefits, demon-
strating the ability to achieve periods of 
drug-free remission may reduce payer 
concern surrounding the high upfront 
costs of these treatments.”

Payers currently accept response rates 
and progression-free survival (PFS) data 
to support reimbursement decisions for 
myeloma therapies, but increasingly are 
requiring manufacturers to supply overall 
survival (OS) data as clinical trials mature, 
Datamonitor noted. 

KARYOPHARM MAY BE NEXT 
NOVEL AGENT TO TEST PAYERS
Regulators are looking for longer-term 
data on novel therapies as well, as the FDA 
has done with Karyopharm Therapeutics 
Inc.’s selective inhibitor of nuclear export 
(SINE) selinexor.

Karyopharm was seeking accelerated 
approval of selinexor as a single agent 
in penta-refractory multiple myeloma 
based on a single-arm study, but after 
some hiccups the firm has submitted 
additional data from the ongoing ran-
domized Phase III BOSTON clinical trial; 
the extended the user fee data by three 
months in March from April 6 to July 6.  
(Also see “Keeping Track: Two Goal Date 
Extensions, Another Herceptin Biosimilar 
Approval, And A BLA Withdrawal” - Pink 
Sheet, 15 Mar, 2019.)

Datamonitor noted that selinexor is 
likely to win broad reimbursement for 
its initial multiply refractory indication, 
given the lack of alternative treatments 
for these advanced myeloma patients, 
but may face pricing pressure when 
Karyopharm seeks approval for the drug 
in earlier treatment lines. 

Karyopharm initiated the process of 
hiring about 70 sales representatives 
last year to market selinexor in the US. 
The company also is talking to potential 

partners to market the drug in Europe, 
where it was submitted for European 
Medicines Agency (EMA) approval in 
January. Discussions with US payers are 
under way.

“The good news is that there’s already 
a fairly well-established price paradigm 
for later-line myeloma drugs,” vice pres-
ident-investor relations Ian Karp said in 
an interview with Scrip. “We haven’t 
announced how we’ll price this drug, 
but certainly there’s clear precedence, 
whether it’s [Celgene’s follow-on IMiD 
Pomalyst (pomalidomide)] or Darzalex, 
which certainly are used in later lines 
of myeloma and have established price 
points, and that’s probably a good 
place to think about the market.”

MONOTHERAPY VERSUS 
MULTI-AGENT TREATMENT
While payers are concerned about the 
high cost of combining two or three 
novel drugs, selinexor’s initial penta-re-
fractory indication would be for mono-
therapy treatment. And, Oncopeptides 
AB CEO Jakob Lindberg noted in an 

interview, oncologists often admin-
ister myeloma drugs as single agents 
because of cost and tolerability issues. 
Oncopeptides’ Ygalo (melflufen), a 
peptide-conjugated alkylating agent 
designed for preferential delivery of the 
alkylator to cancer cells, is being tested 
in a pivotal Phase III trial in combination 
with the generic corticosteroid dexa-
methasone for third-line treatment of 
multiple myeloma.

“We believe the reimbursement land-
scape suggests that one agent at a time 
is not a bad strategy for the patients,” 
Lindberg said. “Secondly, the tolerability 
issues, quality of life issues are very impor-
tant for the patients.”

He said that more new mechanisms of 
action are needed – like Ygalo, if it’s ap-
proved – to treat multiple myeloma be-
yond IMiDs, PIs and CD38 inhibitors.

“Hopefully, we can offer a new tool in 
the box to use in the treatment paradigm, 
and I hope we can become a solid option 
after IMiD and PI failure,” Lindberg said. 
“I still believe that daratumumab is the 
number one option there, but the com-
munity hospitals are struggling to have 
capacity to give it on the administration 
schedule. I’m hopeful they can get the 
subcutaneous version to work, because 
it’s a great drug.”

B-cell maturation antigen (BCMA), an-
other emerging target for multiple my-
eloma drugs, may present another chal-
lenge for payers, given that the leading 
candidate is a chimeric antigen recep-
tor T-cell (CAR-T) therapy. GlaxoSmith-
Kline PLC, Amgen Inc. and others also 
have antibody-drug conjugates and 
bispecific antibodies targeting BCMA in 
early- to late-stage development.  (Also 
see “Poseida, Legend/Janssen Look To 
Snag Celgene/Bluebird’s BCMA Crown” - 
Scrip, 4 Dec, 2018.)

However, while Celgene’s CAR-T can-
didate bb2121 with partner bluebird bio 
Inc. may be the first product approved 
in this class, payers have struggled to 
pay for one-time CAR-T treatments, 
which have list prices in the $300,000-
$400,000 range for lymphoma and leu-
kemia.  (Also see “City Of Hope’s Joseph 
Alvarnas On CAR-T Real-World Use, Reim-
bursement “ - Scrip, 12 Dec, 2018.)

Damian Green, an associate at Fred 
Hutchinson Cancer Research Center and 

“There’s already 
a fairly well- 

established price 
paradigm for later-line 

myeloma drugs.”  
– Ian Karp
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US Brand Drug Prices Grew At Historically Low Rates  
In 2018 – IQVIA 
JESSICA MERRILL jessica.merrill@informa.com

US brand drug prices grew at histori-
cally low amounts in 2018 at both 
the invoice price (before rebates 

and discounts) and net price (after rebates 
and discounts), according to a new drug 
spending report released on 9 May by the 
IQVIA Institute for Human Data Science. 

Net price growth of 0.3% was 1.6% 
below Consumer Price Index infla-
tion, while invoice price increases for 
branded drugs grew 5.5% on average 
in 2018. In 2017, net prices grew 2.1% 
and invoice prices grew 7.1% on aver-
age. Invoice prices refer to the amount 
paid to drug distributors from their 
pharmacy or hospital customers, not 
the amount health plans or Medicare 
pays for medicines. 

The lower price growth was driven 
partly by the ongoing public pressure 
in the US on drug prices, according to 
IQVIA, which noted “most of the top 10 
pharmaceutical companies have an-
nounced commitments to both lower 
levels of list price growth and net price 
transparency.” But increasing competi-
tion across multiple therapy areas also 
impacted pricing, notably in areas like 
diabetes, asthma and chronic obstruc-
tive pulmonary disease (COPD), hepati-
tis and autoimmune disorders. 

Pricing pressure is an ongoing head-
wind for the pharmaceutical industry. 
Most companies have guided investors 
to expect growth to come from volume 
in 2019, not pricing.  (Also see “Industry’s 

Drug Pricing Power Is Running On Fumes “ 
- Scrip, 7 Feb, 2019.) 

The IQVIA report supports the indus-
try’s argument that net drug prices in-
creases have been substantially below 
list price increases, which industry offsets 
with rebates to payers in negotiations for 
formulary placement. HHS has proposed 
changes to the current rebating system 
that would replace them with up front 
discounts that are passed through to pa-
tients at the point-of-sale, but the status 
of a proposed rule that was released last 
year remains uncertain. The Congressio-
nal Budget Office estimated the proposal 
would increase federal spending in Medi-

care Part D by about $170bn.  (Also see 
“One More Score: CBO Projects HHS Rebate 
Proposal Would Boost Part D Spending 
$170bn” - Pink Sheet, 2 May, 2019.)

Despite lower price growth, US spend-
ing on pharmaceuticals grew 5.7% in 2018 
on an invoice basis to $479bn. Net spend-
ing grew 4.5% to $344bn.

Spending was driven by volume gains 
from current branded products and new 
launches, IQVIA said. New medicines 
launched in the past two years contrib-
uted $11bn to net growth in 2018, which 
along with $13.2bn from volume growth 
for existing products, accounted for 
$24.2bn in spending growth. 
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an attending physician at Seattle Cancer 
Care Alliance, is conducting an ongoing 
Phase I trial for FCAR143, a BCMA-target-
ing CAR-T therapy partnered with Juno 
Therapeutics Inc., now part of Celgene. 
Despite the cost and complexity of CAR-
T products, including manufacturing 
the autologous cell therapies and the 
potentially severe immune system-re-
lated side effects, Green said he doesn’t 
anticipate a problem for reimbursement 
of the high upfront cost of one-time 

treatment with BCMA-targeting CAR-Ts 
in myeloma. “In terms of cost and com-
plexity issue, the current care of myeloma 
patients is extremely expensive,” he said, 
noting that induction therapy usually in-
cludes two expensive drugs – Revlimid 
and Velcade plus dexamethasone. 

“That’s versus a [CAR-T] therapy that 
would mitigate or change the playing 
field so that patients don’t need mainte-
nance therapy, and there are some stud-
ies that suggest the cost would be lower 

than lifetime maintenance therapy,” Green 
said. “Also, another standard of care is 
autologous stem cell transplant, which is 
extremely complicated … we’re in a space 
where complexity and expense are not 
going to be limited.”  

Published online 6 May 2019

For multiple myeloma 
approvals and forecast:
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Spending for traditional medicines fell 3.5% on a per capita ba-
sis in 2018, while specialty drug spending increased 5.8%. Special-
ty medicines now account for nearly half of drug spending. Spe-
cialty share of net spending has risen from 26.2% in 2009 to 49.5% 
in 2018 across institutional and retail settings, according to IQVIA.

FIVE-YEAR OUTLOOK
IQVIA forecasts that total net spending on medicines will grow 
at a compound annual  rate of between 4-7% over the next five 
years to 2023 on an invoice basis to $595bn-$625bn. Growth will 
be slower over the next five years versus the past five years, the 
group predicts. 

New launches will drive growth, but exclusivity losses and 
continued uptake of biosimilars will offset those gains. Spend-
ing on new brands will contribute $73bn over the five-year 
period. The impact of patent expiries is expected to increase 
steadily over the next five years, peaking in 2023 when pro-
tected brands will lose $33bn due to patent expiries and com-
petition. The year 2023 is when AbbVie Inc.s Humira (adalim-
umab) is expected to face biosimilar competition in the US.

Net price growth for branded drugs is forecast to be 1-2% per 
year through 2023, while invoice prices are forecast by IQVIA to 

increase 4-7% per year. But IQVIA acknowledges that drug pric-
ing reforms in the US could have a big impact on drug prices and 
spending out to 2023, and that given the uncertainty, the impact 
is hard to predict. 

“The potential impact in 2023 of pricing reform scenarios on 
key metrics relative to the 2018 baseline are substantial,” the 
report notes. 

IQVIA outlined several scenarios for drug pricing reform that 
could impact net spending very differently, though the scenarios 
are meant to be a guidepost to frame the scope of the potential 
changes rather than formal forecasts, the research firm said. In 
one scenario in which rebate reform goes into effect in 2020 for 
Medicare Part D and some Medicare Part B reforms are phased in 
but do not spillover to commercial plans, IQVIA predicted spend-
ing growth would slow to -1-2% compound annual growth rate to 
reach $475bn-$505bn in 2023. 

Under another scenario, in which the reforms spillover to 
the commercial market, IQVIA predicted a decline of 2-5% 
in the compound annual growth rate resulting in a $380bn-
$410bn market in 2023.  

Published online 9 May 2019

Allergan’s Saunders Speaks Of Urgency, 
But Not Of Specifics
JOSEPH HAAS joseph.haas@informa.com

Allergan PLC’s management team survived a shareholder 
vote driven by activist investors on 1 May, but chairman 
and CEO Brent Saunders’ statement that the message has 

been received was followed with virtually no specifics on how the 
firm’s business strategy will change.

The Dublin-headquartered company reported a mediocre 
first quarter on 7 May, with total net revenues of nearly $3.6bn 
down 2% year-over-year, but Allergan reported that many of its 
core products posted sales growth sequentially from the fourth 
quarter of 2018. A shareholder vote driven by activist backer Ap-
paloosa LP failed as roughly 60% of shares voted in favor of not 
splitting up Saunders’ roles, but at least one analyst thinks this 

gives current management a reprieve of 12 months at most.  (Also 
see “Allergan Acquiesces To Activist Appaloosa With CEO-Chairman 
Role Split, But Not Yet” - Scrip, 25 Mar, 2019.)

Jefferies analyst David Steinberg noted Saunders’ stated urgen-
cy for change in a 7 May analysis, but predicted only a short period 
for him to turn things around and said a split-up of Allergan’s aes-
thetic business favored by some shareholders would be unlikely 
to produce the desired growth anyway. Some investors apparently 
favor shearing off the aesthetics business led by Botox (onabotu-
linumtoxinA) into a separate company as a way to increase value.

“Given this ‘reprieve,’ the management team probably has 
a year to execute before shareholders will actually vote with 
their feet to enact change,” Steinberg said. He added that a 
“sums of the parts” analysis of Allergan’s holdings “suggests 
that attempts to spin off mature businesses may not result in a 
materially higher valuation.” 

“In our view, the key issues facing Allergan are structural in na-
ture long-term and splitting up the company won’t necessarily 
change them,” the analyst concluded.

Victorious for now, Saunders used some of his time during the 7 
May earnings call to try to assuage the roughly 38% of sharehold-
ers who did vote for a management shake-up. “We understand 
that we need to continue to earn [shareholders’] trust for our per-
formance commercially, operationally and in R&D,” he said. “And 
we are committed to acting with urgency to do just that.”

Allergan shares finished the trading day down 4.3% at $141.36.

Allergan delivered its first 
quarter earnings report days 
after a key shareholder vote

scripintelligence.com
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SAUNDERS POINTS TO CORE BUSINESS GROWTH 
FOR OPTIMISM
Perhaps arguing against any break-up strategy for the company, 
Saunders pointed out that “core” product business has grown 
by more than $3bn since 2016 and now accounts for 90% of 
Allergan revenue, compared to 79% in 2017. Core business – 
encompassing four business units: medical aesthetics, eye care, 
central nervous system (CNS) and gastrointestinal – has yielded 
growth now in nine consecutive quarters, occurring across all 
four segments, he said.

He also stressed how seriously his management team and the 
board take investors’ opinions, citing Appaloosa founder and 
president David Tepper by name. 

“We have benefited from the candid and constructive share-
holder feedback, and I shared their desire to create more value at 
Allergan,” Saunders said. “Our focus and interests are 100% aligned 
with those of our shareholders. We have been on this transforma-
tion journey for almost three years since the sale of our generics 
business. Since then, we have worked to grow our key products 
at depth and breadth to our pipeline and build scale to compete 
in four therapeutic areas. I share in the disappointment that the 
value creation has not materialized yet.”

Saunders then expressed optimism that Allergan’s portfolio 
and pipeline will generate the desired growth. Later, he noted 
that he shares investors’ frustration since he has significant 
holdings in Allergan himself. But when asked for specifics 
about how to turn around the company’s fortunes, he talked 
generally about having a “refreshed” board with new mem-
bers offering varying perspectives from the health care sector 
and other businesses. 

“We continue to look at what are the ways that we can unlock 
value,” the exec said. “And I would say that’s something that we do 
regularly and continuously. And now I would say with a sense of 
urgency.” Analyst David Risinger of Morgan Stanley opined in a 7 
May note that a break-up of Allergan is unlikely, predicting instead 
some leadership changes and “minor asset sales.” 

Cowen analyst Ken Cacciatore wrote the same day that he 
defends Allergan’s current valuation because “key future drivers 
remain in place.” Specifically, Cacciatore noted that Botox thera-
peutic revenues have not been materially affected yet by expect-
ed competition from injectable calcitonin gene-related peptide 

(CGRP) inhibitors such as Amgen Inc./Novartis AG’s Aimovig (ere-
numab), Teva Pharmaceutical Industries Ltd.’s Ajovy (fremanezum-
ab) and Eli Lilly & Co.’s Emgality (galcanezumab), all indicated for 
prevention.  (Also see “Allergan’s Botox Holds Its Own In Migraine, 
Despite CGRP Competition” - Scrip, 30 Oct, 2018.)  

Meanwhile, Allergan’s oral CGRP inhibitor ubrogepant has a 
fourth quarter US FDA review deadline in acute migraine, which 
could offer a new growth product in the CNS unit, he added.  (Also 
see “Allergan’s Ubrogepant Succeeds In Second Acute Migraine 
Phase III Study” - Scrip, 27 Apr, 2018.)

BUSINESS DEVELOPMENT AT THE ROOT OF 
ALLERGAN TROUBLES
Multiple factors have caused the lack of investor confidence in Al-
lergan, whose share price has nearly been cut in half from its level 
in the $270s just three years ago. In a 26 April note reviewing the 
company’s recent history before the shareholder vote, SVB Leer-
ink analyst Marc Goodman said the problems mainly derived from 
poor business development decision-making. The base business 
execution, by contrast, “has been solid in our view,” he said.

Emblematic of Allergan’s troubled deal-making is the recent 
failure of the NMDA receptor modulator rapastinel in three Phase 
III studies in major depressive disorder. As part of its first quarter 
report, Allergan noted a $2.5bn impairment charge, with chief fi-
nancial officer Matthew Walsh saying the charge was related pri-
marily to the failure of rapastinel. Allergan acquired the candidate 
as part of its $560m buyout of Naurex Inc.in 2015.

Credit Suisse analyst Vamil Divan noted 7 May that the impair-
ment charge reduces the valuation of Allergan’s general medi-
cines business. “While impairment charges are unfortunately 
nothing new when it comes to Allergan, we are surprised by the 
magnitude of this particular one,” he said, “especially given Aller-
gan only paid $560m to acquire rapastinel in the Naurex deal.”

Chief R&D officer David Nicholson talked up the potential of an-
other NMDA modulator, the Phase II candidate AGN-241751, say-
ing that as an oral therapy, it is better suited for testing frequent 
dosing. Rapastinel was tested as a weekly therapy in its Phase III 
program. It’s too soon to say if daily dosing of an oral NMDA mod-
ulator will show better efficacy in MDD, the exec said, but Allergan 
expects to have data on ‘241751 before the end of 2019.  

Published online 7 May 2019

Mylan New Launches On Track For $1bn In 2019,  
But It’s Not Enough  
JESSICA MERRILL jessica.merrill@informa.com

Mylan NV has invested heavily in developing complex 
generics and has seen the fruits of that labor come to 
bear, at least in terms of getting those products on the 

market. On the commercial front, however, Mylan has had to re-
set its expectations due to market dynamics. 

The slower than expected ramp up for products like Wixela In-
hub – its generic of Advair Diskus (salmeterol/fluticasone); Fulph-

ila – its biosimilar Neulasta (pegfilgrastim); and generic Copaxone 
(glatiramer) isn’t helping Mylan’s top line enough as volumes and 
prices in the base generics business have declined. 

The company’s first quarter sales fell 7% to $2.5bn, with 
net sales in North America down 6% and net sales in Europe 
down 14%. Adjusted earnings of $421.9m declined 15%. While 
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Biktarvy, PrEP Continue Driving Gilead’s HIV Dominance
JOSEPH HAAS joseph.haas@informa.com

Despite an expected sequential decline in HIV revenues 
in the first quarter, Gilead Sciences Inc.’s top franchise 
showed strong underlying indications of growth driven 

both by the record launch of Biktarvy and increasing PrEP (Pre-
exposure Prophylaxis) business.

Gilead’s HIV franchise yielded $3.62bn in global sales during 
the first quarter of 2019, up 14% year-over-year, but down 11% 
sequentially from the fourth quarter of 2018. Analysts had pre-
dicted this occurrence and Gilead attributed it to both whole-

saler stocking in the fourth quarter ahead of new-year price 
increases and also a payer mix skewed more toward govern-
ment-insured HIV patients. “This trend is a typical pattern that 
we see between quarter one and the preceding quarter four,” 
executive VP of worldwide commercial operations Laura Hamill 
explained during the firm’s 2 May earnings call.

Gilead recorded $2.8bn in HIV sales in the US, up 19% year-
over-year, but down 17% sequentially. Hamill pointed out that 
underlying prescription demand is strong, with 12% growth in 

lower financial results were expected, 
the sales reported on 7 May were below 
analyst consensus estimates, though 
earnings were in line. 

Mylan reaffirmed guidance for 2019, 
which calls for revenues of $11.5bn-
$12.5bn, slightly higher than 2018 reve-
nues and roughly flat with 2017 revenues, 
and adjusted earnings per share of $3.80-
$4.80. The company’s stock closed the day 
down 24% to $21.53. 

The results point to the challenging 
dynamics facing Mylan and other ge-
neric drug players. Mylan has sought to 
diversify geographically through acqui-
sitions and invest in higher-barrier-to-
entry products as the US generic drug 
market has come under pressure, but 
that strategy hasn’t delivered as much 
as Mylan had hoped yet. The company 
doesn’t break out product sales, but it 
did report that new products generated 
$250m in the quarter, the bulk coming 
from the US. 

Mylan’s board of directors initiated a 
strategic review in August that is ongo-
ing.  (Also see “Mylan To Explore Strategic 
Options, Claiming Investors Have Failed 
To Appreciate The Value “ - Scrip, 8 Aug, 
2018.) In the meantime, investors have 
been left waiting, and management has 
provided little in the way of information 
about the timeline for completing that re-
view or what options might be available 
to the company. 

Cowen analyst Ken Cacciatore issued a 
stark warning in a note on 7 May, calling 
the results alarming, particularly given the 
new launches and the amount of money 
the company has invested in acquisitions 
in the last several years. 

“Despite the roughly $15bn spent and 
over $2bn in EBITDA purchased, this 
business is generating no additional 
cash than in 2015,” Cacciatore said. “Even 
with the approvals and launches of Co-
paxone, Neulasta and Advair – which 
when combined with other new generic 
launches should combine to add $1bn+ 
year-over-year – these approvals are only 
providing some relief, but are not alter-
ing the systemic problems inherent with 
the generic model.” One growth driver 
for Mylan is Wixela Inhub, the first US ge-
neric version of GlaxoSmithKline’s asth-
ma medicine Advair, which launched in 
February. The approval was a milestone 
for Mylan, given the high regulatory 
hurdle at FDA to get an inhaled generic 
medicine approved, but as with other 
complex generic launches, the commer-

cial trajectory has been slower than the 
typical small molecule generic model. 
GSK also launched an authorized ge-
neric version to compete, which is taking 
some of the market share. 

As CEO Heather Bresch noted on the 
company’s first quarter earnings call, 
“We’ve certainly looked at these as much 
more of a longer ramp and a longer tail.” 

Wixela and GSK’s authorized generic 
have captured about a 45%-50% share of 
the market combined, she said. 

“You’re seeing that uptake, but I abso-
lutely see further opportunity for Mylan 
as we continue to work with the payers 
and continue to make sure that net is at 
the right place for everybody in the supply 
chain, including patients at the pharmacy 
counter,” Bresch said. 

Bernstein analyst Ronny Gal, in a 3 
May research note ahead of the earn-
ings release said that Wixela had cap-
tured a 30% share of the Advair market 
in the initial launch before flattening 
out, while Mylan’s share of the glat-
iramer market had grown to 30% after 
a challenging a launch. 

The sales decline in Europe was largely 
due to unfavorable currency and to a 
lesser extent what Mylan characterized 
as one-time disruptions to business due 
to the adoption of serialization across 
Europe. Mylan was referencing the new 
European Medicines Verification System 
to serialize and track medicines to combat 
counterfeiting, which went live in Febru-
ary. Nonetheless, the new verification sys-
tem was not a common issue brought up 
by other industry players. The company 
assured investors it has returned to a nor-
mal state of business in Europe.  

Published online 7 May 2019
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including patients at 

the pharmacy 
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total scripts during the quarter. “We continue to see excellent 
adoption of Biktarvy,” the exec said. “It has become the top-selling 
[HIV] product in the US and generated $739m in [US] revenue. It 
remains the number-one prescribed regimen in both treatment-
naïve and switch patients.”

Biktarvy combines the novel integrase inhibitor bictegravir 
with emtricitabine and tenofovir alafenamide (TAF), Gilead’s 
second-generation nucleotide reverse transcriptase inhibi-
tor. It launched in 2018 and brought in $793m globally dur-
ing the quarter, including $48m in Europe, where launches in 
the UK and Italy are expected this quarter.  (Also see “Gilead’s 
Biktarvy Approval Heightens HIV Competition With ViiV” - Scrip, 
7 Feb, 2018.)  

BMO Capital Markets analyst Matthew Luchini pointed out 
on 2 May that Biktarvy’s worldwide sales came in well above 
consensus estimates of $682m, and continued to be driven by 
switches from Gilead HIV regimens and from those of its top 
competitor, ViiV Healthcare .

SWITCHES, INCLUDING FROM TIVICAY,  
BOLSTER BIKTARVY
Hamill said about 80% of US prescriptions for Biktarvy derive from 
patient switches, including about 25% of the total from other Gil-
ead regimens and 25% from regimens employing ViiV’s Tivicay 
(dolutegravir) as a backbone. Those numerical trends align with 
those reported by Gilead for fourth quarter 2018.  (Also see “Gilead 
Maintains Optimistic Outlook For Yescarta Despite Slow Growth” - 
Scrip, 4 Feb, 2019.)

Regimens using TAF/emtricitabine (available as a single-tablet 
combination under the brand name Descovy) make up roughly 
80% of Gilead’s HIV business, Hamill noted. 

In Europe, first quarter HIV revenue of $569m was down 7% 
year-over-year, but 11% sequentially, due partly to the impact 

of generic versions of Descovy predecessor Truvada, which in-
cludes the first-generation tenofovir disoproxil fumarate (TDF). 
However, TAF, which offers a better renal and bone-density safe-
ty profile than TDF, is starting to take hold in Europe, as Descovy-
based regimens now account for 80% of Gilead’s HIV business 
there, Hamill said. 

“Gilead’s HIV business continues to win market share and is un-
likely to be disrupted near- to mid-term,” SVB Leerink analyst Geof-
frey Porges wrote on 3 May. That should reassure investors who 
have wondered about Gilead’s growth strategy under new CEO 
Daniel O’Day and during a somewhat disappointing launch for its 
immuno-oncology franchise with Yescarta (axicabtagene ciloleu-
cel) as well as the sharp decline in recent years of its once-vibrant 
hepatitis C franchise. 

O’Day, during the investor call on 2 May, only offered a high-
level view of his M&A strategy for the company, but caught atten-
tion with the announcement that Kite Pharma Inc. – the $11.9bn 
acquisition that yielded Yescarta and made Gilead a leader in chi-
meric antigen receptor T-cell (CAR-T) therapeutics – will become 
an autonomous entity with its own CEO.  (Also see “Gilead To Let 
Kite Fly Free; O’Day Says It Will Become Separate Business Unit” - 
Scrip, 2 May, 2019.)  

Yescarta sales grew 19% sequentially to $96m during the first 
quarter, and O’Day expressed confidence in Gilead’s high rank 
within the cancer cell therapy space.

The CEO spoke generally about considering potential bolt-
on acquisitions that would add to Gilead’s existing strengths. 
Morgan Stanley analyst Matthew Harrison wrote on 3 May 
that while investors will await greater specificity on business 
development plans, “we found the initial commentary on 
M&A encouraging.”

HIV TO GROW BASED ON UNDERLYING US METRICS
At present, though, HIV remains the primary growth-driver for Gil-
ead, with 644,000 US patients now on one of its HIV regimens, a 
14% increase year-over-year and 4% sequential growth. Biktarvy 
holds a 43% market share in treatment-naïve patients in the US, 
Leerink’s Porges pointed out, while 89% of HIV-infected US pa-
tients start out on a Gilead therapy. Overall, Gilead holds an 81% 
US market share in HIV, including treatment-experienced patients 
and PrEP patients.

PrEP also is providing Gilead with robust growth, Porges said, 
and that business is expected to increase as Gilead has filed 
Descovy with the FDA for approval in PrEP. The filing was accom-
panied by a priority review voucher and Gilead expects an ap-
proval during the second half of 2019, at which point Descovy 
would join Truvada as the only direct-acting antiviral therapies 
approved for PrEP.

Hamill said Gilead’s patient-education efforts about HIV preven-
tion were yielding results as now more than 200,000 people are 
on PrEP therapy and the program saw 28% year-over-year growth 
during the first quarter. “If approved, we believe Descovy for PrEP 
will bring a meaningful benefit to at-risk individuals, where we 
have been seeing increase in persistency of use,” she added.

The hepatitis C business, meanwhile, has stabilized for Gilead 
after a few years of decline.  HCV franchise sales totaled $790m 
during the first quarter, still a 24% decline from $1.05bn in the first 

“Now that we have the Phase III data in 
hand from three FINCH studies, we have 
initiated a request to have further interactions 
with the FDA.” – John McHutchison
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Novo Nordisk CEO: Oral Semaglutide Launch In 2020, 
Novel Obesity Drugs Sought
STEN STOVALL sten.stovall@informa.com

Novo Nordisk AS’s CEO said strong 
first-quarter demand for its prod-
ucts lifted the Danish group’s part 

of the global diabetes market to 28.1% 
from 27.5% a year earlier, driven by a big-
ger share of the world insulin market and 
growth of the GLP-1 segment – and he 
predicted the latter trend would continue 
after regulatory approval of its oral sema-
glutide therapy, expected in the second 
half of this year. 

Lars Fruergaard Jørgensen made the 
comments to journalists 3 May when pre-
senting the company’s first-quarter results, 
which showed sales driven by continued 
GLP-1 growth, led in part by the ongoing 
launch of Ozempic (semaglutide). 

The solid first-quarter performance al-
lowed the group to reiterate its 2019 out-
look for sales growth of 2% to 5% at con-
stant exchange rates (CER) and operating 
profit growth of 2% to 6% at CER.

Sales of once-weekly injectable Ozem-
pic grew in the first quarter by more than 
100% year on year, to DKK1.42bn ($210m).

The Danish CEO said the new-to-
brand prescription market share for 
Ozempic in the US was now more than 
30%, bringing Novo Nordisk’s combined 
GLP-1 new-to-brand prescription mar-
ket share there to 50%.

“We’re very optimistic about Ozempic in 
the 19 markets where we have launched. 
We are seeing a very consistent uptake, 
with Ozempic capturing share from all 
treatment categories,” he said.

ORAL SEMAGLUTIDE 
TIMEFRAMES
Investors say the next big catalysts for the 
company will be the expected approval – 
and launch – of oral semaglutide. 

But Jørgensen said the two events 
would not occur in quick succession.

“We expect to have regulatory approval 
later this year in the US. But, as was the 
case with Ozempic, when you launch [in 
the US], it is blocked on a formulary level 

quarter of 2018, but up 7% sequentially from $738m in the fourth 
quarter of 2018.

The company pointed to Phase III JAK1 inhibitor filgotinib 
as a potential growth product outside of virology and can-
cer in the near term. On the strength of the successful three-
study Phase III FINCH program in rheumatoid arthritis, Gilead 
is preparing to file for approval in Europe during the second 
half of 2019, but timing of a US filing is uncertain due to safe-
ty concerns.

CLARIFYING US FILING PLANS FOR FILGOTINIB
Gilead is conducting the Phase II MANTA study of filgotinib at the 
request of the FDA and data on testicular safety in male patients 
with ulcerative colitis may be required before a US filing for ap-
proval in RA. Chief scientific officer John McHutchison told the call 
that with the Phase III efficacy data in hand, Gilead has requested 
a meeting with the FDA to discuss the possibility of accelerating 
the review process.

“Now that we have the Phase III data in hand from three 
FINCH studies, we have initiated a request to have further 
interactions with the FDA,” he said. “Following those discus-
sions, we will be able to provide greater clarity on a filing time 
line in the US.”

McHutchison could offer little detail on future prospects for 
Gilead’s so-far troubled drug development effort in non-alcoholic 
steatohepatitis. Its ASK1 inhibitor selonsertib has now missed the 
primary endpoints in two Phase III studies. The company seems to 
be placing its wager on combination therapy, including a recently 
signed collaboration with Novo Nordisk AS to combine semaglu-
tide with Gilead’s Phase II NASH candidates cilofexor and firsoco-
stat.  (Also see “Another NASH Failure: Gilead’s Hits Keep Coming” 
- Scrip, 25 Apr, 2019.)

McHutchison cited the partnership with Novo, another recent 
collaboration to employ artificial intelligence to better under-
stand NASH with insitro, and its ongoing ATLAS study evaluating 
potential combinations of its three clinical candidates for NASH 
as signaling an ongoing commitment to the disease.  (Also see 
“Gilead Increasingly Seems Focused On Combo Therapy In NASH” 
- Scrip, 12 Apr, 2019.)  

“We, therefore, have a broad, deep and strong pipeline in NASH, 
combining both internal programs and multiple external col-
laborations to advance therapies, and we remain committed to 
developing effective combination therapies for patients with the 
disease,” he said.  

Published online 3 May 2019
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Why BI Bid Farewell To Biosimilars 
KEVIN GROGAN kevin.grogan@informa.com

Having previously set out to be at the forefront of the bio-
similars space, Boehringer Ingelheim GmbH is now only 
pursuing one – a version of Humira and then only in the US 

– deciding instead to stick to the innovative route for its R&D teams. 
The change in strategy became apparent late last year when the 

privately owned German group told Scrip’s sister publication Pink 

Sheet that despite having bagged European approval in Novem-
ber 2017 for Cyltezo, its biosimilar of AbbVie Inc.’s blockbuster Hu-
mira (adalimumab), it did not plan to launch in the EU and would 
concentrate on a US launch. A month later, BI told Scrip that it had 
stopped developing BI 695502, its version of Roche’s blockbuster 
Avastin (bevacizumab).

In an interview at the company’s annual press conference in In-
gelheim last month, Allan Hillgrove, head of BI’s human pharma 
business, said: “What we did during 2018 was we really looked at 
our research strategy and we looked at a number of criteria. We 
looked at the areas with large unmet medical needs and what 
are the research options to approach those conditions? Then we 
looked at where BI’s expertise and experience lies and finally, we 
looked at the commercial side.”

He added that “at the end of the day, we think innovation drives 
the business, so we decided because of our multitude of priorities 
to reprioritize the biosimilars.” Hillgrove insisted to Scrip that “I still 
think it is an attractive market and if we were X billion bigger and 
had a few more funds then we may well have stayed in biosimi-
lars,” but the R&D money formerly allocated to the latter will now 
go on the innovative pipeline. 

He confirmed that the company will focus its efforts on 
Cyltezo in the US “where the largest opportunity is” and while 
the US Food and Drug Administration has already approved 

Allan Hillgrove

TURN TO PAGE 23

from day one, and then you need to negotiate access,” he ex-
plained. “We needed to build access for Ozempic. That will also be 
the case for oral semaglutide. So approval [for oral semaglutide] is 
seen in the second half of the year, but the launch will not be until 
2020,” the CEO said.

Some analysts believe that when Novo does launch oral sema-
glutide, pricing is likely to be lower than for its marketed inject-
able GLP-1 therapies Victoza (liraglutide) and Ozempic, as signifi-
cant pricing pressure and competition has kept pricing for other 
orally administered therapies at around $2,000 per year. 

The company declined to comment on the issue, though, citing 
“competitive considerations.”  

GROWING OBESITY R&D 
Another growing R&D focus for Novo Nordisk is discovery and 
development of new drugs for treating obesity, buoyed by the 
success of obesity therapy Saxenda (liraglutide), which has been 
launched in 41 countries, and whose sales grew by 57% in the 
first quarter when measured in Danish kroner and by 51% at CER 
to DKK1.21bn ($180m). 

Follow-on medicines to Saxenda are now being sought by 
Novo Nordisk.

The Denmark-based company has a number of different ap-
proaches including the amylin analogue AM833, a glucagon/
GLP-1 co-agonist dubbed 1177 and a glucagon, GLP-1 and GIP tri-
agonist known internally as 1706. 

Novo Nordisk in March initiated a Phase II trial for the long-acting 
AM833, intended for chronic weight management with a once-
weekly subcutaneous administration. 

The primary objective of that trial is to assess and compare the 
dose response of increasing doses of AM833, versus placebo and 
versus liraglutide 3.0 mg, on body weight in people with over-
weight or obesity, when added as an adjunct to a reduced-calorie 
diet and increased physical activity. 

“We’re very excited about obesity, because sales grew by 51% in 
the first quarter and we had very strong growth in 2018, so we are 
now growing from a bigger base and across the world,” Jørgensen 
told Scrip. But for the obesity market to open up significantly, bet-
ter market understanding needs to be developed for the condi-
tion, as well as efficacious products. 

“We have a rather broad approach, testing out different mecha-
nisms to understand efficacy of the molecule but also with a view 
to combining some of these agents.”

“The fact that we moved AM833 into Phase II signals that we are 
very excited about this, and the possibility of doing combinations 
with GLP-1 … One should see this as a process where we test out 
more compounds at the same time.

“To really get weight lowering outcomes that compete 
with bariatric surgery then you really need to both reduce 
energy intake and accelerate energy expenditure, and that’s 
some of the mechanisms we are playing with here,” Jørgensen 
told Scrip.            Published online 7 May 2019
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Scrip’s weekly Pipeline Watch tabulates the most recently reported  
late-stage clinical trial and regulatory developments from the more 
than 10,000 drug candidates currently under active research worldwide.

Click here for the entire pipeline 
with added commentary: 

http://bit.ly/2mx4jY3
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Phase II

Search

Phase IIb 
Updated 
Results

ObsEva SA linzagolix 
(OBE2109) Endometriosis EDELWEISS; Pain 

Reduced 0 29

Phase IIb 
Updated 
Results

Centrexion 
Therapeutics CNTX-4975 Knee Osteoarthritis TRIUMPH; Reduced Pain 0 68

Phase IIb 
Updated 
Results

Scynexis, Inc. ibrexafungerp Vulvovaginal 
Candidiasis DOVE; Positive Results 0 66

Phase II 
Updated 
Results

Cavion LLC CX-8998 Essential Tremor T-CALM (001); 
Symptoms Improved 0 20

Phase II 
Updated 
Results

SK 
Biopharmaceuticals 
Co., Ltd.

cenobamate Seizure Disorders Seizure Frequency 
Reduced 0 89

Phase II 
Updated 
Results

Biogen/Ionis Spinraza 
(nusinersen)

Spinal Muscular 
Atrophy

NURTURE; Symptom 
Improvements 0 100

Phase II 
Updated 
Results

Active Biotech AB Nerventra 
(laquinimod) Huntington's Disease LEGATO-HD; Missed

Endpoints 0 7

Phase II 
Updated 
Results

Ra Pharmaceuticals, 
Inc. zilucoplan Myasthenia Gravis 201; Positive Results 0 27

Phase II 
Updated 
Results

Magenta 
Therapeutics

MGTA-456 cell 
therapy

Inherited Metabolic 
Disorders Encouraging Results 0 24

Phase IIa 
Updated 
Results

Medivir AB MIV-711 Knee Osteoarthritis Encouraging Results 0 26

Phase IIa  
Updated 
Results

GeNeuro SA temelimab Diabetes Type 1 RAINBOW-T1D; Positive 
Effects 0 0

Phase IIa 
Updated 
Results

Taiwan Liposome 
Company, Ltd. TLC599 Osteoarthritis Pain Sustained Pain Relief 0 24

Phase I/II 
Updated 
Results

Mapi Pharma/Mylan glatiramer acetate
Depot Multiple Sclerosis Encouraging Results 0 17

Phase I/II 
Updated 
Results

Biogen/Ionis tofersen (IONIS-
SOD1Rx)

Amyotrophic Lateral 
Sclerosis Encouraging Results 2 54

Phase I/II 
Updated 
Results

Moleculin Biotech, 
Inc. annamycin Acute Myeloid 

Leukemia 
MB-105; Positive Interim 
Results 0 10

Phase I/II 
Updated 
Results

Isofol Medical AB Modufolin 
(arfolitixorin) Colorectal Cancer ISO-CC-005; Positive 

Results 0 35

Phase I/II 
Updated 
Results

Catabasis 
Pharmaceuticals, 
Inc.

edasalonexent Duchenne Muscular 
Dystrophy 

MoveDMD; Slows 
Disease Progression 0 57

Phase IIb Top-
Line Results

Engage 
Therapeutics, Inc.

Staccato 
alprazolam Partial Seizures StATES; Encouraging 

Data 0 17

Phase II Top-
Line Results Amo Pharma Limited AMO-02 Autism Spectrum 

Disorders TIDE; Promising Effects 0 24

Phase II Top-
Line Results Cytokinetics/Astellas reldesemtiv Amyotrophic Lateral 

Sclerosis 
FORTITUDE-ALS; Mixed 
Results, Some Promise -1 16

Phase II Top-
Line Results

Allegro Ophthalmics, 
LLC. ALG-1007 Dry Eye Disease 001;  E�cacy Seen 0 0

Phase II Top-
Line Results TG Therapeutics, Inc. ublituximab Multiple Sclerosis RMS-201; Long-Term 

Results Encouraging 0 52

Phase II Top-
Line Results

Daiichi 
Sankyo/AstraZeneca

trastuzumab 
deruxtecan (DS-
8201)

Breast Cancer, 
Metastatic

DESTINY-Breast01 
(HER2+); Positive 
Resullts

5 42

Phase II Top-
Line Results Merck & Co/Pfenex Pneumococcal

(V114) Vaccine
S pneumoniae 
Pneumonia Encouraging Results 5 66

Phase II Top-
Line Results Actinogen Medical Xanamem Alzheimer's Disease XanADu; Mixed Results -8 9

Phase IIa Top-
Line Results DURECT Corp DUR-928 Alcoholic Hepatitis Encouraging Results 0 24

Phase IIb Trial 
Initiation Verona Pharma plc ensifentrine Chronic Obstructive 

Pulmonary Disease 
w/Spiriva; Nebulized 
Formulation 0 19

Phase II Trial 
Initiation

Anavex Life Sciences 
Corp. ANAVEX 2-73 Rett Syndrome AVATAR; Oral Liquid 

Formulation 0 17

Phase II Trial 
Initiation Scholar Rock SRK-015 Spinal Muscular 

Atrophy
TOPAZ; In Type 2 and 
Type 3 8 24

Phase IIa Trial 
Initiation

Promethera 
Biosciences HepaStem Non-Alcoholic 

Steatohepatitis PANASH; In Europe 0 0

Event Type Lead 
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Change 
To LOA 
(%)

LOA 
(%)

Phase III
Search

Phase III 
Published 
Results

Alexion Pharmaceuticals, Inc. Soliris (eculizumab)

Neuromyelitis 
Optica 
Spectrum 
Disorder

PREVENT; 
NEJM, 3 May 
2019

0

Phase III 
Published 
Results

Gilead Sciences, Inc.
Biktarvy 
(bictegravir/emtricitabine/tenofovir 
alafenamide)

HIV/AIDS The Lancet, 5 
May, 2019 0

Phase III 
Suspension

Mallinckrodt/Cancer Prevention 
Pharma e�ornithine (CPP-1X)/sulindac

Familial 
Adenomatous 
Polyposis 

CPP FAP-310; 
Missed 
Primary 
Endpoint

-35

Phase IIIb 
Updated 
Results

Amgen Aimovig (erenumab) Migraine
LIBERTY; 
Sustained 
E�cacy

0

Phase III 
Updated 
Results

UroGen Pharma, Ltd. MitoGel (mitomycin) gel Bladder Cancer
OLYMPUS; 
Positive 
Results

0

Phase III 
Updated 
Results

Novartis/Genethon Zolgensma (onasemnogene 
abeparvovec-xioi)

Spinal 
Muscular 
Atrophy

STR1VE; 
Positive 
Results

0

Phase III 
Updated 
Results

Neurocrine Biosciences, Inc. Ongentys (opicapone) Parkinson's 
Disease 

BIPARK I,II; 
Increased On-
Time

11

Phase III 
Updated 
Results

Eli Lilly & Company Emgality (galcanezumab)
Migraine, 
Episodic, 
Chronic

EVOLVE-1, 2, 
REGAIN; Daily 
Functioning 
Improved

0

Phase III 
Updated 
Results

Eli Lilly lasmiditan (oral) Migraine

SAMURAI, 
SPARTAN, 
GLADIATOR; 
Positive 
Results

0

Phase III 
Updated 
Results

Biogen/Ionis Spinraza (nusinersen)
Spinal 
Muscular 
Atrophy

CHERISH, 
SHINE; 
Durable 
Responses

0

Phase III 
Updated 
Results

Teva Pharmaceutical Austedo (deutetrabenazine) Tardive 
Dyskinesia

OLE Study; 
Bene�ts 
Sustained

0

Phase III 
Updated 
Results

Alder Biopharmaceuticals, Inc. eptinezumab
Migraine, 
Episodic And 
Chronic

PROMISE 1,2; 
Positive 
Results

0

Phase III 
Updated 
Results

Urovant Sciences, Inc. Vibegron (vibegron) Overactive 
Bladder 

EMPOWUR; 
Positive 
Pivotal Data

0

Phase III 
Updated 
Results

GenSight Biologics S.A. GS010

Leber's 
Hereditary 
Optic 
Neuropathy  

REVERSE; 
Improvement 
Noted

0

Phase III 
Updated 
Results

Biogen/Alkermes Vumerity (diroximel fumarate) Multiple 
Sclerosis 

EVOLVE-MS-1; 
Reduced 
Relapse 
Rates

0

Phase III 
Updated 
Results

Roche Holding AG Ocrevus (ocrelizumab)

Multiple 
Sclerosis, 
Relapsing And 
PPMS

ORATORIO; 
Reduced 
Disability 
Progression

0

Phase III 
Updated 
Results

Allergan plc ubrogepant Migraine
ACHIEVE II; 
Positive 
Results

0

Phase III 
Updated 
Results

Roche Holding AG satralizumab

Neuromyelitis 
Optica 
Spectrum 
Disorder

SAkuraSky; 
Reduced 
Relapse Risk

0

Phase III 
Updated 
Results

AstraZeneca/Astellas/FibroGen roxadustat

Anemia Due to 
Chronic Renal 
Failure, 
Dialysis-
Independent

ALPS, ANDES, 
OLYMPUS; CV 
Safe

0

Phase III 
Updated 
Results

AstraZeneca/Astellas/FibroGen roxadustat

Anemia Due to 
Chronic Renal 
Failure, 
Dialysis-
Dependent

HIMALAYAS, 
PYRENEES, 
ROCKIES, 
SIERRAS; CV 
Safe

0

Phase III 
Updated 
Results

GW Pharmaceuticals plc Epidiolex (cannabidiol)
Dravet, Lennox-
Gastaut 
Syndromes 

GWPCARE5 
(OLE); 
E�cacy 
Maintained

0

Phase III 
Updated 
Results

Harmony Biosciences, LLC pitolisant Narcolepsy

HARMONY III 
(OLE); 
Durable 
Responses

0

Phase IIb/III 
Updated 
Results

CytoDyn, Inc. leronlimab HIV/AIDS Durable Viral 
Suppression 0

Phase IIb/III 
Updated 
Results

Allergan plc atogepant Migraine, 
Episodic

Positive 
Results 0

Phase II/III 
Updated 
Results

Biohaven Pharmaceutical rimegepant Migraine
BHV3000-
201; Positive 
Results

0

Phase II/III 
Updated 
Results

Viela Bio inebilizumab

Neuromyelitis 
Optica 
Spectrum 
Disorder

N-Momentum; 
Reduced 
Attacks

0

Phase II/III 
Updated 
Results

Akcea Therapeutics/Ionis Tegsedi (inotersen)

Hereditary TTR 
Amyloidosis 
With 
Polyneuropathy 

Sustained 
Bene�ts 0

Phase II/III 
Updated 
Results

Roche Holding AG risdiplam
Spinal 
Muscular 
Atrophy

SUNFISH, 
FIREFISH; 
Promising 
Results

0

Phase IIIb Top-
Line Results Novo Nordisk A/S Tresiba (insulin degludec) Diabetes, Type 

2

vs. U300; 
Hypoglycemic 
Risk Reduced

0

Phase III Top-
Line Results GW Pharmaceuticals plc Epidiolex (cannabidiol)

Tuberous 
Sclerosis 
Complex 

GWEP1521; 
Positive 
Results

11

Phase III Top-
Line Results AstraZeneca/Ascerta Calquence (acalabrutinib)

Chronic 
Lymphocytic 
Leukemia

ASCEND; Met 
Primary 
Endpoint

2

Phase III Top-
Line Results Merck & Co., Inc. Belsomra (suvorexant)

Insomnia in 
Alzheimer's 
Disease

Met Primary 
Endpoints 0

Phase III Top-
Line Results

Glenmark Pharmaceuticals 
Limited

Ryaltris 
(olopatadine/mometasone)

Allergic 
Rhinitis, In 
Children

GSP 301-305; 
Met Primary 
Endpoint

0

Phase III Top-
Line Results Innovent Biologics/Lilly rituximab, biosimilar

Diffuse Large 
B-Cell 
Lymphoma  

A301; Met 
Primary 
Endpoints

0

Phase III Top-
Line Results Bristol-Myers Squibb Company Opdivo (nivolumab) Glioblastoma 

multiforme

CheckMate 
498; Missed 
OS Primary 
Endpoint

-2

Phase III Trial 
Initiation ObsEva SA/Kissei linzagolix (OBE2109)

Endometriosis-
Associated 
Pain

EDELWEISS 2, 
3; Oral 
Administered

38

Phase III Trial 
Initiation resTORbio, Inc. RTB101

Respiratory 
Infections In 
Elderly

PROTECTOR 
1; To Improve 
Immune 
Function

34

Phase III Trial 
Announcement Novo Nordisk A/S Ozempic (semaglutide)

Diabetic 
Nephropathy, 
Retinopathy

FLOW, FOCUS

Phase III Trial 
Announcement Can-Fite BioPharma Ltd. namodenoson Hepatocellular 

Cancer  

Adenosine A3 
Receptor 
Selective

0

Phase III Trial 
Announcement Merck & Co./Pfenex Pneumococcal (V114) Vaccine S pneumoniae 

Pneumonia

PNEU-PLAN, -
WAY PED; In 
Infants, 
Children

0

Event Type Lead Company/Partner Drug Name Indication Comments
Change 
To LOA 
(%)

Approvals
Search

Approval P�zer Inc. Vyndaqel (tafamidis 
meglumine)

Transthyretin Amyloid 
Cardiomyopathy US Oral Capsules

Approval P�zer Inc. Vyndamax (tafamidis) Transthyretin Amyloid 
Cardiomyopathy US Oral Capsules

Approval BioMarin 
Pharmaceutical Inc. Palynziq (pegvaliase) Phenylketonuria EU Enzyme 

Substitution

Approval 
Jacobus 
Pharmaceutical 
Company

Ruzurgi (amifampridine) Lambert-Eaton Myasthenic
Syndrome US In Pediatric 

Patients

Approval Akcea 
Therapeutics/Ionis Waylivra (volanesorsen) Familial Chylomicronemia

Syndrome EU Conditional 
Approval

Approval P�zer Inc. Lorbrena (lorlatinib) Non-Small Cell Lung 
Cancer, Advanced EU ALK-Positive

Approval Regeneron/Sano� Dupixent (dupilumab) Severe Asthma, 
Uncontrolled EU

Add-On 
Maintenance 
Therapy

Approval BIOCAD E�eira (netakimab) Psoriasis Russia IL-17 Inhibitor,
Mab

Approval for 
sNDA/sBLA Roche Holding AG Kadcyla (ado-trastuzumab 

emtansine)
Early Breast Cancer, HER2-
Positive US Adjuvant Post-

Surgery

Supplemental 
Approval

AstraZeneca/Merck & 
Co Lynparza (olaparib) Ovarian Cancer, BRCA-

Mutated Canada First-Line
Maintenance

Event Type Lead 
Company/Partner Drug Name Indication Market Comments

Source = Biomedtracker; LOA = Biomedtracker's opinion on likelihood of approval.
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BI’s Humira biosimilar, the likelihood of it actually getting to 
market is not straightforward. Unlike Amgen Inc., Samsung 
Bioepis Co. Ltd., Mylan NV, Sandoz International GMBH, Frese-
nius SE & Co. KGaA, Pfizer Inc. and Momenta Pharmaceuticals 
Inc., the German firm has continued to battle an infringement 
suit from AbbVie rather than enter into a settlement, contend-
ing that the latter has “unclean hands” from amassing more 
than 100 patents on Humira.

It is still surprising, however, why BI abandoned plans for 
Cyltezo in Europe, having gone to the trouble of developing the 
drug and getting it approved. When asked if the lower margins in 
Europe due to pricing pressure was a factor, Hillgrove stressed “it 
really came down to prioritization,  none of these resource alloca-
tion questions are easy,” although he acknowledged that “at least 
in some countries, the discounts have probably been a bit higher 
than some might have thought but I think there’s still an opportu-
nity, the market is still pretty big.”

BI GROWING PIPELINE
On the innovation side, among other areas, BI is focusing on can-
cer immunotherapy and last month inked a deal with UK-listed 
PureTech Health PLC to get rights to the latter’s lymphatic-tar-
geting technology that BI will use alongside one of its own im-
muno-oncology candidates for gastrointestinal cancers. The pact 
involved an upfront payment of $26m and potentially $200m in 
milestones, plus royalties.

The company is looking at combinations with its in-house 
PD-1 inhibitor BI 754091 and head of R&D Michel Pariet told 
Scrip “we are one of the very few companies that are bringing 
together the different pieces of the puzzle,” being active in can-
cer vaccines, bispecific antibodies and oncolytic viruses, as wit-
nessed by its acquisition of Viratherapeutics last September. In 
March, BI also acquired ICD Therapeutics GmbH, a German com-
pany its corporate venture fund had invested in, giving it rights 
to ICD’s MacroDel biologics delivery platform to access intracel-
lular targets across a broad range of tumor cell types found in 
difficult-to-treat cancers that cannot be reached with traditional 
antibodies or small molecules.

In addition to cancer, and like many other pharma companies, 
BI is active in non-alcoholic steatohepatitis (NASH). It has complet-
ed enrolment into a Phase II trial of BI 1467335, an AOC3 inhibitor 
acquired from Pharmaxis Ltd. in 2015, and expects to report data 
later this year, Pariet said. He also mentioned the interleukin-36 
inhibitor spesolimab, which is in mid-stage trials for generalized 
pustular psoriasis and palmoplantar pustulosis; the drug is also 
being evaluated for atopic dermatitis, inflammatory bowel dis-
ease and ulcerative colitis.

Pariet told Scrip that BI had set itself the goal of 75% of all its R&D 
projects achieving either first-in-class or first-in-indication, which 
was already the case for 67% of the company’s current programs, 
up from an initial target level of 50%. He added that “you have to 
show a big improvement over what else is already out there.”  
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Company Move
Search

Dell 
Faulkingham

Akebia 
Therapeutics 
Inc

Chief Commercial O�cer and 
Senior Vice President Biogen Inc Senior Vice President, Head, US MS 

Franchise 9-May-19

Bill White Akero 
Therapeutics

Chief Financial O�cer and 
Head, Corporate Development

Deutsche 
Bank

Managing Director, Head, US Life 
Sciences Investment Banking 1-May-19

C. Todd 
Nichols Alkermes plc Senior Vice President, Sales 

and Marketing Celgene Vice President, Marketing and Sales, 
In�ammation and Immunology 13-May-19

Mohammed 
Dar

Immunocore 
Ltd

Chief Medical O�cer and Head, 
Clinical Development MedImmune Vice President and Head, Clinical 

Development, Oncology 16-Apr-19

Francis 
Pang

Orchard 
Therapeutics

Vice President, Global Market 
Access

Amicus 
Therapeutics Head, Market Access 26-Apr-19

Maria 
Koehler

Repare 
Therapeutics

Executive Vice President and 
Chief Medical O�cer

Bicycle 
Therapeutics Chief Medical O�cer 1-May-19

Amy Pott
Applied 
Therapeutics 
Inc

Head, Sobi North America Shire Vice President and US Franchise 
Head, Internal Medicine and Oncology 30-Apr-19

Neil 
Josephson

Zymeworks 
Inc

Vice President, Clinical 
Research

Seattle 
Genetics Inc Vice President, Clinical Development 30-Apr-19

Executive To 
Company New Role From 

Company Previous Role Effective 
Date

Promotion
Search

Daniel Barber Aquestive 
Therapeutics

Senior Vice President, Chief 
Operating O�cer

Senior Vice President, Chief Strategy and 
Development O�cer 6-May-19

Joanne Smith-
Farrell bluebird bio Chief Business O�cer Senior Vice President, Corporate 

Development and Strategy 1-May-19

Theodora 
Harold

Crescendo 
Biologics Ltd Chief Executive O�cer Chief Financial O�cer and Chief Business 

O�cer 1-May-19

Jason Sager Kyn Therapeutics Chief Medical O�cer Interim Chief Medical O�cer 7-May-19

Jeffrey Ecsedy Kyn Therapeutics Chief Scienti�c O�cer Senior Vice President, Research and 
Development 7-May-19

Executive To Company New Role Previous Role Effective 
Date

Director
Search

James Scopa Adverum 
Biotechnologies Independent Director and Member of Compensation Committee 2-May-19

Mark Lupher Adverum 
Biotechnologies

Independent Director and Member of Nominating and Corporate 
Governance Committee 2-May-19

Patrick Machado Adverum 
Biotechnologies Chairman 2-May-19

Rekha Hemrajani Adverum 
Biotechnologies Independent Director and Member of Compensation Committee 2-May-19

Jane Pritchett 
Henderson Akero Therapeutics Director 23-Apr-19

Thomas G. Moore Avenue Therapeutics 
Inc Director 30-Apr-19

Quentin S. 
Blackford AxoGen Inc Director 15-May-19

Jesper Hoiland Concert 
Pharmaceuticals Inc Director and Member, Compensation Committee 29-Apr-19

Gail M. Farfel DURECT Corp Director 25-Apr-19

Judith J. Robertson DURECT Corp Director 25-Apr-19

Arthur Kirsch Kadmon Holdings Inc Director 15-May-19

Maurizio PetitBon NOXXON Pharma AG Chairman 3-May-19

Thilo Schroeder Peloton Therapeutics 
Inc Director 7-May-19

Timothy P. Coughlin Peloton Therapeutics 
Inc Director 7-May-19

Alan W. Dunton Regeneus Ltd Independent Non-Executive Director 29-Apr-19

John Chiplin Regeneus Ltd Independent Non-Executive Director 29-Apr-19

Carol Schafer Repare Therapeutics Independent Director 1-May-19

Akshay Vaishnaw Scholar Rock Director 21-May-19

John Cox Sigilon Therapeutics 
Inc Director 7-May-19

Phaedra Chrousos Vanda 
Pharmaceuticals Inc Director 23-Apr-19

Daniel Geffken Windtree Therapeutics Director 24-Apr-19

Executive To Company New Role Effective 
Date

Advisor
Search

Malcolm K. Brenner Allogene Therapeutics Scienti�c Advisory Board Member 1-May-19

Robert Abraham Allogene Therapeutics Scienti�c Advisory Board Member 1-May-19

Stephen J. Forman Allogene Therapeutics Scienti�c Advisory Board Member 1-May-19

Wendell Lim Allogene Therapeutics Scienti�c Advisory Board Member 1-May-19

Robert S. Langer Avalon GloboCare Corp Scienti�c and Clinical Advisory Board Member 24-Apr-19

François Malouin Devonian Scienti�c Advisory Board Member 10-Apr-19

John Trant Devonian Scienti�c Advisory Board Member 10-Apr-19

Suha Jabaji Devonian Scienti�c Advisory Board Member 10-Apr-19

Guenther Koehne Xenetic Biosciences Inc Scienti�c Advisory Board Member 2-May-19

Executive To Company New Role Effective Date

Other
Search

Peter Pack Crescendo Biologics 
Ltd Chief Executive O�cer and Director 1-May-19 Resignation

Robert 
Iannone Immunomedics Inc Chief Medical O�cer 29-Apr-19 Resignation

Manider 
Hora Nektar Therapeutics Chief Technology Operations O�cer and Senior Vice President, 

Pharmaceuticals 1-Jun-19 Retirement

Khalid 
Ishaque Pixium Vision Chief Executive O�cer and Director 13-May-19 Resignation

Edward 
Conner

Sangamo 
Therapeutics Inc Chief Medical O�cer and Senior Vice President 31-May-19 Resignation

Executive From Company Previous Role Effective 
Date

Move 
Type
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