
Pharma intelligence
informa

SheetPink
Vol. 79 / No. 2   January 9, 2017

Continued on page 4

pink.pharmamedtechbi.com

  Brought to you By    the editors of scrip regulatory affairs,  the rpM report,  tan sheet,  gold sheet,  pink sheet daily and pink sheet

Intellectual ProPerty

Brand vs. Brand Patent Battles Heat up, 
Focus on Big Drug classes, p. 11

regulatory uPDate

aSean regulators to Pilot Joint 
assessment of Drug applications  
In 2017, p. 5

Market acceSS

colombia’s glivec Pricing Means  
“Worst of Scenarios” For Pharma 
Industry, p. 15

Novel Approvals Were Fewer But 
Faster At US FDA In 2016
Bridget Silverman  bridget.silverman@informa.com 

T he average time from submission to 
approval for novel agents approved 
by FDA’s Center for Drug Evaluation 

and Research in 2016 was only 10 months, the 
shortest average in the contemporary era. 

But while speedy, the CDER class of 2016 
is also unusually small. The final count of 22 
novel approvals is the lowest annual total for 
the center since 2010, and is less than half of 
the almost two-decade high of 45 reached 
in 2015. (See pink.pharmamedtechbi.com 
for an interactive chart of CDER’s 2016 novel 
approvals.)

The short average review time reflects 
the extremely high proportion of priority 
reviews among the approved products. 
More than two-thirds of the 2016 novel 
approvals received priority review, which 
comes with an eight-month review target 
(see graphic, p. 4).

The short average review time is also 
partly the culmination of the declining 
numbers of complete response letters 
in recent years. The number of CRLs that 
CDER issued took a dramatic drop in 
2010 and stayed low through 2015. High 

first cycle approval rates beget more 
high first cycle rates in a virtuous cycle; 
when there are fewer CRLs, there are 
fewer responses to CRLs.

Only one of the approvals in 2016, Shire 
PLC’s dry eye drug Xiidra (lifitegrast), re-
quired two review cycles. As a result, 2016 
had the highest first-cycle approval rate 
ever from the contemporary FDA: 95%. 

The trend toward fewer complete re-
sponse letters, however, came to a sharp 
halt in 2016. CDER issued more than a 
dozen CRLs to NMEs and novel biologic 
applications in 2016, decisions that could 
lead to more multiple-cycle approvals in 
future years. 

Very Short reViewS DriVe 
Down AVerAge time
The median time to approval for CDER nov-
el agents in 2016 was 11 months, the same 
as both 2015 and 2014. However, 2015 and 
2014, the average was higher than the me-
dian; a few long reviews pulled the aver-
age review time higher. Novel approvals in 
2015 took an average of 15 months, and an 
average of 13.7 months in 2014. 

In 2016, however, the average of 10 
months was less than the median of 11 
months, due to the preponderance of fast 
approvals and the corresponding lack of 
any long-review outliers. The longest time 
to approval for any 2016 NME/NBE was 
Xiidra, at 16.5 months – not much longer 
than the average time in 2015. 

Six of the 2016 priority review drugs 
were approved in advance of the user fee 
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The balance of power behind the prescribing decision is changing: payers are ever more in charge.  That means 
that insight into how payers make decisions – how they evaluate drugs, one against another – will be crucial to 
any successful drug launch.
 
RxScorecard objectively, authoritatively, and systematically assesses marketed and pipeline drugs in a 
therapeutic indication from the payer’s point of view. Developed by senior medical and pharmacy leaders from 
major payers and pharmacy benefit managers, RxScorecard delivers practical and powerful insight into your 
drug’s reimbursement potential and how you can maximize it.  

Transparent, objective, and grounded in payer data, RxScorecard helps you refine your development path, 
future-proof your market access strategy, and achieve payer acceptance. 

Maximize Your 
Reimbursement Potential

Discover RxScorecard today. 

Visit https://goo.gl/mIof2t to review the selection of 
RxScorecards today.  Interact with the data. Compare 
drugs on clinical, safety, and economic metrics. See the 
payer perspective. 
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goal. Most of those very fast approvals 
came with the help of FDA’s popular new 
breakthrough therapy designation (BTD) 
program. Seven novel breakthrough prod-
ucts cleared CDER in 2016, with an average 
time to approval of 6.7 months.

However, the shortest time to approval 
of any CDER 2016 approval – three months 
for Biogen and Ionis Pharmaceuticals Inc.’s 
Spinraza (nusinersen) – went to a product 
that did not have a BTD. As the first therapy 
for the orphan disease spinal muscular at-
rophy, Spinraza nonetheless addresses a 
serious unmet medical need. 

While BTD gives sponsors an advantage 
during review, thanks to intensive commu-
nication with the agency during develop-
ment and an “all hands on deck” approach 
to reviews of BTD applications, the desig-
nation is not a guarantee of a first cycle ap-
proval. Three BTD products received CRLs 
in 2016 – Portola Pharmaceuticals Inc.’s An-
dexxa (andexanet alfa), BioMarin Pharma-
ceutical Inc.’s Kyndrisa (drisapersen), and 
Clovis Oncology Inc.’s Xegafri (rociletinib). 
Portola is working toward resubmission 
of the anticoagulant reversal agent with a 
narrower indication; Duchenne muscular 
dystrophy drug Kyndrisa and lung cancer 
therapy Xegafri were discontinued. 

While FDA’s review performance on pri-
ority review drugs was notable, the stan-
dard review class of 2016 set a contempo-
rary record for the shortest average time 
to approval for standard review drugs. 
The seven standard review approvals in 
2016 took an average of only 12.7 months. 
In contrast, the average standard review 
approval time for the previous five years 
works out to 17.5 months.  

Published online January 2, 2017
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US FDA Has Slim Advisory Committee Schedule –  
A Sign Of Things Not To Come? 
derrick gingery  derrick.gingery@informa.com

FDA’s advisory committee calendar for drugs remains almost 
entirely bare, despite several applications with approaching 
user fee goals.

The agency has scheduled two advisory committee meetings in 
the new year. FDA’s public calendar of advisory committee meet-
ings has no listings as of its last update on Dec. 28. 

It’s listing of tentative meetings in 2017 also listed no expected 
meeting dates for CDER until a Jan. 3 update, when a Feb. 16 date 
was added for the Psychopharmacologic Drugs Advisory Commit-
tee, as well as a March 15 date for the Advisory Committee for Phar-
maceutical Science and Clinical Pharmacology.

The Feb. 16 date will be for Neurocrine Biosciences Inc.’s Ingrezza 
(valbenazine), proposed for treatment of tardive dyskinesia. The 
March 15 meeting is expected to address model-informed drug 
development approaches and strategies.

In January 2016, CDER conducted one and postponed another. 
The same month in 2015, it conducted three meetings. In February 
2016, it conducted three meetings, after conducting two the same 
month in 2015.

ADDing ‘VAlue to the ProceSS’
It is highly unlikely that the Center for Drug Evaluation and Re-
search will go an entire year without conducting more than a 
couple of advisory committee meetings. However, a smaller sched-
ule could indicate an increasing confidence by the Office of New 
Drugs (OND) that it will not always need outside advisors’ opinions 
to make approval decisions.

Outgoing OND Director John Jenkins said the agency still thinks 
about whether an advisory committee is necessary as prescribed 
in the 2007 FDA Amendments Act, but now is finding they are not 
needed as often.

“I think over time we’ve become much more comfortable with 
focusing on where we think the advisory committee will add value 
to the process and where we think it’s just adding more work to 
the process,” Jenkins said Dec. 14 during the FDA-CMS Summit. 
“We consider whether an advisory committee is needed for every 
NME application that comes in and other types of applications, but 
often we find that there’s not really the type of issues there that we 
think warrant that type of public presentation.”

Sponsors certainly would appreciate being able to avoid the 
public spectacle that advisory committees can become and the 
preparation required to try and entice a positive opinion. But other 
stakeholders may worry should fewer NDAs go before a public 
meeting prior to an approval or complete response action.

Patients in particular have embraced the advisory committee 
process as a point where they can influence a drug’s review, as evi-
denced by the controversial approval of Sarepta Therapeutics Inc.’s 

Duchenne muscular dystrophy treatment Exondys 51 (eteplirsen).
Yet, there also have been a number of cases where advisory 

committee meetings seem to result in confusion.
FDA has indicated it will conduct advisory committee meet-

ings for most, if not all, of the biosimilar applications it receives 
for the time being. But it seems that committee members have 
been uncertain about the agency’s biosimilar approval standards 
during some meetings, raising questions about how much value 
they add. 

chAnging inDuStry PrioritieS?
Industry’s changing priorities also may help explain the lack of 
scheduled advisory committee meetings. Jenkins also said that 
some recent NDAs have shown so much efficacy that a meeting 
has not been necessary.

“In some areas we’re seeing much more effective drugs so the 
benefit-risk balance is very favorable, so some of those close calls 
that were the subject of advisory committees in the past where 
you’re trying to balance a little bit of benefit against significant risk, 
are not as common as maybe they used to be,” he said. “And I think 
also there’s been a shift over time to development in oncology and 
rare disease areas where by design the benefit-risk calculus is dif-
ferent than a standard primary care drug.”

A number of applications have user fee goals in January and 
February, but have no committee meeting scheduled. And given 
the tight timeframe, it is unlikely most of those will get a meet-
ing unless there is a goal date extension by the review division or 
another delay. 

Some also are undergoing priority review, which may diminish 
their ability to gain a committee meeting. 
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Among them is Roche’s Ocrevus (ocrelizumab), proposed for 
relapsing and primary progressive multiple sclerosis. The product 
had been expected to potentially gain approval in late 2016, but 
its user fee goal was extended to March 28 because of manufac-
turing concerns. 

Roche’s Lucentis (ranibizumab) also has a February goal date for 
its application to add a new indication for treatment of myopic 
choroidal neovascularization. 

There also are four biosimilar applications with 2017 user fee 
goals, although three of them are in June or later.

Samsung Bioepis Co. Ltd., though, has a January goal date for 
its proposed biosimilar of Johnson & Johnson’s Remicade (inflix-
imab), the company’s first US biosimilar application. The lack of 
a scheduled advisory committee could be seen as a bad sign, 
but given that the agency has already approved Celltrion Inc.’s 
biosimilar infliximab-dyyb, FDA may already feel that it has re-
ceived sufficient outside advice on the approval standards for 
such products.  

Published online January 3, 2017

ASEAN Regulators To Pilot Joint Assessment  
Of Drug Applications In 2017
viBha Sharma  vibha.sharma@informa.com 

National competent authorities in 
countries forming part of the As-
sociation of Southeast Asian Na-

tions (ASEAN) have agreed to jointly assess 
drug marketing authorization applica-
tions (MAAs) under a two-year pilot to be 
launched in January 2017.

The World Health Organization is offer-
ing support and technical advice for the 
pilot, which appears to be based on the 
EU’s decentralized procedure for evaluat-
ing MAAs under which a company can si-
multaneously submit identical marketing 
applications in several EU member states. 
The assessment is led by the EU national 

authority acting as the “reference mem-
ber state” and all the participating national 
authorities recognize the first assessment 
undertaken by the lead state.

In the ASEAN pilot, pharmaceutical 
companies would also be able to simul-
taneously submit the same marketing 
application (i.e., having the same techni-
cal content) to all participating national 
authorities once a decision is made on 
which regulatory agency will lead the as-
sessment process. 

The administrative part of the MAA 
(such as, fees etc.) will, however, remain 
different and companies will have to sub-
mit these individually to all participating 
national authorities in accordance with 
locally applicable procedures. The appli-
cant company would then have to upload 
the common technical content of the 
marketing application onto a dedicated, 
secure website managed by the WHO. 
The national competent authority leading 
the assessment process would coordinate 
and facilitate the whole process and act 
as the rapporteur. 

The process would eventually result in a 
joint assessment report. The final decision 
on the approval of the MAA would be tak-
en by each participating agency individu-
ally through their normal decision-making 
process based on the joint report and, 
where applicable, on nationally relevant 

considerations.
While the ostensible purpose of the 

joint assessment pilot is to improve the 
technical capacity of ASEAN national drug 
regulatory authorities and to foster mu-
tual trust and reliance between agencies, 
the initiative also aims to facilitate the re-
view of priority medicines throughout the 
ASEAN region while respecting existing 
national decision-making processes.

VoluntAry PArticiPAtion
ASEAN national competent authorities will 
be allowed to participate in the joint as-
sessment pilot on a voluntary basis. 

The participation will be linked to the 
drug product being assessed, which 
means each national authority will be free 
to participate in the assessment of certain 
products while declining participation in 
others. A joint assessment will be under-
taken only when at least three ASEAN na-
tional authorities agree to participate.

Participating agencies will issue notices 
on their website at regular intervals invit-
ing companies interested in the joint as-
sessment of their marketing applications. 
In the notice, the agencies will also specify 
which products would be eligible for joint 
assessment within a specific timeframe.  

From the editors of Scrip Regulatory Affairs. 
Published online December 30, 2016
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EMA Guidance On Investigational ATMPs To Focus On 
Exploratory And Pivotal Trials
viBha Sharma  vibha.sharma@informa.com 

The European Medicines Agency’s draft guideline on inves-
tigational advanced therapy medicinal products (ATMPs), 
which is expected to be released for stakeholder consulta-

tion in the first quarter of 2017, is to focus more on differentiating 
between what constitutes an exploratory trial and pivotal clinical 
trial, rather than between the different phases of a clinical trial.

During the drafting of the guideline, it became clear that the 
classical approach of distinguishing between the various stages of 
a clinical trial (e.g., Phase I, II, III) does not work well for ATMPs, said 
Ilona G Reischl, the Austrian representative on the EMA’s Commit-
tee for Advanced Therapies. 

There have been instances of companies first portraying a trial as 
“only a Phase II trial” but then when they apply for licensing later on, 
they describe the same trial as a pivotal trial, she added. As a result, 
it was decided that the guideline should focus on differentiating be-
tween exploratory clinical trials and pivotal clinical trials, she said. 

Reischl was speaking at a conference organized jointly by the 
EMA and the European Biopharmaceutical Enterprises (EBE) on 
Dec. 16 in London, entitled “Optimising the development of ATMPs 
to meet patient needs”.

“One way or the other, you [will] have to make clear what you 
want to use the data [from a clinical trial] for and the guidance will 
aim to make that clear,” Reischl said.

She added that the draft guideline would focus on laying down 
minimal requirements for early clinical trials, but that guidance for 
later development would also be included “where it makes sense.” 

The guideline, she explained, will apply to all types of ATMPs and 
will cover quality, non-clinical and clinical aspects. Reischl said this 
in itself should be an indication to stakeholders that the guideline 
cannot not be “ultra-specific as we need to cover all types of AT-
MPs”. There will be limitations in terms of providing only high- or 
medium-level guidance “as we can’t include absolute details for 
specific types of products,” she added.

The EMA’s CAT is preparing the draft guideline on investiga-
tional ATMPs following a request from the European Commission. 

Though a large number of ATMPs are under development and are 
entering clinical trials, Reischl said that there is no dedicated guid-
ance for investigational ATMPs. 

She pointed out, for example, that the EU guideline on first-in-
human clinical trials with investigational medicinal products spe-
cifically excludes gene and cell therapy products. “We have a defi-
nite gap,” Reischl said.

Work on the guideline for investigational ATMPs began in 2016 
and the EMA expects to release the final draft for stakeholder con-
sultation in the first quarter of 2017. The guideline is being devel-
oped by CAT members, who have also sought input from national 
clinical trials assessors in various EU member states via the Clinical 
Trials Facilitation Group.

Reischl explained that while framing the guideline, the EMA de-
cided to prepare separate text for cell-based products and gene ther-
apy products. These separate texts will be brought together at a later 
stage, after any redundancies or similarities have been dealt with.  

From the editors of Scrip Regulatory Affairs. Published online  
January 3, 2017
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Data Integrity Lapses Continue To Erode Wockhardt
anju ghangurde  anju.ghangurde@informa.com 

Wockhardt Ltd. has begun the 
new year on a disappointing 
note after a US FDA warn-

ing letter referred to a range of cur-
rent good manufacturing practice 
(CGMP) violations at the firm’s An-
kleshwar site in India, including 
those around data integrity. 

The active pharmaceutical 
ingredient (API) unit in Ankle-
shwar has been under an FDA 
import alert since August 2016 and 
more recently in the news after Cem-
pra Inc. indicated that resolution of defi-
ciencies at Wockhardt’s API site is among 
the prerequisites for getting its antibiotic 
Solithera (solithromycin) back on the ap-
proval path.

On Dec. 29, Cempra said FDA’s complete 
response letter noted that additional clini-
cal safety information and the satisfactory 
resolution of manufacturing facility inspec-
tion deficiencies are required before the 
NDA may be approved; Cempra, though, is 
already working on an alternate GMP man-
ufacturing facility for solithromycin API.

unrAVeleD Stitching, 
unofficiAl notebookS
The FDA warning letter against the Ankle-
shwar unit, dated Dec. 23 and now avail-
able on the agency’s website, notes that 
for sterile APIs, the firm failed to establish 
and follow appropriate written procedures 
meant to prevent microbiological contam-
ination of products purported to be sterile 
and that include validation of all aseptic 
and sterilization processes. 

It also suggests that the clothing of 
the manufacturing personnel was not 
appropriate to protect products from 
contamination. The warning letter said 
that employees were working in gowns 
that had “unraveled stitching” extending 
from hoods, zippers and pants; it also 
maintained that the aseptic processing 
gowns were inadequate to prevent con-
tamination of sterile products with “par-
ticles and microorganisms shed from 

employees’ bodies.”
Specific GMP deviations at the API unit 

include the failure to record activities at the 
time they were performed, and destruc-
tion of original records. FDA refers to sever-
al “unofficial” notebooks recording sample 
preparation for out-of-specification (OOS) 
investigations, route-of-synthesis experi-
ments and scale-up data. 

“Our investigator found discrepancies 
between these unofficial notebooks and 
the official data retained by your quality 
unit,” the warning letter said.

comPrehenSiVe 
inVeStigAtion

The warning letter also suggests that the 
Wockhardt’s data integrity remedia-

tion efforts are insufficient. 
It maintains that the quality sys-

tem “does not adequately ensure” 
the accuracy and integrity of data 

to support the safety, effectiveness 
and quality of the drugs manu-
factured and recommends that 

a qualified consultant be retained 
to assist in the remediation effort.

The agency requested a compre-
hensive investigation into, among 

others, the extent of the inaccuracies in 
data records and reporting, including an 
assessment of the extent of data integrity 
deficiencies at the site. 

“Identify omissions, alterations, dele-
tions, record destruction, non-contempo-
raneous record completion and other defi-
ciencies. Describe all parts of your facility’s 
operations in which you discovered data 
integrity lapses,” the warning letter said. 

Wockhardt’s Waluj and Chikalthana 
units in India are also under import alert, 
and in July 2016 the company said that 
it had received an establishment inspec-
tion report (EIR) for the units with certain 
observations. Data integrity concerns had 
been cited at the Waluj and Chikalthana 
unit as well previously.

An EY (formerly Ernst & Young) survey 
around data integrity compliance issues in 
the Indian pharmaceutical sector had ear-
lier thrown up some potentially worrisome 
findings, including an absence of quality 
processes and procedures at some firms 
amid work pressure and manpower short-
ages, though there has been sustained 
effort among several frontline domestic 
firms to improve compliance. 

effortS to reSolVe iSSue
Reacting to reports on the warning letter for 
the Ankleshwar unit, Wockhardt said that 
the import alert had already been effected 
in August 2016 and that the warning letter 

“Our investigator 
found discrepancies 

between these 
unofficial notebooks 
and the official data 

retained by your 
quality unit,” the 

warning letter said.
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Primatene Mist CRL Underscores Challenges  
For OTC Asthma Treatments 
malcolm Spicer  malcolm.spicer@informa.com 

Amphastar Pharmaceuticals Inc. keeps its eye on the goal 
of making its asthma inhaler Primatene Mist available OTC 
again as a second complete response letter from FDA push-

es the finish line back further.
Amphastar on Dec. 27 announced it received a CRL on the firm’s 

new drug application for making Primatene Mist available refor-
mulated with the original active ingredient, epinephrine, but with 
hydrofluoroalkane replacing ozone-depleting chlorofluorocar-
bons as a propellant. 

In its release, Amphastar said the CRL requests that it make ad-
ditional changes to the labeling and packaging for Primatene Mist 
and also another human factor validation study to assess consum-
ers’ ability to use the actuated, or breath-triggered, epinephrine 
inhalation aerosol without the guidance of a doctor or pharmacist. 

The second CRL, roughly two years after the first in late 2014, 
likely adds as much as 18 months to the time needed before Am-
phastar could re-launch the OTC product after receiving approval 
of its NDA by satisfying FDA’s concerns about consumers correct-
ing using the product without a doctor’s intervention.

The Rancho Cucamonga, Calif., firm, which would market Primate 
Mist through its Armstrong Pharmaceuticals Inc. subsidiary, said it is 
evaluating the request and plans further discussions with FDA.

CEO Jack Zhang said Amphastar intends “to continue to work 
with the FDA during the post-action phase to address their con-
cerns in the CRL by the middle of 2017 and bring Primatene Mist 
back to the OTC market as soon as possible.”

In a same-day research note, Jefferies analysts said Amphastar’s 
NDA still appears “approvable” as FDA has not questioned Primatene 
Mist’s safety. They said they expect the CRL will delay the product’s re-
turn to market by between one year and 18 months.

“We expect the necessary studies will be reasonably short and 

inexpensive, but note that the letter does represent a meaningful 
delay in the approval timeline,” according to the Jefferies note.

Although Amphastar previously identified the reformulated 
product as Primatene HFA – deleting Mist from the name and add-
ing an abbreviation for hydrofluoroalkane – the firm now refers to 
the product by its original brand.

The proposed product includes a built-in spray indicator and re-
places the glass container used in the original Primatene Mist product 
with a pressurized metal canister. A representative of the firm did not 
respond to requests to comment on the CRL and on plans for the NDA.

QueStionS on SAfe uSe, not ingreDient SAfety
Although FDA does not question epinephrine’s safety, the addi-
tional questions stated in the CRL about labeling and about actual 
use indicate agency officials are not convinced that OTC access to 
an emergency asthma inhaler is safe for consumers.

“The prior CRL also required further study of label comprehen-
sion, behavioral and actual use and an assessment of consumers’ 
ability to use the device over-the-counter. The fact that [Amphas-
tar] seemingly completed FDA’s prior requests makes today’s news 

is part of the “same process” of the FDA. 
The company informed the Bombay 

Stock Exchange that it has already initiated 
“required steps” to address the concerns 
raised by the FDA and is “putting all its ef-
forts to resolve the same.”

Some analysts referred to Wockhardt’s 
past assurances toward creating a “global 
quality system” and shoring up quality-
related staff, in the backdrop of the “gen-
erally unchanged” compliance record 
of the firm. In November, FDA issued a 

warning letter to CP Pharmaceuticals 
Ltd., a stepdown subsidiary of the com-
pany in the UK, but the company said 
that no business was being conducted 
from the arm to the US market.

Some analysts were also surprised at 
the sequence of the FDA’s actions – the 
import alert followed by a warning let-
ter – though the agency has in the past, in 
another instance, indicated that it takes a 
complementary import alert action along 
with the issuance of warning letters when 

it has serious concerns about the quality of 
products shipped by a drugs firm.

“These activities are not always concur-
rent. FDA is committed to taking timely ac-
tions to maintain a high quality drug sup-
ply, and the warning letter emphasizing 
the international facility’s violations may 
precede or follow the import alert action,” 
FDA told Scrip at the time.  

From the editors of PharmAsia News.  
Published online January 4, 2017
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somewhat surprising,” Jefferies analysts noted.
A joint panel of the Nonprescription Drugs and Pulmonary-Al-

lergy Drugs advisory committees in early 2014 voted 18-6 to rec-
ommend against approving the reformulated product. The panel, 
which also voted 17-7 that Amphastar did not prove the product’s 
safety, noted that the firm had not conducted an actual use trial 
to show consumers would appropriately follow use and cleaning 
instructions to avoid the risk of clogs and under- or over-dosing. 

Primatene Mist was withdrawn from the market in 2011 due to 
environmental concerns about the use of the chlorofluorocarbon 
as a propellant, not because of safety or efficacy concerns, but 
experts have told FDA they doubt the benefit of making asthma 
treatments available nonprescription. Some health care providers 
and researchers contend asthma patients could be unaware their 
condition is worsening because they forgo necessary treatment 
when they rely on OTC inhalers.

Questions about an OTC indication for an asthma treatment 
also prompted Merck & Co. Inc. in 2014 to request approval for a 
nonprescription version of its Rx asthma treatment blockbuster 
Singulair with an indication only for allergy relief in adults. Nev-
ertheless, NDAC members discouraged FDA from OTC approval 
of montelukast 10mg partly due to off-label use risk. Merck & 

Co. has not commented on its plans for an OTC Singulair since 
then. Meanwhile, two asthma treatments marketed OTC that 
have attracted FDA warnings remain available, but likely would 
be targets of more consequential enforcement action should the 
agency approve Primatene Mist or another OTC asthma treat-
ment proposed in an NDA.

The agency in March 2016 warned Dr. Natural Healing Inc. that 
its oral epinephrine inhaler should not be available because its 
dry powder delivery is not approved under the OTC broncho-
dilator monograph; and FDA previously warned that Nephron 
Pharmaceutical Corp.’s Asthmanefrin racepinephrine product 
sold with the battery-powered EZ Breath Atomizer also was non-
compliant with the monograph.

Dr. Natural Healing’s Prime Asthma Relief still is featured on its 
website, which include sales capability, but the Milford, Del., firm’s 
Dr. Natural added a notice on Nov. 4 stating that the product is out 
of stock for up to three weeks.

Asthmanefrin remains available at retailers. Orlando, Fla.-based 
Nephron Pharmaceutical does not offer sales of its products, which 
also include Rx generic inhalers, on its website.  

From the editors of Tan Sheet. Published online January 4, 2017

FDA’s ANDA Approvals
SponSor active ingredient doSage; Formulation approval date

Unique Pharmaceutical Glipizide 2.5 mg, 5 mg and 10 mg; extended-release tablet 12/29/2016

Micro Labs Amoxicillin/ clavulanate potassium 875 mg/EQ 125 mg base; tablet 12/29/2016

Breckenridge Bendamustine HCl 25 mg/vial and 100 mg/vial; power for IV infusion 12/29/2016

RiconPharma Nystatin/ triamcinolone acetonide 100,000 units/gm/ 0.1%; topical ointment 12/29/2016

Apex Cyproheptadine HCl 4 mg; tablet 12/29/2016

Micro Labs Amoxicillin/ clavulanate potassium 250 mg/EQ 125 mg base; 500 mg/EQ 125 mg base; tablet 12/30/2016

Teligent Clindamycin phosphate EQ 1% base; topical solution 12/30/2016

Aurobindo Levalbuterol HCl EQ 0.0103% base, EQ 0.021% base and EQ 0.042% base; 
inhalation solution

12/30/2016

Teligent Flurandrenolide 0.05%; topical ointment 12/30/2016

Teligent Nystatin/ triamcinolone acetonide 100,000 units/gm/ 0.1%; topical ointment 12/30/2016

Appco Glycopyrrolate 1 mg and 2 mg; tablet 01/03/2017

Sun Ipratropium nromide 0.02%; inhalation solution 01/03/2017

Tentative Approvals

PharmCare Tenofovir disoproxil fumarate 300 mg; tablet 12/29/2016

Lupin Pitavastatin calcium EQ 1 mg base, EQ 2 mg base and EQ 4 mg base; tablet 12/29/2016

MSN Labs Fingolimod 0.5 mg; capsule 12/29/2016

g e N e r I C  d r U g S
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Brand vs. Brand Patent Battles Heat Up,  
Focus On Big Drug Classes
Brenda SandBurg  brenda.sandburg@informa.com 

T he Merck & Co. Inc. vs. Gilead Sciences 
Inc. litigation over hepatitis C treat-
ment patents put a spotlight on the 

stakes involved when brand-name pharma-
ceutical companies go up against each other.

In December, a Delaware jury found that 
Gilead willfully infringed a Merck patent 
and awarded Merck damages of $2.45bn, 
a record-breaking verdict in an infringe-
ment case. And in a separate case earlier 
in the year, a California jury found Gilead’s 
Sovaldi (sofosbuvir) and Harvoni (ledipasvir/
sofosbuvir) infringed two other patents and 
awarded Merck $200m. However, Merck lost 
the award when a judge subsequently found 
it had engaged in misconduct. Gilead is now 
seeking $15.5m in attorneys’ fees in the case.

While brand-name drug makers routine-
ly fight generic companies over their pat-
ents, brand vs. brand disputes are far less 
frequent. According to the legal analytics 
firm Lex Machina, innovator drug makers 
filed 467 infringement suits in response to 
generic manufacturers’ abbreviated new 
drug application filings in 2015. 

There are no similar statistics on the 
litigation between big pharma companies 
but a review of company SEC filings indi-
cates that they are relatively infrequent 
compared to ANDA cases. They typically 
involve competitors in a lucrative drug 
class, from the recent litigation between 
makers of anti-PD-1 immunotherapies to 
the previous dispute between Pfizer Inc. 
and Eli Lilly & Co. over erectile dysfunction 
patents (see chart of select cases, p. 12).

Paul Ragusa, a partner at Baker Botts, 
said he has seen an increase in litigation 
between brand-name companies. He 
pointed to two factors for the uptick: con-
solidation in the industry and the patent 
cliff, the steep decline in revenues that oc-
curs when patents on key products expire.

“Companies are looking at their IP port-
folio and deciding how to best protect not 
only the portfolio protecting their product 
but the portfolio that may cover alterna-

tive methods of administration,” 
Ragusa said. 

Different kinD of 
fight
The litigation between brand-
name firms is different from 
ANDA battles. One contrast is 
in timing. A brand company does 
not have to wait for a Paragraph IV notice 
to sue another brand company who com-
mercializes an alternative (non-ANDA) 
product as it must do in disputes with ge-
neric manufacturers. Ragusa noted that 
there are also differences in how generic 
and brand companies budget litigation 
and pick their defenses.

For example, he said Teva Pharmaceutical 
Industries Ltd. files a lot of Paragraph IV no-
tices certifying that its ANDAs do not infringe 
the innovator’s patents or that the patents 
are invalid and has a budget for handling 
the ensuing litigation. To meet that budget, 
the company may drop some infringement 
defenses along the way. But he said that may 
not be the case when two brand-name pow-
erhouses go after each other.

The most common infringement defens-
es are that a company is not infringing, and 
that the brand’s patent is invalid based on 
prior art or because the patent’s specifica-
tions failed to meet requirements of Section 
112 of the Patent Act, which include hav-
ing a complete written description of the 
claimed invention and sufficient specificity.

Another distinction in brand litigation is 
the potential for settlements. While gener-
ic firms are open to settlement as it gives 
them a chance to launch the first generic, 
Ragusa said brand-name competitors 
are looking to market their own full-scale 
products so will go the distance.

The outcome though is uncertain. Price-
waterhouseCoopers’ 2016 patent litigation 
study reported that the patent holder’s 
overall success rate (trial and summary 
judgment combined) for all industries from 

1996-2015 was approximately 
33%. Those in the biotech/phar-

ma sector had a higher success 
rate of about 40%. The study 
did not specify if the litigation 
was between brand-name 

companies or included both 
brand-name and generic cases.

The report notes that the largest 
damages award – which was surpassed by 
the verdict for Merck – was the $1.67bn 
Johnson & Johnson’s Centocor Ortho Bio-
tech unit received in its suit against Abbott 
Laboratories Inc. alleging infringement of 
its Humira (adalimumab) patent. The Fed-
eral Circuit overturned the verdict in 2011. 

SAnofi/regeneron  
DenieD new triAl in PcSk9 
PAtent fight 
The headline cases naturally involve block-
buster products. In the Merck-Gilead dis-
pute, Gilead’s two hepatitis C drugs had US 
sales of $25.4bn through August 2016. FDA 
approved Sovaldi in December 2013 and 
Harvoni in October 2014. Merck’s hepatitis 
C drug Zepatier (elbasvir/grazoprevir), ap-
proved in January 2016, had sales of $326m 
for the nine months ended Sept. 30. 

In another major case, Amgen Inc. won a 
jury verdict in March that patents covering 
its PCSK9 inhibitor Repatha (evolocumab) 
are valid. Amgen filed suit against Sanofi and 
Regeneron Pharmaceuticals Inc. in October 
2014 alleging that their anti-PCSK9 antibody 
Praluent (alirocumab) infringed Amgen pat-
ents. Repatha was approved in August 2015 
and Praluent was approved in July 2015. 

Prior to the trial Sanofi and Regeneron 
stipulated that they infringed the patents 
at issue. On Jan. 3, Delaware District Court 
Judge Sue Robinson issued orders denying 
Sanofi and Regeneron’s motions for judg-
ment as a matter of law that the patent 
specification lacked written description of 
the invention and was not enabled and for 
a new trial. 

I N t e L L e C t U A L  P r o P e r t y
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In a memorandum opinion, Judge Rob-
inson said “viewing the record in the light 
most favorable to plaintiffs, substantial evi-
dence supports the jury’s verdict.” 

Amgen has filed a motion for a perma-
nent injunction which the judge has yet to 
rule on. Sanofi and Regeneron are appeal-
ing the jury verdict. Barclays analysts said 
in a Jan. 3 note that the judge could rule 
to remove Praluent from the market or al-
low the drug to remain and assign a roy-
alty, either decision of which would likely 
be appealed. They said they expect Sanofi 
and Regeneron will ultimately pay Amgen 
some sort of royalty on sales. 

In other ongoing litigation, Bristol-Myers 
Squibb Co. and Ono Pharmaceutical Co. 
Ltd. claim Merck’s anti-PD-1 immunother-
apy Keytruda (pembrolizumab) infringes 
patents relating to Opdivo (nivolumab). 

Brand-name battles are also likely to 
increase as more biosimilars come on the 
market. Biotech giants AbbVie Inc. and 
Amgen are in litigation over Amgen’s Am-
jevita (adalimumab-atto), a biosimilar to 
AbbVie’s Humira. AbbVie sued Amgen for 
infringement in August and FDA approved 
Amjevita in September. It is the first ap-
proved Humira biosimilar and the fourth 
biosimilar to clear the agency. 

In another biosimilar case, Janssen Bio-
tech Inc.’s suit against Celltrion Inc. and 
Pfizer unit Hospira Inc. remains ongoing 
after Pfizer launched Inflectra (infliximab-
dyyb), a biosimilar to Janssen’s Remicade 
(infliximab), in the US in November. A jury 
trial is scheduled to begin on Feb. 13, 2017 
to determine if Inflectra infringes Janssen’s 
cell culture media patent.

Given the battles of 2016, it seems likely 
that brand-name companies will be going 
into the ring against each other more fre-
quently in the coming year.  

Published online January 4, 2017

Brand vs. Brand Litigation 
Below are some of the patent battles waged between brand-name pharma companies over the past six years.

caSe diSpute StatuS

idenix pharmaceuticals llc 
(merck & co. inc.) v. gilead 
Sciences inc.

14-cv-00846, District of  
Delaware 

gilead Sciences inc. v. merck 
& co. inc.

13-cv-04057, Northern District 
of California

Idenix filed suit against Gilead in December 
2013 alleging Gilead’s hepatitis C drugs 
Sovaldi (sofosbuvir) and Harvoni (ledipas-
vir/sofosbuvir) infringe two patents. Claims 
asserted against one patent were later 
dropped. Merck acquired Idenix in 2014.

Gilead filed suit in August 2013 seek-
ing a declaratory judgment that it does 
not infringe two other patents covering 
compounds and methods used to develop 
hepatitis C treatments.

In December, a Delaware jury found Gilead willfully infringed 
the patent and awarded Merck $2.45bn in damages. Judge 
is to decide if Gilead must pay a penalty for willful infringe-
ment and additional royalties on future sales of Sovaldi and 
Harvoni. Gilead is appealing to the Federal Circuit

California jury found that Merck’s patents are valid and 
awarded the company damages of $200m. A judge subse-
quently found that Merck engaged in misconduct, vanquish-
ing the award. Gilead is seeking $15.5m in attorneys’ fees.

abbvie inc. v. amgen inc.

16-cv-666, District of Delaware

AbbVie claims Amgen’s Humira (adalim-
umab) biosimilar infringes 10 patents.

Complaint filed in August in Delaware District Court. Amgen 
filed counterclaims of non-infringement and invalidity.

janssen Biotech inc. v. cell-
trion inc./hospira (pfizer inc.)

15-cv-10698, District of  
Massachusetts

Janssen filed suit claiming Celltrion/Pfizer’s 
Inflectra, a biosimilar to Remicade  
(infliximab), infringes several patents.

Massachusetts district court judge ruled in August that a Janssen 
patent covering the infliximab antibody is invalid for obviousness-
type double patenting. A jury trial is to begin in February 2017 to 
determine if Inflectra infringes a cell culture media patent.

Bristol-myers Squibb co./
ono pharmaceutical co. ltd. 
v. merck

14-cv-01131, District of  
Delaware

Bristol and Ono filed suit in September 
2014 claiming Merck’s marketing of  
Keytruda (pembrolizumab) will infringe 
patent No. 8,728,474 covering use of 
antibodies that bind to PD-1 to treat cancer. 
BMS used the invention to develop Opdivo 
(nivolumab).

The suit was filed the same day FDA approved Keytruda. 

In June 2015, Ono filed suits alleging infringement of two 
other patents (Nos. 9,067,999 and 9,073,994). In June 2016, 
Merck filed petitions for inter partes review challenging the 
validity of these patents.

In April 2016, Merck filed declaratory judgement action 
against BMS and Ono seeking a ruling that two other 
patents (Nos. 8,779,105 and 9,084,776) are invalid and/or 
not infringed by the sale of Keytruda. BMS and Ono filed a 
counterclaim of infringement in June. 

amgen inc. v. Sanofi/ 
regeneron pharmaceuticals inc.

14-cv-01317, District of Delaware

Amgen claims Sanofi’s Praluent  
(alirocumab) infringes patents covering 
its PCSK9 inhibitor Repatha (evolocumab). 
Both drugs were approved in 2015.

In March 2016 Delaware jury found Amgen’s Repatha patents are 
valid. On Jan. 3, district court judge denied Sanofi/Regeneron’s 
motions for a new trial and a judgement as a matter of law. Judge 
has yet to rule on Amgen’s motion for a permanent injunction.

I N t e L L e C t U A L  P r o P e r t y
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caSe diSpute StatuS

merck Sharp & dohme corp. 
v. genentech inc. and city of 
hope

16-cv-4992, Central District of 
California

Merck filed complaint in July 2016  
seeking declaratory judgement that  
patent No. 7,923,221 (the Cabilly III patent) 
is invalid and that Keytruda and Zinplava 
(bezlotoxumab) do not infringe it.

Roche’s Genentech unit and City of Hope filed a counter-
claim for infringement. Merck filed two inter partes review 
petitions challenging the validity of claims in patent No. 
6,331,415 (the Cabilly II patent). Patent Trial and Appeal 
Board denied institution of one petition and instituted  
review of the other petition and joined it with Mylan  
Pharmaceuticals Inc.’s IPR petition.

abbvie v. medimmune llc

16-cv-01129, District of  
Maryland

AbbVie sought a declaratory judgement 
that a MedImmune patent covering Humira 
is invalid and it should thus no longer have 
to continue paying royalties on it.

The suit was filed in April 2016. The parties stipulated to 
dismissal of the suit in June.

Sanofi-aventis uS llc v. astra-
Zeneca pharmaceuticals lp and 
amylin pharmaceuticals llc

15-cv-00662, District of  
Delaware

Sanofi filed complaint in July 2015 seeking 
declaratory judgement that its proposed 
GLP-1 agonist lixisenatide does not infringe 
three AstraZeneca patents and that the 
patents are invalid.

In July 2016 FDA approved Sanofi’s Adlyxin (lixisenatide) 
once-daily injection for type 2 diabetes and in October the 
parties agreed to dismiss all claims and counterclaims. 

novartis vaccines & diagnostics 
inc. v. pfizer inc.

glaxoSmithkline Biologicals 
Sa v. pfizer

15-cv-01283, District of New 
Jersey

Novartis’ February 2015 complaint alleges 
Pfizer’s sale of its Trumenba (meningococ-
cal group B vaccine) infringes six patents.

GlaxoSmithKline took over the litigation with its acquisi-
tion of Novartis’ vaccine business and filed an amended 
complaint in April 2015 asserting the same patents. It filed 
a second amended complaint in March 2016 asserting 
infringement of 12 patents.

morphys ag v. janssen  
Biotech inc./genmab uS inc.

16-cv-00221, District of  
Delaware

Morphys filed complaint in April 2016 
alleging Janssen’s anti-CD38 antibody 
Darzalex (daratumumab) infringes patent 
No. 8,263,746. 

Janssen, which licenses rights to Darzalex from Genmab, 
filed a motion to dismiss the suit in June. FDA granted  
Darzalex accelerated approval for treatment of multiple  
myeloma in November 2015. Morphys is developing a  
competing antibody to CD38, MOR202.

juno therapeutics inc. v.  
novartis pharmaceuticals corp.

13-cv-01502, Eastern District of 
Pennsylvania

Patent and contract dispute over chimeric 
antigen receptor T-cell (CAR-T) technology 
was originally between St. Jude Children’s 
Research Hospital and University of  
Pennsylvania. Juno took over for its partner 
St. Jude and Novartis intervened on behalf 
of UPenn.

In April 2015, Novartis agreed to pay Juno an initial $12.5m 
plus future milestone payments and royalties. 

centocor ortho Biotech inc. v. 
abbott laboratories inc.

2010-1144, US Court of  
Appeals for the Federal Circuit

J&J unit alleged Abbott’s Humira infringed its 
patent claiming antibodies and antibody frag-
ments that bind tumor necrosis factor-alfa.

In 2011, Federal Circuit overturned a $1.67bn jury verdict 
against Abbott, finding J&J’s patent claims were invalid  
because they did not include an adequate written descrip-
tion of what the patent covers. 

ariad pharmaceuticals inc. v. 
eli lilly & co.

2008-1248, Federal Circuit

Ariad alleged Lilly’s osteoporosis drug 
Evista (raloxifene) and sepsis treatment 
Xigris (drotrecogin alfa) infringed its patent.

In 2010, en banc Federal Circuit panel reaffirmed three-judge 
panel ruling that Ariad’s patent claims were invalid because 
they did not provide an adequate written description of 
what the patent covers. 

pfizer v. eli lilly

02-cv-01561, District of  
Delaware

Pfizer alleged Lilly’s erectile dysfunction 
drug Cialis (tadalafil) infringed its method-
of-use patent for Viagra (sildenafil).

Pfizer dropped the complaint in March 2010, ending an 
eight-year battle. The agreement came after the US Patent 
and Trademark Office’s Board of Patent Appeals and  
Interferences rejected the patent claim. 

amgen v. roche

05-12237, District of  
Massachusetts

Amgen claimed Roche’s Mircera (epoetin 
beta) infringed patents on its erythropoi-
etin drugs Epogen (epoetin alpha) and 
Aranesp (darbepoetin alfa).

In 2007, jury found Mircera infringed several Amgen patents 
and in October 2008 district court judge issued permanent 
injunction. Roche subsequently obtained a license from 
Amgen allowing it to launch Mircera in mid-2014. 

I N t e L L e C t U A L  P r o P e r t y
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Colombia’s Glivec Pricing Means “Worst Of Scenarios”  
For Pharma Industry
FranceSca Bruce  francesca.bruce@informa.com 

Colombia’s research-based phar-
maceutical industry association, 
AFIDRO, is preparing to take the 

government to court over new pricing 
regulations that follow the controversial 
declaration of public interest (DPI) for No-
vartis AG’s Glivec (imatinib) and the subse-
quent price cut. 

According association CEO Gustavo 
Morales, “IP rights in Colombia have been 
gravely damaged” and some companies 
may be deterred from bringing their 
drugs to Colombia as a result of the gov-
ernment actions.

AFIDRO is concerned that recent events 
in Colombia – including the DPI for Glivec, 
the subsequent price cut and the new 
regulations on medicine prices – will un-
dermine intellectual property rights and 
set a worrying precedent that will make 
international companies think twice about 
launching in Colombia. “There are other 
countries with similar a market size and 
with similar incentives that don’t have this 
kind of threat to their intellectual property 
protections. So if I were in the board of one 
company, I would look at Peru, Chile or 
Mexico,” Morales said.

Novartis also is challenging the health 
ministry’s decision to declare Glivec to be of 
public interest. The move came after civil so-
ciety groups requested that the health min-
istry issue a compulsory license for Glivec, 
arguing that the patent was weak, that the 
drug was expensive and that generic com-
petition could bring the price down. 

What followed the DPI was not a com-
pulsory license, but a price cut. The health 
ministry announced it was reducing the 
price by 44%, from 368 pesos (US$0.12) 
per mg to 206 pesos (US$0.7) per mg, and 
the decision was made final Dec. 21. The 
formula for the price cut was in line with 
new regulations, published in November, 
for setting the price of a medicine that is 
declared to be of public interest. Under 
the new regulations the list of 17 countries 

which Colombia references will be revised 
according to whether there is competition 
in the market between a brand and a ge-
neric. The lowest average price will be used 
as a basis for the Colombian price.

AFIDRO supports Novartis’ legal action 
and is launching its own. It says in the new 
year it will challenge the government on 
the new pricing regulation in the courts. Ac-
cording to Morales, a declaration of public 
interest should not be used for anything 

other than a compulsory license. “Using a 
DPI as an excuse to make a price cut is com-
pletely illegal and leaves us in the worst of 
any scenarios because it leaves us in the 
scenario in which a declaration of public in-
terest can be used for whatever purpose the 
government wants.” He maintains that ac-
cording to the law a DPI can only be used to 
bring about a compulsory license. Morales 
worries that abuse of the law may eventu-
ally go further: “today it will be a price cut, 
tomorrow it could be for a regulatory issue, 
like marketing authorization.”

AFIDRO is challenging the government 
on the grounds that the regulations are 
discriminatory and unconstitutional. Ac-
cording to Morales, the constitution stipu-
lates that the government must promote 
and protect intellectual property rights. 
The new regulations target specific patent-
ed medicines with “more severe rules” than 
those set out by the general price regula-
tions, he says. Only a patented medicine 
can be a subject of a DPI because the DPI 
is itself a prerequisite for a compulsory li-
cense – there is no need to issue a compul-
sory license if there is no patent protection. 
The regulation, therefore is discriminatory, 
argues Morales.

whAt comeS next?
AFIDRO is concerned about what might 
happen next, particularly because it main-
tains that the health ministry has no real 
grounds for declaring Glivec to be of pub-
lic interest. 

There is no public health crisis and no 
one who needs the drug is going with-
out, says Morales. He adds that the price 
of Glivec has been under price controls 
for some time and that the drug is on the 
compulsory formulary, which means pri-
vate insurers and public programs have to 
offer the drug to patients. The “flimsy” na-
ture of the DPI has ramifications for other 
products, he believes. “If Glivec is a public 
interest medicine every other medicine, 
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Glivec, which is listed on the 
World Health Organization’s 
essential medicines list, has 
been a contentious medicine in 
Colombia since its launch. The 
Colombian patent office declined 
to issue a patent for Glivec when 
Novartis first brought it to the 
country. Nevertheless, Novartis 
kept it on the market where it 
faced competition from generic 
versions, and challenged the de-
cision. In 2013 the company won, 
a patent was issued and generic 
rivals were withdrawn.
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Senate Committee Closes Books On 2016 Pricing 
Investigation; PBMs In Hot Seat Next?
michael mccaughan  pinkeditor@informa.com

T he Senate Aging Committee’s final report on price spikes for 
off-patent drugs ends up roughly where the investigation 
began: with a call for steps to encourage competition for 

older products, but nothing close to a serious threat to the gener-
ally free pricing environment in the US. 

The report closes the books on the committee’s investigation 
into a series of price increases by four companies that helped frame 
the debate over drug pricing in 2016: Turing, Valeant, Retrophin 
and Rodelis. While that investigation highlighted some notorious 
figures in industry and helped paint the pharmaceutical sector in a 
very bad light, the actual themes of the Aging Committee investi-
gation were relatively safe for innovator companies. 

The focus throughout was largely on barriers to competition in 
the regulatory process for generics, and on drawing a line between 
companies that rely on “repricing” rather than R&D to drive growth 
– not on the high launch prices for new drugs or even on the an-

especially those that are complex, high-
cost and innovative, could be subject to 
the same treatment. If a product is subject 
to a DPI, it will also be subject to a specific 
price regulation,” says Morales. He points 
to procedures to issue DPIs for hepati-
tis C treatments that are underway. The 
same NGOs that requested a compulsory 
license for Glivec are now pushing for a 
DPI to make hepatitis C treatments more 
accessible, including Gilead Sciences Inc.’s 
Sovaldi (sofosbuvir), Bristol-Myers Squibb 
Co.’s Daklinza (daclatasvir) and Merck & 
Co.‘s Victrelis (boceprevir).

Protecting Public heAlth
The groups that are fighting for the DPIs 
– IFARMA, Misión Salud and CIMUN – say 
that the Glivec DPI is necessary to protect 
the public health budget. They welcome 
the price reduction but say bigger savings 

for the public health system are possible 
and want the patent office to proceed with 
a compulsory license. This could lead to a 
price of just 68 pesos per mg and was the 
price of one of the generics available on the 
market before Glivec’s patent was granted.

The groups say that they are committed 
to defending the right for people to health 
and access to care, which are “reflected in 
protecting the public health budget and 
enforcing the implementation of public 
health safeguards contained in the trade 
agreements signed by Colombia, such as 
TRIPS, the Doha Declaration and the Colom-
bian-Switzerland investment agreement.” 
They urge governments to make full use of 
the their “right to comply with their obliga-
tions of protecting, respecting and fulfilling 
the human right to health.”

They add that the DPI for hepatitis C 
drugs is necessary because the latest gen-

eration of treatments are on sale in many 
markets at unaffordable prices for out of 
pocket payers and public payers.

The NGO Health Action International 
says it “supports the move to issue a decla-
ration of public interest for imatinib (mar-
keted as Glivec), which is on the WHO’s 
essential medicines list and which Novar-
tis was selling for a price in Colombia per 
patient that is approximately twice the Co-
lombian gross national income per capita.

“There was no willingness from Novartis 
to voluntarily lower the price in Colombia 
and given that Novartis had already made 
$47bn in global sales on Glivec there is 
surely no rationale for earning back R&D 
costs. Colombia is a small market for No-
vartis which means it has less clout in price 
negotiations and they are fully dependent 
on companies to lower the price of drugs 
voluntarily. If this does not happen they are 
fully entitled to use the legal means avail-
able and compliant with international law 
to lower the price of a drug,” says HAI.  

Published online December 30, 2017
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“ Novartis had already made $47bn in global  
sales on Glivec there is surely no rationale for 
earning back R&D costs”
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nual price increases for blockbuster brands. 
The Aging Committee has no legislative jurisdiction, so the re-

port does not lead to any next steps unless and until another 
committee decides to take up the issue in 2017. That makes the 
impact of any recommendations uncertain to say the least. The 

pre-Christmas timing of the report’s public release (Dec. 21) further 
undercuts any sense that the next step from the investigation will 
be changes to pricing policy in the US. 

Still, even if each of the half dozen recommendations in the re-
port were followed to the letter, the impact on most Big Pharma 
companies would be minimal. (See box)

PAtient ASSiStAnce PlAnS wArrAnt  
‘further StuDy’
One of the few topics of the investigation that threatened to open 
up into a broader challenge for innovator companies during the 
hearing process was the discussion of the role of patient assistance 
and couponing in enabling high prices. 

While the committee report does include the couponing issue as 
a policy focus, the discussion lacks any specific next step. “The Com-
mittee found that self-serving motives were often critical to under-
standing patient assistance programs and is concerned that patient 
assistance can be used to steer patients toward higher priced drugs, 
resulting in higher expenditures for beneficiaries, federal health care 
programs, and commercial providers,” the summary states. 

However, rather than call for a specific response, the summary con-
cludes: “The Committee finds this issue warrants further study.” Later 
on in the report, the committee presents a fairly balanced discussion 
of the conundrum: patient assistance undeniably helps individuals 
who might otherwise not be able to afford necessary medications. 

Preserving that virtue while attempting to assure that the pro-
grams are not “so narrowly focused that they operate simply as a 
means by which pharmaceutical companies can subsidize the pur-
chase of their own products” is easier said than done.

genericS, imPortAtion, PbmS
In contrast, the other recommendations are much more immediately 
actionable, including the unsurprising endorsement of specific bills 
related to prioritizing generic drug reviews and addressing limited 
distribution programs as a barrier to generics. The generic drug pri-
ority review issue is certain to be addressed in the GDUFA reautho-

rization process next year, and there is bound to be another strong 
push for legislation to curb perceived abuses of the REMS process.

However, even much longer shot proposals like allowing target-
ed importation of unapproved drugs in the face of price spikes are 
much more fully fleshed out in the Aging Committee report than 
the discussion of copay coupons. The specific idea proposed by the 
Aging Committee is very different than the broad reimportation 
proposals that have been debated for that past 15 years, but it is 
laid out in the report in a fashion that at least allows it to be put 
on the table in the near term. There is no similar statement of an 
actionable next step on co-pay coupons. 

The report includes a coda noting that there are other issues 
about drug pricing that have emerged in the context of products 
like EpiPen and Narcan that weren’t part of the investigation. Still, 
the committee offers two possible areas worthy of further explora-
tion – including digging into PBM practices.

“Another area worthy of further study is the role of PBMs,” the report 
states. “While some experts claim that PBMs function to keep down 
the price of drugs, other have suggested that PBMs may be contribut-
ing to part of the drug pricing problem. The Committee does not have 
visibility into this area from its investigation due to the fact that PBMs 
played a limited role in the drugs investigated by the Committee.”  

From the editors of the RPM Report. Published online January 3, 2017

L e g I S L At I o N

P r o P o s e d  P o l i C y
 r e s P o n s e s  to  P r i C e  s P i k e s

1.    Enact the Increasing Competition in Pharmaceuti-
cals Act of 2016 to provide solutions to regulatory 
uncertainty, small market size, and other factors 
that serve as limitations to generic entry by incen-
tivizing competition.

2.    Encourage generic competition by ensuring the 
right to obtain samples and simplifying Risk Evalua-
tion and Mitigation Strategies.

3.    Allow highly targeted temporary drug importation 
to combat major price increases in off- patent drugs 
to provide prompt price relief.

4.    Prevent the misuse of patient assistance programs 
and copay coupons. 

5.    Reinvigorate the Federal Trade Commission to 
enforce action when it comes to drug company 
mergers, operations, and drug market dynamics.

6.    Improve transparency in the health care system. 

Source: “Sudden Price Spikes in Off-Patent Prescription 
Drugs: The Monopoly Business Model that Harms Patients, 
Taxpayers, and the U.S. Health Care System,” Report by the 
Senate Special Committee on Aging, released Dec. 21.

One of the few topics of the 
investigation that threatened to 
open up into a broader challenge 
for innovator companies during the 
hearing process was the discussion 
of the role of patient assistance and 
couponing in enabling high prices.
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Biosimilars Ineligible For Reduced Medicaid 
Rebates As Authorized Generics
cathy kelly  catherine.kelly@informa.com 

The Centers for Medicare and Medic-
aid Services closed off the possibility 
that biosimilars could be eligible for 

reduced Medicaid rebates as authorized ge-
nerics in a recent notice to manufacturers.

“A biosimilar biologics product ap-
proved under a BLA should not be treated 
as an authorized generic for the purpose of 
the [Medicare drug rebate] program,” CMS 
states in the Dec. 21 notice.. 

By law, most single-source outpatient 
drugs are subject to a minimum rebate 
equaling 23.1% of the drug’s average manu-
facturer’s price (AMP), and generic drugs are 
subject to a minimum rebate equaling 13% 
of the AMP. CMS’ position means that biosim-
ilars are subject to the higher brand rebate.

The notice adds that pricing for a bio-
similar treated as an authorized generic 
should not be included in AMP calcula-
tions for its reference drug. 

The biosimilar “should not be … in-
cluded in the sales of the manufacturer 
of the reference biological product to the 
manufacturer of the biosimilar biological 
product when calculating AMP because it 
is neither marketed under an NDA nor able 
to be classified as an ‘I’ drug,” CMS says. Au-
thorized generics are designated as inno-
vator multiple source or “I” drugs in Medic-
aid drug rebate system.

Furthermore, CMS maintains, “because 
biosimilar biologics are single source 
drugs, the best price of the reference bio-
logic and the biosimilar biologic should be 
determined as the lowest price available 
from each manufacturer.” 

The announcement elaborates on CMS’ 
earlier-stated general position that bio-
similars should be treated as single-source 
drugs in the Medicaid drug rebate program. 

cmS PolicieS in meDicAre 
AlSo creAte obStAcleS
The position has caused consternation 
among biosimilar developers hoping for 
more of a reimbursement incentive in 

Medicaid. It has also contributed to the 
view that CMS reimbursement policies do 
not promote use of biosimilars. 

The Affordable Care Act provides an im-
portant incentive for biosimilars in Medicare 
Part B by requiring that physicians be paid 
the average sales price of a biosimilar plus 
6% of the innovator drug price (which would 
be higher than 6% of the biosimilar price). 

But in implementing the law, CMS has 
adopted a Part B reimbursement coding 
policy for biosimilars that is consistent 
with the way it pays for generics, which is 
viewed as an impediment for biosimilars. 

Part B will pay for all biosimilars referenc-
ing the same drug using one reimburse-
ment code, as it does for generics, under the 
CMS policy. This means physicians will be 
paid for biosimilars based on the weighted 
average sales price for all products within 
each shared Healthcare Common Proce-
dure Coding System (HCPCS) code. 

The plan has generated opposition from 
providers, manufacturers and members of 
Congress. 

Biosimilars also face a disadvantage in 
Medicare Part D. CMS has concluded that 
biosimilars should not be subject to the 
50% discount required for branded drugs 
provided to seniors who have reached the 
Part D coverage gap. However, that sets up 
a situation where biosimilars could actu-
ally be more expensive than brands once 
beneficiaries reach the gap. 

oPPortunitieS for chAnge 
AheAD?
Biosimilar developers see an opportunity 
to address some of the reimbursement 
disincentives created by CMS in the new 
political environment. 

Biosimilars represent “big-time, long-
term investments and I think the current 
reimbursement structure that CMS has 
proposed does not reward that,” Boeh-
ringer Ingelheim GMBH Associate Director 
Public Policy-Biosimilars, Pipeline, Reim-
bursement Molly Burich commented dur-
ing the FDA/CMS Summit Dec. 14.

“I wish the provisions” establishing the 
biosimilars pathway within the 2010 Af-
fordable Care Act “were a bit more clear in 
terms of how biosimilars should be viewed 
in terms of being single source products,” 
Burich said. “I’d want to fix the reimburse-
ment piece because in 2010 we didn’t 
know how … CMS would view it, but also 
we didn’t know how complicated this was 
going to be.”

Co-panelist Kimberly Greco, Amgen Inc.’s 
director of global regulatory and research 
and development policy, said she “couldn’t 
agree more. ... We believe that the frame-
work that CMS has laid out actually really 
discourages engagement in the develop-
ment of biosimilars and it’s sort of a short-
term thinking from our perspective.”  

Published online January 3, 2017
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Wellcome Trust Makes AMR Strategic Priority After 
Funding O’Neill Review
Sten Stovall  sten.stovall@informa.com 

Wellcome Trust – the second larg-
est charitable foundation in the 
world and co-founder of Human 

Genome Project – has made drug-resistant 
infections one of its strategic priorities and 
plans to use its political independence 
and financial power to maintain momen-
tum built by the UK’s O’Neill AMR Review, 
which it co-funded, according to the trust’s 
policy head Ed Whiting.

The decision to make antimicrobial re-
sistance a strategic priority was formally 
taken at the end of 2016 by the board of 
Wellcome Trust, which uses its £20.9 bil-
lion investment portfolio to, among other 
things, fund innovative science. The de-
cision encompasses more active policy 
participation and direct engagement with 
pharma industry stakeholders on issues 
such as incentives for antibiotic develop-
ment. The organization is second only to 
the Bill & Melinda Gates Foundation in 
terms of large charitable groups. 

“Wellcome Trust will be playing a signifi-
cant role in the future on drug resistant in-
fection. What we want to do is ensure the 
link between basic science and more pro-
grammatic funding is made, so when there 
are advances in basic science – which we 
fund an enormous amount of – you can 
then connect those, to work on drug dis-
covery, such as new antibiotics, and also 
make sure we’re applying the best possible 
disciplines, for example in surveillance, 
and the use of data, and understanding 
best ways to share burden loads, particu-
larly in developing countries,” Whiting said 
in an interview. 

Whiting, who joined Wellcome Trust last 
August, was previously private secretary to 
former UK Prime Minister David Cameron 
and had worked with Lord O’Neill of Gat-
ley – the ex-chair of Goldman Sachs Asset 
Management and the man appointed by 
Cameron to launch and chair a review into 
the crisis of antibiotic resistance, the last of 
which was published in May 2016. 

The Review on AMR – which warned that 
by 2050 a drug-resistant infection will kill 
someone “every three seconds” unless we 
act now – was jointly supported by the 
UK Government and Wellcome Trust, al-
though operated with full independence 
from both. Established as a two-year, 
time-limited process, the review engaged 
widely with international stakeholders to 
understand and propose solutions to the 
problem of drug-resistant infections from 
an economic and social perspective.

That UK-sponsored initiative culminated 
in a high-level UN meeting last September 
which saw all 193 member countries sign a 
declaration in which they pledged to take 
concrete action on tackling antimicrobial 
resistance. That followed from the G20 
communique earlier that month in which 
the world’s richest countries promised to 
promote prudent use of antibiotics and 
called for options to tackle AMR.

The UN declaration called for a coordina-
tion group on this work between the WHO 
and UN, in order to drive action and report 
back on progress in two years’ time. How 
that will work has not yet been announced, 
but this is a major step in working across 
international borders and gaining some 
real traction on this work.

To help maintain that momentum, the 
Wellcome Trust has decided to raise its 

profile and activities seeking ways to tack-
le AMR. The charity has, since early 2016, 
been conducting analyses and working 
with stakeholders and partners to better 
understand the gaps in knowledge, prac-
tice, resource, research and action related 
to the AMR crisis. It has mapped out the 
trust’s past investments related to drug-re-
sistant infections – totaling nearly £300m 
- and the impact that that funding has had. 
It’s now developing a plan to move strong-
ly forward to help tackle the problem.

“We want to get much more active. 
Much more visible. And we also want to 
help policy co-ordination more than we 
have in the past,” Whiting said. 

o’neill reView wAS SteP 
towArD more ActiVe Policy 
PArticiPAtion
That reflects recognition that with the 
O’Neill Review the trust took a big step to-
wards making active policy proposals. 

“In the future, we have many different 
organizations – civil society and govern-
mental and intra-governmental organi-
zations – making proposals about what 
they’ll do about AMR, but there is a need 
for as much policy co-ordination as we 
can manage. So we’re looking at how the 
Wellcome Trust can do that and how it 
can support the WHO and their work and 

Ed Whiting, Wellcome Trust’s 
Director of Policy
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“ We want to get much 
more active, much  
more visible. And we 
also want to help policy  
co-ordination more than 
we have in the past.”
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the process of producing national action 
plans on AMR and how we can add value 
in bringing scientists and experts togeth-
er and using the funding that we can give 
out to support both reduction in the cur-
rent use of antibiotics but also increasing 
access to antibiotics in countries where 
that is difficult.” 

To that end it helped launch a new 
transatlantic partnership to tackle the 
growing threat of drug-resistant infec-
tions. The Combating Antibiotic Resistant 
Bacteria Biopharmaceutical Accelerator 
(CARB-X) brings together leaders from 
industry, philanthropy, government and 
academia. CARB-X, based in Boston, Mas-
sachusetts, is possibly the largest public-
private partnership in the world dedicat-
ed to preclinical antibiotic development. 
It involves seven partners in the United 
States and the UK, and it is backed with 
half a billion dollars in funding. CARB-X 
partners are working together to set up a 
diverse portfolio with more than 20 high-
quality antibacterial products. 

“The thesis of CARB-X is around early 

stage drug development,” Whiting ex-
plained, noting that the US Biomedical 
Advanced Research and Development 
Authority (BARDR) usually enters drug 
development funding at a relatively 
late stage. “They were realizing that we 
weren’t seeing the volume of interesting 
and innovative early stage clinical trials – 

Phase I and Phase II. CARB-X is an initiative 
to get them working with us in the early 
development space so we can bring for-
ward exciting new candidates and have 
a pretty open application process inter-
nationally so we can really try to iden-
tify where are the really most interesting, 
most innovative potential drug develop-
ment candidates, how we can deduce 
that and how we can pull them through 
the development cycle quicker.” 

He said that over time that R&D alliance 
“will look at how we can learn from and 
apply it to diagnostics, and also ensure 
that we can apply firm standards of ac-
cess to drugs so that we can get drugs out 
quickly.” The final AMR Review by O’Neill 
recommends that it should be manda-

tory for all antibiotic prescriptions to be 
informed by a diagnostic test (where one 
exists) by 2020. “We will eventually need 
to look at diagnostic tools and how we 
can increase the availability of affordable 
diagnostics across the world so that we 
can ensure that antibiotics are only used 
when they are needed,” Whiting said.

Wellcome Trust will also actively en-
gage in the dialogue with the pharma 
industry to come up with new proposals 
for “pull” economic and investment incen-
tives outlined in the O’Neill Review to al-
low the world to pay for new antibiotics 
in a viable way that also provides the ade-
quate incentives for drug manufacturers. 

O’Neill, in an earlier interview, warned 
the globalized drugs industry it needs 
to play ball and help find a solution to 
antimicrobial resistance or risk getting 
blamed for its failure and the resulting 
world health crisis. 

Whiting agreed, adding: “This is not go-
ing to work if we don’t produce the antibi-
otics and don’t find an effective way to pay 
for it. It’s clear that both governments, pri-
vate funders and so on will need to think 
again about how they pay for antibiotics, 
but also that industry will need to think 
as creatively as it can about the payment 
structure. How much de-linkage is indus-
try willing to allow? That must also be de-
termined, and rather soon.”  

Published online January 5, 2017

Recent And Upcoming FDA Advisory Committee Meetings
topic adviSory committee date

Neurocrine Biosciences’ valbenazine for tardive dyskinesia Psychopharmacologic 
Drugs

Feb. 16
CANCELLED

Pediatric-focused safety reviews for various products as mandated by the Best Pharmaceuti-
cals for Children Act and Pediatric Research Equity Act; role of pharmacogenomics in pediatric 
product development

Pediatric March 6-7

Strategies, approaches and challenges in model-informed drug development, including use of 
physiologically-based pharmacokinetic modeling and simulation throughout a drug’s life cycle 
and mechanistic model-informed safety evaluations

Pharmaceutical Science 
and Clinical Pharmacology March 15

A d V I S o r y  C o m m I t t e e S

“    It’s clear that both governments, private funders and 
so on will need to think again about how they pay for 
antibiotics, but also that industry will need to think as 
creatively as it can about the payment structure.”
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FDA’s NDA And BLA Approvals: Caspofungin
Below are FDA’s original approvals of NDAs and BLAs issued in the past week. Please see key below chart for a guide to frequently  
used abbreviations

SponSor product indication code approval date

New Drugs

Fresenius Kabi Caspofungin acetate Injectable echinocandin antifungal for empirical therapy for 
presumed fungal infections in febrile, neutropenic patients; 
treatment of candidemia and the following Candida infec-
tions: intra-abdominal abscesses, peritonitis and pleural space 
infections; treatment of esophageal candidiasis; treatment 
of invasive aspergillosis in patients who are refractory to or 
intolerant of other therapies

S, 5 12/30/2016

key to aBBreviationS

Review Classifications NDA Chemical Types

P: Priority review  
S: Standard review  
O: Orphan Drug

1: New molecular entity (NME); 2: New active ingredient; 3: New dosage form;  
4: New Combination; 5: New formulation or new manufacturer; 6: New indication;  
7: Drug already marketed without an approved NDA; 8: OTC (over-the-counter) switch;  
9: New indication submitted as distinct NDA – consolidated with original NDA;  
10: New indication submitted as distinct NDA – not consolidated with original NDA

This week the Recent and Upcoming Advisory Committee Meetings are on p. 20.
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treatments by patient segment and country.

•   View Standards of Care by treatment  
regimen or individual drug views.

Data is sourced directly from Datamonitor 
Healthcare’s expert and robust primary  
resource analyses.

Covering a variety of disease areas in US, 
Spain, France, Japan, UK, Germany and Italy.

Pharma intelligence

Request a demo!
citeline.com/products/trialtrove/ 

Standard of Care

Optimize clinical trial design with Trialtrove’s new Standard of Care service


