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Opioid Exposure Risk Intensifying For Generic Drug Makers

Executive Summary
Business fundamentals took a back seat to opioid 
litigation in the second quarter for generic drug 
makers, including Teva, Mallinckrodt and Endo 
Pharmaceuticals.

 

Teva Pharmaceutical Industries Ltd.’s turnaround 
is uncertain, Mallinckrodt PLC’s spin-out of 
its generics business is delayed, and Endo 
International PLC’s stock is barely treading water. 
All three find themselves among generic drug 
makers that are under intensifying pressure due 
to their exposure to opioid litigation – an issue 
that is distracting from business fundamentals 
and other strategic challenges.

The stocks of all three companies are trading 
below $10, with Teva’s stock price opening 8 Aug 
at $7.09, down 53% from the start of the year. 
Mallinckrodt opened at $6.10, down 61% from 1 
January, and Endo’s stock opened at just $2.55, 
down 64.8% from its price at the start of the year.

The roiling business environment is expected 
to continue for generic drug makers with opioid 
exposure until investors gain more clarity on how 
much the companies may have to pay to settle the 
mounting litigation. Some analysts and industry 
observers are speculating that an eventual payout 
could be many billions of dollars. The generic 
drug sector has already been facing business 
challenges for several years, partly due to pricing 
pressure in the US. 

The headwinds around opioids are gathering for 
certain drug distributors and branded and generic 
drug manufacturers, as a big federal case of 
consolidated civil actions moves toward trial in the 
US District Court for the Northern District of Ohio 
in October. The judge overseeing the litigation has 

called the opioid epidemic a “man-made plague.” 
(Also see “Opioid Makers May Have To Pay For 
Prevention Costs Of ‘Man-Made Plague,’ Judge 
Suggests “ - Pink Sheet, 28 Jan, 2019.)

Teva recently agreed to pay $85m to settle claims 
brought by the state of Oklahoma over the 
company’s role in the opioid epidemic related to 
its marketing of generic opioids and the fentanyl 
brands Actiq and Fentora. Purdue Pharma LP – 
the privately-held maker of OxyContin – reached 
a $270m settlement with Oklahoma. (Also see 
“Purdue’s ‘Landmark’ Settlement With Oklahoma 
May Be Harbinger Of MDL Resolution” - Pink 
Sheet, 26 Mar, 2019.) Johnson & Johnson, on 
the other hand, opted to go to trial in Oklahoma 
rather than settle. (Also see “J&J Gambles 
Oklahoma Opioid Trial Is Better Than Settlement; 
State Seeks $870m Per Year “ - Pink Sheet, 28 May, 
2019.)

Exposure to litigation was a big overhang for 
Teva during its second quarter financial release 
on 7 August. (Also see “Opioid Litigation Clouds 
Loom Over Teva’s Turnaround “ - Scrip, 7 Aug, 
2019.) The company said it accrued $646m in the 
second quarter for opioid litigation, including the 
Oklahoma settlement, but some analysts believed 
that would be just a fraction of what the company 
might owe.

Mallinckrodt, meanwhile, said it will delay a 
planned spinout of its specialty generics business 
given the current environment. The decision 
to separate Mallinckrodt into an innovative 
pharmaceutical company and a specialty generics 
business, announced in December, was partly 
intended to shelter the branded hospital portfolio 
from the overhang weighing on the generics 
segment. (Also see “Mallinckrodt Creating Two 
Companies: Generics And Innovative Specialty 
Drugs” - Scrip, 6 Dec, 2018.)
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During Mallinckrodt’s second quarter conference 
call on 6 August, CEO Mark Trudeau said 
uncertainty around the opioid litigation led the 
company to suspend the planned spinout.

“We had always said that our plans to separate 
would be, in some part, dependent on market 
conditions,” Trudeau said. “We believe at the 
moment market conditions are not favorable to 
effect a separation.”

While Mallinckrodt was not named in the 
Oklahoma case, which Trudeau said he believed 
was more focused on branded products, the 
company is a defendant in multi-district litigation 
(MDL) consolidated in Ohio.

“That environment has taken a decidedly negative 
turn over just the past couple weeks,” Trudeau 
said of the MDL.

He was likely referring to the July release of 
data from the US Drug Enforcement Agency’s 
(DEA) Automation of Reports and Consolidated 
Orders System (ARCOS), which monitors the 
flow of opioids through the distribution network. 
That data, acquired by the Washington Post 
through a court order and analyzed by the Post, 
found that from 2006 to 2012 three companies 
manufactured 88% of opioids: SpecGx, a 
subsidiary of Mallinckrodt; Actavis Pharma, 
acquired by Teva in 2015; and Par Pharmaceutical, 
acquired by Endo in 2015. 

Mallinckrodt has not established any financial 
reserves toward the opioid litigation, Trudeau 
confirmed. “There is only litigation risk, not 
litigation liability, and I think that’s pretty 
important to understand.”

He said the company remains committed to 

eventually dividing the businesses. “Our long-
standing goal remains to be an innovation-
driven biopharmaceutical company focused on 
improving outcomes for underserved patients 
with severe and critical conditions,” Trudeau said.

Jefferies analyst Anthony Petrone, in a 6 August 
research note, highlighted the uncertainties 
facing Mallinckrodt around opioids, but also 
lower sales of its controversial Acthar Gel 
(repository corticotropin injection), which is facing 
reimbursement challenges.

“Where the industry-wide liabilities ultimately 
settle is anyone’s guess,” Petrone wrote. 
“However, the opening salvo between industry 
and the largest of the claimants (State AGs) 
signals that something in the billions is now 
highly probable.” The analyst was referencing a 
recent Bloomberg report on 6 August, which said 
three big drug distributors proposed a $10bn 
settlement and were countered by state attorneys 
general with $45bn.

“This, in turn, all but makes certain that the 
planned spin of SpecGx will be shelved until a 
final resolution evolves, bringing into question 
concerns about liabilities to the parent and 
liquidity,” Petrone said.

SVB Leerink analyst Ami Fadia, in a 6 August note 
covering Endo, warned investors to expect more 
uncertainty ahead, regardless of the stabilizing 
base business.

“Despite the large downward move in the stock, 
with the opioid litigation only becoming a larger 
focus, we see even greater headline risk in the 
near term as investors take a risk-off approach 
with increased uncertainty, and as such we 
continue to stay on the sidelines,” Fadia said.
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Opioid Litigation Clouds Loom Over Teva’s Turnaround

Executive Summary
Increasing uncertainty over Teva’s liability in 
opioid litigation is weighing on the generic drug 
manufacturer, even as the North American 
generics business stabilized in the second quarter. 

 

Lack of clarity over Teva Pharmaceutical Industries 
Ltd.’s liability in ongoing opioid litigation continues 
to weigh on the generic drug manufacturer as 
it works toward a financial turnaround. Despite 
executing on a sweeping cost savings program, 
continuing to pay down on a mountain of debt 
and progress stabilizing its North American 
generic drug business, the company’s growth 
trajectory remains unclear.

Teva announced second quarter sales and 
earnings on 7 Aug. and, despite financial 
improvements in the underlying business, 
management could not alleviate investor concerns 
on the opioid front.

Adding to the uncertainty, chief financial officer 
Michael McClellan announced his intention to 
leave the company, with Teva initiating a search 
for a new CFO. McClellan said he was leaving for 
personal reasons and will remain through the 
third quarter results announcement, but analysts 
felt the move added to uncertainty around the 
company’s outlook.

Some analysts, during the same-day call, pressed 
leadership on their commitment to seeing 
Teva through the turnaround. The current 
management team led by CEO Kare Schultz have 
been viewed relatively favorably by investors given 
the financial headwinds the company is facing.

Suntrust Robinson Humphrey analyst Gregg 
Gilbert asked Schultz outright about his intentions, 

commenting, “When you took the job, you knew 
you were signing up for a major turnaround that 
would be painful in many ways, but I suspect you 
did not sign up for a massive opioid story that 
could take years to resolve and create investor 
concern about bankruptcies.”

Schultz, who is nearing two years into his 
turnaround plan for Teva, responded that he 
has a five-year contract and would stay longer if 
it is required. “I’m not the kind of guy who ever 
quits unless the job is done, so of course I’ll see it 
through.”

He downplayed the impact of the opioid litigation, 
noting that managing potential litigation is 
a standard part of the job description for a 
pharmaceutical CEO.

“I think it’s remarkable that actually apart from 
Mike, who for personal family-related reasons is 
leaving now, I have exactly the same management 
team as I appointed now nearly two years ago,” 
Schultz added.

How Much To Reserve For Liability Exposure?
In May, Teva agreed to pay $85m to settle claims 
brought by Oklahoma over the company’s role 
in the US state’s opioid epidemic as a result of 
marketing both generic opioids and the fentanyl 
brands Actiq and Fentora. (Also see “Teva Stresses 
Stability In Settling Oklahoma Opioids Case” - 
Generics Bulletin, 28 May, 2019.)

Several other states have filed independent suits 
against opioid manufacturers that could result 
in large payouts. (Also see “Opioid Litigation 
Avalanche: New York’s Expanded Suit Puts More 
Pressure On Makers And Distributors “ - Pink 
Sheet, 28 Mar, 2019.) The bulk of civil actions 
against opioid makers and distributors have 
been consolidated in the US District Court for the 
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Northern District of Ohio, where a trial is slated to 
begin in October.

Teva has an accrual of $646m in the second 
quarter for legal settlements, which it said 
were mainly for the Oklahoma settlement 
and estimated provisions for other certain 
opioid cases. Teva separately faces financial 
exposure from a criminal investigation by the US 
Department of Justice into generics industry price-
fixing.

“With all of the evidence that we have in our 
hands, we deny any liability, because we have not 
seen any evidence of us having any misconduct 
in the opioid situation or any misconduct in 
the pricing area,” Schultz told investors. In the 
Oklahoma state settlement, Teva was able to 
avoid claiming any wrongdoing.

Some analysts questioned the amount of money 
Teva has accrued for legal liability as being too 
low, given the amount of outstanding litigation.

McLellan said the company had built the 
estimate at the “low-end of the range” based on 
understanding from the Oklahoma settlement 
and estimates for future settlements.

“We still don’t see that we have a huge liability in 
this case in terms of causing the epidemic, but we 
do know there’s a lot of cases going on and there 
is a likelihood that some of these could settle in 
the future, so that’s where the number comes up,” 
he said.

But investors clearly are seeking more clarity on 
the amount of liability. The company’s stock price 
has lost about half of its value since May, opening 
on 7 Aug. at $6.59. One year ago, the stock was 
trading at $22.50 – and the company was already 
in the midst of financial upheaval.

North American Generics Stabilize
Schultz has been guiding investors that 2019 will 
be a trough year for Teva, with the company on 
track to return to growth in 2020. He recommitted 
to that forecast during the mid-year earnings call.

“It’s not that there will be a dramatic turnaround 
in the coming years, but the trend lines will slowly 
change, and we’ll start to see a moderate increase 
in revenues and moderate increases in EPS going 
forward,” he said. The current year will be the 
lowest in terms of operating profit and in terms of 
average earnings per share, he assured investors.

North America segment revenues declined 8% 
versus the prior-year quarter to $2.07bn, due to 
lower sales of Copaxone (glatiramer), Treanda 
(bendamustine) and other specialty products. 
Generic revenues notably stabilized in the quarter, 
with revenues flat at $946m. US revenues, 
Teva’s largest market, declined 10% to $1.93bn. 
Revenues in Europe declined by 11% to $1.18bn.

Consolidated revenues decreased 8% in the 
quarter to $4.34bn, with lower sales of Copaxone 
offsetting growth from new products like Austedo 
(deutetrabenazine) and Ajovy (fremanezumab). 
The company reported an operating loss of 
$644m in the quarter compared to $14m in the 
second quarter of 2018.

Ajovy, a calcitonin gene-related peptide (CGRP) 
inhibitor for migraine headache prevention, is 
expected to be a big future growth driver for 
Teva, but it brought in only $23m in the quarter 
after generating $20m in the first quarter. Teva 
previously targeted revenues of $150m for Ajvoy 
in 2019, but has had to scale back forecasts.

“I think it’s likely that we will be slightly shy of the 
$150m on Ajovy,” Schultz said, but he indicated 
that higher than expected sales of Austedo 
will make up the shortfall. Austedo for tardive 
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dyskinesia generated $96m.

Ajovy brought in lower revenues than either of 
its two competitors, Amgen Inc../Novartis AG’s 
Aimovig (erenumab), which generated $83m in 
the second quarter, and Eli Lilly & Co.’s Emgality 

(galcanezumab), which generated $34.3m.

Exec VP-North America commercial Brendan 
O’Grady said Teva is focusing on profitability with 
Ajovy and stopped buying down the copay for 
plans that have Ajovy on an exclusion list.
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Abuse-Deterrent Opioids: Where Are They Now?

Executive Summary
The potential blockbuster category for abuse-
deterrent opioids has fizzled. A few stalwarts 
are pushing on, but the return on investment 
for many drug manufacturers has been 
disappointing. Scrip tracked how opioids 
approved in the last eight years have performed.

 

The commercial market for abuse-deterrent 
opioids was thought to have blockbuster potential 
eight years ago, when drug makers started 
investing heavily in the therapeutic space on the 
heels of FDA’s approval of an abuse-deterrent 
formulation of Purdue Pharma LP’s big seller 
Oxycontin XR (oxycodone). Flash forward to 
2018 and the millions of dollars invested in the 
development of abuse-deterrent opioids appears 
to have gone up in smoke.

Back in 2010, pharma did not foresee the road 
blocks ahead, banking on the assumption that 
in the face of an opioid addiction crisis, the US 
FDA, payers and physicians would welcome the 
arrival of new opioids that are harder to abuse. 
But the abuse-deterrent technologies used in 
the products only reduce, not eliminate, the 
potential for abuse, and generally via intranasal or 
intravenous abuse. They can’t altogether prevent 
the risk of dependency that comes with taking 
opioids orally as prescribed. 

As a result, FDA has put in place high approval 
standards for new opioids that could suggest less 
chance for abuse, payers have been unwilling to 
spend more money on them, and physicians have 
been reluctant to prescribe them over cheaper 
generics when it means there will be access 
hurdles standing in the way. All this comes on 
a backdrop of a national strategy to reduce the 

number of opioid prescriptions generally in the 
US.

A report released by the Tufts Center for the Study 
of Drug Development released in July 2017 found 
that 96% of all opioid products prescribed in the 
US in 2015 lacked abuse-deterrent properties. 
Despite the challenges there are some two dozen 
applications for abuse-deterrent opioids pending 
at FDA, according to the Tufts report, though FDA 
declined to confirm the number of pending NDAs. 

FDA has approved 10 opioids with abuse-
deterrent claims consistent with its guidance, 
but the recent announcement by KemPharm Inc. 
that it is seeking a generic drug partner to sell 
its newly approved brand-name opioid Apadaz 
(benzyhdrocodone/acetaminophen) – at a price 
on par with generics – put a spotlight on just how 
disappointing the commercial market for abuse-
deterrent opioids is, particularly when FDA doesn’t 
approve the product with abuse-deterrent claims. 
There are other examples, too, that highlight 
how the prospects for the market have been 
diminished.  

Purdue, Pfizer Inc. and a few small specialty 
players are soldiering on. Even Pfizer has faced 
big financial setbacks in the field, though the 
pharma giant is large enough to absorb them 
without taking a direct hit. Pfizer spent $3.3bn to 
buy the pain specialist King Pharmaceuticals Inc. 
in 2010 in a bid to move into the abuse-deterrent 
opioid space, building on its success in pain with 
Celebrex. (Also see “King of Pain: Pfizer’s Move 
into Abuse Resistant Opioids and the Virtues of 
Massive Scale” - Pink Sheet, 1 Nov, 2010.) It’s fair 
to say the acquisition never delivered as expected. 
(Also see “The Best Bad Deal of All Time? Pfizer/
King and the Business Dynamics of Abuse 
Deterrence” - Pink Sheet, 30 May, 2013.)
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Pfizer did manage to get one product from King’s 
pipeline, Embeda (morphine/naltrexone), onto the 
market with abuse-deterrent claims in 2014, but 
Pfizer doesn’t break out sales of Embeda, which 
generally means the sales are not material. The 
long-acting oxycodone formula Remoxy that Pfizer 
had its eyes on at King was eventually returned to 
its original owner, Pain Therapeutics Inc., which 
is still pursuing development with FDA. Another 
product, Troxyca ER (oxycodone/naltrexone 
extended-release), developed internally by Pfizer, 
was approved by FDA with abuse-deterrent 
properties in 2016, though the company has not 
yet launched the product and would not say if it 
plans to.

Payers Like Abuse-Deterrence – At A Generic 
Price
For the pain specialists forging on, the hope is that 
the continued emphasis on the opioid epidemic 
will spur a change in payer attitudes toward 
valuing abuse-deterrent products as part of a 
comprehensive solution to the crisis. Some states 
have introduced legislation requiring payers to 
reimburse for abuse-deterrent products, which 
could help to open access. And some drug makers 
say they are seeing more traction in the market 
when it comes to improved market access. 

But brand manufacturers are also racing against 
the clock, in a sense, because FDA recently 
released a final guidance late last year on the 
development of generic abuse-deterrent opioids. 
(Also see “Generic Abuse-Deterrent Opioids: 
Comparison To Brand Will Not Require Use Of 
Control” - Pink Sheet, 21 Nov, 2017.)

Payers, meanwhile, are interested in reimbursing 
abuse-deterrent opioids – but at a lower price, 
and ideally one that is comparable to current 
generic opioids.

“If the price point is equal, replacing a generic 
product with an abuse-deterrent formulation 

is a sensible approach,” said Steve Cutts, vice 
president of pharmacy services and clinical 
strategy for the pharmacy benefit manager of 
Magellan Health Services Inc.. As it stands, he said, 
the cost of abuse-deterrent opioid far exceed the 
generic alternative.

This is the opportunity KemPharm has opted 
to pursue, changing tack as the reality of 
the FDA-approved labeling for Apadaz and 
commercialization challenges set in. Apadaz 
cleared FDA Feb. 23 without abuse-deterrent 
claims but, like many newer opioids, with 
reference to abuse-deterrent properties 
mentioned in labeling. (Also see “KemPharm And 
The Curious Case Of Launching A Brand Opioid 
Like A Generic” - Scrip, 26 Feb, 2018.)

As KemPharm’s Chief Business Officer Gordon 
“Rusty” Johnson acknowledged in an interview, 
“There was this initial period of time post-2010 
when there was a great deal of enthusiasm for 
abuse-deterrent opioids. But the commercial 
reality has been a much tougher slog.”

Now KemPharm is hoping to partner with a 
generic drug maker or a PBM to help launch 
Apadaz at a generic price point to replace the 
generic benzyhdrocodone market.

“It’s a good example of innovative thinking on 
the part of a manufacturer,” Magellan’s Cutts 
acknowledged of the KemPharm strategy.

Investments That Haven’t Paid Off
KemPharm, like other niche specialty players, 
went public on the back of the promise of abuse-
deterrent opioids. The company raised $59.9m 
in an IPO in April 2015, with a stock price of $11 
per share, but opened March 20 at $6.85. The 
company spent $23.4m developing Apadaz from 
2014-2016 and $46.3m total in R&D costs during 
that time, according to filings with the Securities & 
Exchange Commission.
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Egalet Corp. is another pain-focused player that 
went public in February 2014, raising $58.4m in 
a public offering of stock at $12 per share and a 
coinciding private placement. The company’s stock 
is now trading at less than $1. Egalet successfully 
got two opioids to the US market, the oxycodone 
product Oxaydo, developed with abuse-deterrent 
technology in 2015, as well as the extended-
release morphine product Arymo ER in January 
2017, but uptake has been slow.

Egalet reported total product sales of $26.1m in 
2017, including a third product, Sprix nasal spray. 
It also reported a net loss of $69.4m for the year. 
The company spent millions on R&D, $75.2m from 
2015-2017, according to an SEC filing.

During the company’s fourth quarter sales and 
earnings call March 12, CEO Bob Radie said the 
future comes down to payer acceptance.

“Payers have been resistant to want to put these 
products into preferred positions and in many 
instances, across all of the different payer types, 
commercial/government, we see, oftentimes, 
payers creating hurdles, making it difficult for 
prescribers to get this.” Nonetheless, the company 
insists it is making progress securing market 
access for Arymo ER. In February, the company 
said one of the largest regional payers in the 
Northeast gave Arymo ER a preferred placement 
on its formulary. 

Another drug maker, Pernix Therapeutics 
Holdings Inc., launched the extended-release 
hydrocodone product Zohydro with abuse-
deterrent technology in 2015, after the original 
developer Zogenix Inc. backed out of the space. 
Zohydro generated $24m in 2017, a decline of 3% 
due to a reduction on price. The company’s net 
loss was $77.1m. Continued net losses at a similar 
pace will be hard to sustain.

Purdue’s Oxycontin has been the exception 

to the rule when it comes to abuse-deterrent 
opioids. The company was able to succeed where 
others failed because of the initial popularity 
of extended-release oxocodone and early FDA 
approval of an abuse-deterrent formulation, along 
with the agency’s corresponding decision to ban 
generics. That gave Purdue a stronghold on the 
market in a scenario that hasn’t materialized in 
other opioid classes, where cheap generics have 
been readily available.

Purdue, being privately held, doesn’t release 
financial information publicly, but analysts put 
Oxycontin revenues at around $2bn.

A rival drug maker, Collegium Pharmaceutical Inc., 
which markets the competing abuse-deterrent 
oxycodone product Xtampza ER, said Oxycontin 
sales were $1.7bn in 2017, about 15% of the US 
market share for all extended-release and long-
acting opioid prescriptions. Collegium is hoping 
to chip away at Oxycontin’s hold on the market. 
Xtampza ER generated $28.1m in 2017, the 
company reported, and prescriptions are growing. 
Prescriptions for Xtampza ER grew 37% in the 
fourth quarter versus third quarter to 38,044. The 
company’s stock price also is on the rise, since it 
went public at $12 per share in May 2015, raising 
$80m in gross proceeds. The stock opened March 
20 at $26.62.

Collegium is one company that is doubling down 
on the abuse-deterrent space. It recently acquired 
the Nucynta franchise, including immediate-
release and extended-release products, from 
DepoMed Inc.. The company paid $10m up front 
and a $6m inventory payment upon closing, as 
well as an annual license fee of $135m for four 
years, plus royalties on sales over $233m.

To put a reality check on the deal, DepoMed 
bought the Nucynta franchise from Johnson & 
Johnson for significantly more in 2015: $1.05bn in 
cash.Those are deal dynamics that hurt.
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DepoMed, meanwhile, is laying off 40% of its 
workforce. By cutting its pain sales force and 
eliminating brand spending on Nucynta, the 
company said it would reduce expenses by $70m. 
That’s one of the big challenges for a small pain 
specialist trying to compete in this niche space – 
building out and investing in a commercial sales 
team. It’s the pitfall KemPharm hopes to avoid.

But at this point, the list of opioids with abuse-
deterrent claims that are on the market is almost 
eclipsed by the number of new opioids that have 
been discontinued or held from the market. Only 
time will tell if any new products get on stronger 
financial footing. 

A Snapshot Of Abuse-Deterrent Opioids In A Challenging Market
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Deal Watch: Purdue Continues Move Away From Opioids With 
Alivio Deal

Executive Summary
In its continuing efforts to diversify away from 
opioid pain drugs, Purdue partners on non-opioid 
program with Alivio. Rigel licenses Tavalisse rights 
in all indications go to Spain’s Grifols.

 

Purdue Partners With Alivio On Non-Opioid 
Bladder-Pain Candidate
Purdue Pharma LP may have built its pain 
specialty on opioid products, but continues to be 
under pressure as the opioid epidemic worsens. 
The firm continued its efforts to move into non-
opioid pain drugs with a partnership, announced 
Jan. 28, with PureTech Health PLC affiliate Alivio 
Therapeutics to advance a preclinical candidate 
for interstitial cystitis/bladder pain syndrome 
(IC/BPS). Developed using Alivio’s inflammation-
targeting technology, ALV-107 is a non-opioid pain 
therapy candidate that has relieved pain at all 
study points post-therapy in preclinical testing.

This is the second partnership Purdue has signed 
around a non-opioid pain therapy in recent 
months. In October, it licensed SpineThera 
Inc.’s preclinical synthetic adrenal corticosteroid 
SX600, a sustained-release formulation of 
dexamethasone at undisclosed terms in a deal 
that also gives Purdue an option to acquire the 
company. [See Deal] Expected to enter clinical 
development this year, SX600 will be investigated 
as a long-lasting (60-90 days) non-opioid analgesic 
for lower back pain.

Under the current deal, Alivio will get up to 
$14.75m in upfront cash and near-term license 
exercise payments under the agreement, and 
could earn research and development milestones 
payments of up to $260m along with royalties 

on product sales. The deal gives Purdue the 
option to participate in other Alivio investigational 
compounds and to invest in the biotech’s next 
equity financing.

Spun out of PureTech in 2016, one day after 
that company also introduced immuno-
oncology affiliate Vor Biopharma, Alivio is 
focused on inflammatory disease and employs 
technology based on an innovative hydrogel 
material designed to adhere to and deliver 
drugs to inflamed tissue based on the degree 
of inflammation. (Also see “IP Commercializer 
PureTech Enters CAR-T With Vor BioPharma 
Start-Up” - Scrip, 12 May, 2016.) The theory is that 
more drug is released at the site having greater 
inflammation while healthy tissue is unaffected.

In 2016, as the opioid-addiction crisis garnered 
more headlines, Purdue moved into psoriasis 
in a collaboration with Exicure Inc., while also 
partnering on non-opioid, non-NSAID chronic pain 
therapies with AnaBios Corp. (Also see “Purdue 
Signs Two Deals To Diversify Portfolio” - Scrip, 13 
Dec, 2016.) In 2017, CEO Mark Timney signaled 
that Purdue was open for further deal-making in 
both core therapeutic areas and adjacencies in 
what he called “a real diversification away from 
pain.” (Also see “Purdue Is Open For Business 
Deals And Shopping On Multiple Fronts” - Scrip, 1 
Feb, 2017.)

The company continues to struggle with the US 
FDA over whether abuse-deterrent formulations 
of oxycodone actually are effective in warding 
off abusive usage. (Also see “Where Is OxyContin 
Abuse Deterrent Data? Purdue Has Sent Two 
Studies, But Wait Continues” - Pink Sheet, 27 Jan, 
2019.) 
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Grifols Gets EU, Turkish Rights To Rigel’s 
Fostamatinib
After roughly a decade of development, Rigel 
Pharmaceuticals Inc. finally obtained regulatory 
approval for SYK inhibitor fostamatinib in the 
US last April, getting approved as Tavalisse for 
chronic immune thrombocytopenia (ITP). Now, 
Rigel has found another way to monetize its 
drug, licensing European and Turkish rights in all 
indications to Spain’s Grifols SA.

The license-and-supply agreement announced 
Jan. 23 brings Rigel $30m up front. The South 
San Francisco, Calif.-based Rigel can also earn 
up to $297.5m in regulatory and commercial 
milestones. Fostamatinib is under regulatory 
review at the European Medicines Agency 
for chronic ITP with a decision by the EMA’s 
Committee on Medicinal Products for Human Use 
expected by the fourth quarter.

Rigel said fostamatinib could obtain EU approval 
by the end of 2019, which would trigger a $20m 
milestone payment. It can also earn stepped 
double-digit sales royalties on the drug, as high 
as 30%, in indications including autoimmune 
hemolytic anemia (AIHA) and IgA nephropathy 
(IgAN), in Europe and Turkey.

Grifols gets an exit provision under the 
agreement, allowing it to terminate the deal 
in 2021, after the pact’s second anniversary, if 
fostamatinib has not yet gotten EU approval for 
chronic ITP. For a six-month period, the Spanish 
firm could elect to return all its rights to the 
drug to Rigel in exchange for $25m. In October, 
Rigel licensed rights to Tavalisse in Japan, China, 
Taiwan and South Korea to Kissei Pharmaceutical 
Co. Ltd. for $33m up front, plus up to $147m in 
development and commercial milestones. [See 
Deal]

Rigel CEO Raul Rodriquez pointed to Grifols’ 
broad European commercial presence and its 

established position in the hematology market 
as drivers behind the deal, and said he hopes 
the deal can begin generating income for Rigel in 
2020. Rigel got US approval of Tavalisse on April 
17. (Also see “Rigel Readies Tavalisse For Late-May 
Launch After FDA Approval” - Scrip, 18 Apr, 2018.) 
In November, it reported net sales of $4.9m for 
the product during the third quarter.

Shionogi Expands PeptiDream Discovery 
Collaboration To BBB-Penetrating Drugs
Japanese bioventure PeptiDream Inc. said on 
Jan. 23 it had entered into a multi-program 
collaborative research agreement with Osaka-
based Shionogi & Co. Ltd. for the discovery and 
development of a series of blood brain barrier 
(BBB)-penetrating peptide-drug conjugates (PDCs).

PeptiDream will use its proprietary Peptide 
Discovery Platform System (PDPS) technology to 
identify macrocyclic/constrained peptides against 
multiple targets selected by Shionogi that are 
known to be involved in shuttling compounds 
across the BBB. The peptides will then be 
optimized to maximize BBB penetration, cargo 
conjugation and the types of cargoes they are 
capable of shuttling across the BBB, one of the 
main physical obstacles in central nervous system 
drug development.

The companies will then work together to produce 
novel PDC therapeutics for CNS indications, by 
combining BBB carrier peptides, identified by 
PeptiDream, with Shionogi’s own CNS drugs and/
or drug candidate compounds.

Detailed financial terms were not disclosed, 
but PeptiDream will receive an undisclosed 
upfront payment plus annual R&D funding from 
Shionogi, and is eligible for payments associated 
with certain preclinical and clinical development 
milestones, in addition to royalties on sales of any 
products containing the PDCs commercialized by 
Shionogi.
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The two partners already have a collaborative 
agreement dating from February 2016, to develop 
macrocyclic/constrained peptides against multiple 
targets of interest selected by Shionogi and to 
optimize hit peptides into therapeutic peptides 
or small molecule products, using PeptiDream’s 
PDPS technology.

Merck KGAA Licenses Vertex Non-Cancer 
Rights To Two Compounds
Building on a deal signed by the companies two 
years ago, Merck KGAA has licensed gene-editing 
rights in six specific genetic disease indications for 
a pair of compounds to Vertex Pharmaceuticals 
Inc. Announced Jan. 24, the agreement covers 
two DNA-dependent protein kinase (DNA-PK) 
inhibitors: M9831 (formerly known as VX-984) and 
an additional preclinical compound that went to 
the German pharma in 2017 for $230m up front. 
201720026

Specific financial terms for the new agreement 
were not disclosed but Merck retains oncology 
rights to the two compounds. Vertex also gets 
an option to add indications to the license. Both 
compounds are part of Merck’s DNA damage 
response (DDR) inhibitor program.

Merck Healthcare CEO Belen Garijo said his 
company is rapidly advancing its DDR portfolio 
in cancer, but is eager to see what Vertex can 
find out about the molecules’ potential in genetic 
disease by employing enhancements offered by 
CRISPR/Cas9-mediated gene editing.

Allergan Signs Up Kowa To Co-Promote Bystolic 
In US
Kowa Pharmaceuticals America Inc. agreed Jan. 28 
to co-promote Allergan PLC’s beta blocker Bystolic 
(nebivolol) in the US, alongside the Japanese 
pharma’s statin product Livalo (pitavastatin). 
No financial terms were disclosed for what is 
described as a non-exclusive co-promotion 
arrangement.

The pact stipulates that Kowa will deploy its 
roughly 300 cardiometabolic sales reps to 
promote Bystolic alongside Livalo starting in 
February to cardiologists and select primary 
health care provides. Allergan will continue to 
detail Bystolic in the US to primary health care 
doctors, as well.

Alnylam Inks Onpattro Commercialization Deal 
In Israel
RNA-interference specialist Alnylam 
Pharmaceuticals Inc. signed a deal Jan. 23 with 
Medison Pharma Ltd. in which the latter will 
commercialize Onpattro (patisiran), the first 
commercialized RNAi therapeutic, in Israel, as 
well as other investigational therapeutics under 
development in the Alnylam RNAi portfolio.

The agreement between Alnylam and Medison 
includes Onpattro, approved in the EU in August 
2018 for the treatment of hATTR amyloidosis in 
adults with stage 1 or stage 2 polyneuropathy; 
givosiran, a late-stage investigational RNAi 
therapeutic for the treatment of acute hepatic 
porphyria (AHP); and lumasiran, a late-stage 
investigational RNAi therapeutic for the treatment 
of primary hyperoxaluria type 1 (PH1). These 
medicines are not currently approved for use in 
Israel; givosiran and lumasiran have not yet been 
approved by any regulatory authority.

Origenis And Expansion Partner In RNA-
Mediated Disease
Germany’s Origenis GMBH announced today it 
has entered into a global license and collaboration 
agreement with Expansion Therapeutics Inc. 
unveiled a global license and collaboration deal 
Jan. 24 to discover potential small molecule 
therapies to treat RNA-mediated diseases.

The collaboration will begin with a lead-
optimization effort combining Origenis’ MolMind 
and MoreSystem artificial intelligence discovery 
platforms to identify candidates for Expansion’s 
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R&D pipeline. Origenis said the partnership joins 
its capabilities in compound design, chemical 
synthesis and screening with Expansion’s 
expertise in discovering and advancing small 
molecules that interact with RNA.

Origenis’ process is designed to ensure the drug 
candidates are novel by using Cippix, a tool it 
claims can create value from “hidden chemical 
and biological information embedded in patents.” 
Its discovery process also employs interactive AI 
feedback to make sure discovered compounds 
have unique chemical properties and are tested 
for biological activity, toxicity and stability, the 
biotech said.

No specific deal terms were disclosed, but San 
Diego-based Expansion obtains rights to develop 
products against defined molecular targets, while 
Origenis earns research funding and could realize 
development milestone payments.

Circassia Bolts On Another Product In Search 
To Become Respiratory Business
Oxford, UK-based Circassia Pharmaceuticals PLC 
announced Jan. 24 that it has bought the rights 
to commercialize AirNOvent in the US and China 
from AIT Therapeutics Inc. for $7.4m up front with 
a series of milestone payments to follow.

The rights cover all potential indications in 
the hospital setting, which includes hypoxic 
respiratory failure associated with persistent 
pulmonary hypertension of the newborn (PPHN). 
AIT anticipates applying to the US FDA for 
premarket approval (PMA) for AirNOvent in the 
second quarter for use in the treatment of PPHN. 
The company also hopes to launch the product in 
the first half of 2020. Subsequently, AIT plans to 
seek a label extension for the product’s use in a 
related indication.

AirNOvent is a portable system that utilizes an 
electric voltage to produce precise quantities of 

nitric oxide from the nitrogen and oxygen in air. 
Steve Harris, Circassia’s CEO, said that buying 
the US and Chinese commercialization rights to 
AirNOvent represented “an important milestone” 
in the firm’s transformation into a commercially 
focused respiratory pharmaceutical business.

This deal is the latest in a series of moves by 
the company to establish itself as a respiratory 
business, the most significant of which was the 
2017 acquisition of rights to US commercialization 
of AstraZeneca PLC’s COPD therapies Tudorza 
(aclidinium) and Duaklir (aclidinium/formoterol) 
for $230m. (Also see “Circassia Builds US 
Respiratory Presence with AstraZeneca Deal” - 
Scrip, 17 Mar, 2017.)

BioNTech Expands Mab Know-How With Tech 
Buy
German biotech BioNTech AG will acquire 
MAB Discovery GMBH’s operational antibody 
generation unit, for an undisclosed sum, it 
announced Jan. 24.

BioNTech will acquire all assets, employees and 
proprietary know-how for monoclonal antibody 
generation from German peer MAB Discovery, 
which will retain ownership of and all rights to 
both its proprietary preclinical development 
pipeline and its existing third-party service 
agreements.

The acquisition follows a successful collaboration 
between the companies that started over 
five years ago, in which antibodies have been 
generated with MAB Discovery’s proprietary 
technology that are currently being further 
developed by BioNTech.

In a statement, BioNTech CEO Ugur Sahin the 
MAB Discovery technologies “will be utilized 
with our existing proprietary platforms including 
RiboMABS, a platform for generating a novel class 
of mRNA-encoded antibody drug candidates.” The 
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acquisition will be completed and the antibody-
generation unit transitioned at the end of the first 
quarter of 2019.

Elasmogen Licenses NDure Half-Life Extension 
Technology To ImmunoForge
Elasmogen Ltd., developer of next-generation 
soloMER biologics, said on Jan. 16 that 
ImmunoForge has agreed to license Elasmogen’s 
proprietary NDure half-life extension technology 
for use in two undisclosed targets.

ImmunoForge will be responsible for all 
preclinical and clinical development as well as 
for manufacturing and commercialization of 
the resulting products. Elasmogen will receive 
an initial upfront payment in addition to future 
milestone and royalty payments.

Elasmogen’s NDure albumin binder is based 
on the company’s soloMER platform. It claims 
that at just 11 kDa, soloMERs are the smallest 
naturally occurring binding domains and offer a 
simple molecular architecture that facilitates easy 
combination with a wide range of proteins and 
peptides to enable rapid development of multi-
functional therapeutics.

“This licensing agreement provides further 
validation of the benefits of our soloMER platform 
and NDure technology,” said Caroline Barelle, CEO 
of Elasmogen. “At less than 1/10th the size of an 
antibody, NDure allows rapid re-formatting and 
simple manufacturing while retaining all of the 
benefits of high specificity albumin binding.”
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