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Drug Pricing ‘Solutions’ Coming  
In Future Phase Of US Healthcare 
Reform, Sec. Price Says
CATHY KELLY  catherine.kelly@informa.com

The Trump Administration expects 
that prescription drug affordability 
will be addressed in future “phases” 

of the Affordable Care Act (ACA) repeal and 
replace process, HHS Secretary Tom Price 
said during the daily White House press 
briefing March 7.

Drug pricing is not addressed in the 
House legislation unveiled the evening 
before by the House Energy and Com-
merce and Ways and Means Committees. 
Those bills, which address issues falling 
under the respective jurisdiction of the 

two committees, are focused on unwind-
ing some of the tax and financing provi-
sions of the ACA. Only issues related to 
the federal budget are allowed to move as 
part of the budget reconciliation process, 
which is the Republican leadership’s plan 
for the legislation.

But even though prescription drugs 
are formally absent from the initial repeal 
and replace bills, this is the just the begin-
ning of the drama for industry, and firms 
still have something to lose if the bills 
are enacted. One of the more significant 

changes proposed in the House legisla-
tion would impact Medicaid, converting 
the federal government’s contribution 
in the program to a capped per capita 
amount, which could lead states to im-
pose new controls on prescription drug 
costs. (Also see “Medicaid Drug Formulary 
Ideas Floated, But US Manufacturers Are 
Skeptical” - Pink Sheet, 1 Mar, 2017.)

The bills, released March 6, represent 
the first of a three-step plan developed 
by congressional Republicans and the 
Administration for recasting the ACA. The 
legislation is scheduled to begin markup 
in the two committees March 8. However, 
the process may take some time. The bills 
are already meeting resistance, includ-
ing among the more libertarian wing of 
the Republican caucus, and the Congres-
sional Budget Office has yet to release a 
score on the bills.

Phase two of the ACA repeal/replace 
process will include regulatory action to re-
form the law, White House Press Secretary 
Sean Spicer explained at the press confer-
ence. Phase three will involve another bill 
with provisions to replace parts of the ACA.

In response to a question on how Presi-
dent Trump expects to address drug pric-
ing, Price commented that drug pricing is 
“not able to be addressed in phase one [of 
the ACA repeal/replace process] because 
it’s not a revenue or spending issue for the 
federal government.” But “in phase two 
or three, which may be concurrent with 
phase one, we look forward to bringing so-
lutions to solve the remarkable challenges 
that patients have across this land with the 

 Asked how President Trump 
expects to address drug 
pricing, Price commented 
that it is “not able to be 
addressed in phase one 
[of the ACA repeal/replace 
process] because it’s not a 
revenue or spending issue for 
the federal government.”
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increasing price of drugs.”
The question to Price was prompted by 

a March 7 tweet by President Trump. “I am 
working on a new system where there will 
be competition in the Drug Industry. Pric-
ing for the American people will come way 
down!” he said.

The newly-installed secretary did not ex-
plain the kind of action the Administration 
is considering to control drug pricing. Price 
avoided supporting potential remedies 
like government negotiation in Medicare 
Part D during his confirmation hearings 
and didn’t propose any new approaches to 
controlling prices. (Also see “HHS Nominee 
Price Sidesteps Medicare Drug Pricing Nego-
tiation Questions” - Pink Sheet, 19 Jan, 2017.)

Although Trump publicly supported the 
notion of government price negotiation 
in Medicare during the presidential cam-
paign, he has been less specific about his 
thinking since being elected (see box). 

That could offer an opportunity for the 
biopharma industry to shape any policies 
that emerge.

In an emailed statement on the ACA bills, 
the Pharmaceutical Research & Manufac-
turers of America said, “Ensuring patients 
have access to the medicines they need 
is our top priority. As Congress consid-
ers reforms to our health care system, we 
look forward to continuing to work with 
them to enhance the competitive market, 
ensure patients have access to affordable 
health care and foster the continued de-
velopment of new innovative medicines.”

The Medicare Payment Advisory Com-
mission is working on a proposal for gov-
ernment negotiation in Medicare Part B 
that might find more support in Congress 
than previous reform efforts. (Also see “Part 
B Reforms: MedPAC Moving Forward With 
‘Drug Value Program’ Proposal” - Pink Sheet, 
6 Mar, 2017.)

The proposal would revive aspects of 
the failed competitive acquisition program 
established under the Medicare Modern-
ization Act. The program was designed to 
change the way physicians acquire Part B 
drugs, moving them toward purchasing 
from a third party through a competitive 
bidding process and away from the “buy 
and bill” model.

Democrats in Congress have urged a 
number of different approaches to con-
trolling drug pricing, including importa-
tion and government price negotiation 
in Part D. Two members who have been 
particularly vocal advocates of such rem-
edies, Reps. Elijah Cummings, Md., and 
Pete Welch, Vt., are scheduled to meet with 
President Trump in the White House March 
8 to discuss drug pricing proposals.

Cummings and Welch will be accompa-
nied by Johns Hopkins Hospital President 
Redonda Miller, indicating the cost of 
both inpatient and outpatient drugs may 
be discussed.

“Access to affordable medicine is criti-
cal to effective care, both in the hospital 
setting and after patients return home” 
Miller said in a release on the meeting. “As 
a physician and hospital executive, I have 
the unique experience of seeing the clini-
cal and financial repercussions of drug 
price spikes.”

ANNUAL BIOPHARMA TAX 
WOULD BE REPEALED
The one provision in the newly-released 
House legislation that directly impacts pre-
scription drugs is in the Ways and Means 
bill, and it’s an unalloyed good one – re-
pealing the annual fee on branded drugs, 
effective in 2018.

The annual tax is based on manufacturer 
market share in government programs, 
including Medicare, Medicaid, the VA, 
the Department of Defense and TRICARE, 
and stemmed from industry’s negotia-
tions with the Obama administration that 
helped avoid any direct pricing measures 
as part of the ACA. Under current law, fees 
to be collected would total $4bn in 2017, 
$4.1bn in 2018 and $2.8bn in 2019 and an-
nually thereafter.

In a sense, the House legislation would 
undo much of tacit bargain that industry 
made with the Obama administration: 
expanded government support for drug 
coverage through Medicaid and the mar-
ketplaces in exchange for the annual tax. 
(Also see “Health Care Reform and the Bio-
pharma Sector: A Complete Tactical Victo-
ry” - Pink Sheet, 1 Apr, 2010.)  

Published online March 7, 2017

CONTINUED FROM COVER

PRESIDENT TRUMP’S 
COMMENTS

ON DRUG PRICING

• I am working on a new system 
where there will be competition 
in the Drug Industry. Pricing for 
the American people will come 
way down! – tweet, March 7

• “We should…work to bring down 
the artificially high price of drugs 
and bring them down immedi-
ately.” – speech to joint session of 
Congress, Feb. 28

• “The US drug companies have 
produced extraordinary results 
for our country but the pricing 
has been astronomical for our 
country. We have to do better. … 
We have to get prices down for a 
lot of reasons. We have no choice, 
for Medicare, for Medicaid, we 
have to get the prices way down.” 
– meeting with biopharma 
executives in the White House, 
Jan. 31

• “We have to … create new bidding 
procedures for the drug industry 
because they’re getting away 
with murder.” Pharma has “a lot of 
lobbyists and a lot of power and 
there’s very little bidding on drugs. 
We’re the largest buyer of drugs 
in the world and yet we don’t bid 
properly and we’re going to start 
bidding and we’re going to save 
billions of dollars over a period of 
time.” – first press conference as 
president-elect, Jan. 1.

• “I’m going to bring down drug 
prices. I don’t like what has 
happened with drug prices.” – 
interview with Time magazine 
published, Dec. 7

L E G I S L AT I O N
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Part B Reforms: MedPAC Moving Forward With  
‘Drug Value Program’ Proposal
LAURA HELBLING  laura.helbling@previsionpolicy.com

The Medicare Payment Advisory Commission will vote in 
April on a proposal to recommend enactment of private 
third party negotiation model to control the cost of physi-

cian administered drugs under Part B.
MedPAC discussed a proposal for a so-called Drug Value Pro-

gram (DVP) at its March 2 meeting. The commission’s role is to 
make recommendations to Congress – ideas Congress does not 
necessarily consider. However, given recent attention to drug 
pricing and the latest failed attempts at addressing the Part B 
program, new ideas in the space are worth watching as poten-
tial long-term changes. (Also see “CMS Cancels Part B Demo Before 
HHS Secretary-Designate Price Does” - Pink Sheet, 16 Dec, 2016.)

In many respects, the DVP is a revival of the Competitive Ac-
quisition (CAP) program, updated to move it closer to the Part 
D outpatient drug model. MedPAC principal policy analyst Kim 
Neuman described DVP as “informed by lessons learned by the 
former CAP but structured differently to increase vendors’ ne-
gotiating leverage and increase provider enrollment.”

CAP was created as part of the Medicare Modernization Act 
in 2003 with a goal of having physicians purchase drugs from 
a third party rather than continue to “buy-and-bill” for Part B 
infusions. The program was voluntary and quickly collapsed 
from a lack of participation – though it technically still remains 
on the books.

In the DVP proposal outlined by MedPAC staff, a third-party 
vendor would negotiate drug prices but would not directly dis-
tribute the drugs. Participating providers would instead buy the 
drugs through normal channels but at the DVP price, and the 
providers would have an opportunity to share in savings. In ad-
dition, MedPAC is suggesting that the current payment formula 
– Average Sales Price plus 6% – be reduced in conjunction with 
the roll out of DVP to give providers a push to the new program.

The DVP vendors would not be exactly identical to the Part 
D plan model: for one thing, there would be no insurance risk 
component to the program, though there “may” be shared sav-
ings to the vendor in addition to administration fee. However, 
the overall philosophy is similar to the Part D model.

DVPs would be empowered to use typical formulary practices 

D R U G  VA LU E  P R O G R A M  –
K E Y  D E S I G N  E L E M E N T S

DVP would be voluntary for physicians and hospitals

Reduce ASP add-on to encourage DVP enrollment

Small number of DVP vendors

Vendors negotiate prices but do not ship product

Providers buy drugs in marketplace at the DVP price

Medicare pays providers for drugs at DVP price and for 
drug administration services at PFS or OPPS rate

Providers would have shared savings opportunities

Beneficiaries would save through lower cost-sharing

Vendors would be paid an administrative fee, and po-
tentially shared savings

Medicare would share in savings

Tools to increase DVP vendors’ negotiating leverage:

• Formulary (with exceptions process)

• Limit prices under DVP to no more than 100% of ASP

• Additional tools such as step-therapy and prior 
authorization

• Binding arbitration could be used in the DVP for 
expensive drugs without close substitutes

DVP prices would be excluded from ASP

Phase in DVP beginning with a subset of drug classes

Source: MedPAC staff presentation

In many respects, the DVP is a revival 
of the Competitive Acquisition (CAP) 
program, updated to move it closer 
to the Part D outpatient drug model.
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Japan Pricing Reform Process Must Be Participative – Pfizer
IAN HAYDOCK ian.haydock@informa.com

While the main focus of Pfizer Japan Inc.’s annual busi-
ness update in Tokyo was not surprisingly on the 
performance, outlook and R&D pipeline of the larg-

est pharma multinational in Japan, the US giant also took the 
opportunity to present some of its views on ongoing official dis-
cussions over drug pricing and reimbursement reforms.

Pointing to the subsidiary’s achievement of 100 new drug ap-
provals in Japan over the past 20 years, and the contribution of 
these to medical care, country president Ichiro Umeda stressed 
that such development activity is enabled largely by the rein-
vestment of commercial profits.

Any change in this stable system of returns and a lack of 
policy predictability due to repeated ad hoc reform discussions 
would jeopardize future R&D and other long-term investments, 
meaning “we may not be able to provide drugs to patients ap-
propriately,” he cautioned.

Overall investment by the pharma/biotech sector in Japan is 
already in third place overall at around 11% of the total for all 
industries, compared with 19% (second place) in the EU and 17% 
(first) in the US, he noted, and so should be encouraged rather 
than comprised.

“Drug expenses have been managed effectively and appropri-
ately over a long period of time” under Japan’s current system of 
biennial price revisions, and any shift to more frequent price cuts 
“will have a negative effect on many companies,” Umeda warned.

NEED FOR PREDICTABILITY
Under Japan’s current system, drug reimbursement prices under 
the national health insurance system are revised every other April, 
based on prior surveys of actual market prices and designed to 
bring reimbursement prices more into line with these levels.

including prior authorization and step edits to gain leverage to 
negotiate better prices. In addition, prices negotiated under the 
DVP would not be included in the ASP – analogous to the ex-
emption from “best price” consideration given to Part D prices.

There is at least one aspect of the proposal that goes far be-
yond anything in Part D: MedPAC envisions arming the DVP pro-
vider with a “binding arbitration” process to determine prices for 
“expensive drugs without close substitutes.” That item is clearly a 
non-starter for industry. (See box, p. 5)

MedPAC envisions the DVP as a key component of a package 
of Part B reforms, but one that would not start immediately. 
The full proposal would initiate changes to the current formula 
in 2018 – including establishing a new inflation rebate to the 
ASP formula. A transition to DVP would occur in 2022, and in 

the same year MedPAC proposes reducing the “+6%” add-on to 
some lower number.

That timeline is especially unrealistic given the other health 
care legislative priorities in play. With Congress focused on the 
Affordable Care Act repeal debate, the prospects of taking on 
Medicare-related issues – and especially one as contentious as 
Part B reforms – is remote at best.

Still, assuming the DVP proposal does gain a formal recommen-
dation from the commissioners, it is likely to be a recurring theme 
until the Part B issues are resolved. While there was, and will be, 
debates over specific reform proposals, there are no defenders of 
the ASP+6% status quo on MedPAC.)  

From the editors of the RPM Report. Published online March 6, 2017
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The last regular biennial revision in April 2016 for instance saw 
prices cut by roughly 6% across the board, with larger one-off 
reductions of around 32% for some big-selling hepatitis C drugs. 
Pfizer’s business had an average drug price cut of around 7%, 
and while sales are negatively affected, companies can generally 
plan for and adjust to the regular reductions.

However, since late last year and following political and pub-
lic outcry over the cost to the healthcare system of the rapidly 
expanding use of Ono Pharmaceutical Co. Ltd./Bristol-Myers 
Squibb KK’s Opdivo (nivolumab) in lung cancer – which even-
tually led to a 50% price cut for the drug - the government has 
renewed official discussions over pricing reform.

In December, the Council For Economic and Fiscal Policy un-
der Prime Minister Abe came out with initial basic recommenda-
tions that included a planned increase in the frequency of gen-
eral drug price revisions to once a year, and to up to four times a 
year for selected big-selling drugs.

INDUSTRY EXCLUSION?
While discussions over the details of these potential policy 
changes are ongoing, the main message from Pfizer and Um-
eda in the meantime was that the reform process should be 
broad and inclusive.

“Drug prices in Japan have already fallen below the EU aver-
age in recent years,” he said, pointing to data from US industry 
association PhRMA showing that the median of the Japan to 
EU ratio (including the UK, France and Germany) was 0.89 in 
2016 (for 19 drugs), and 0.99 (146 products) on average over 
the 2011-16 period.

Calling for the voices of stakeholders including patients and 
the industry to be heard, Umeda said that “no substantial formal 
opportunities are being given for the pharma industry to take 
part in the reform process.”

Given that the overall drug market in Japan is expected to re-
main flat, any further penalization of medicine prices would not 
be reasonable and may cause the market to shrink, he warned.

SHIFT TO PREVENTION
One major facet of the reform discussions, the executive sug-
gested, should be to help control rising healthcare costs through 
more official emphasis on disease prevention.

Given Pfizer’s interest in vaccines, this view is perhaps not 
surprising, and Umeda pointed to the value of such products 
along with diet, exercise and smoking cessation (another area 
of business interest for the company) as the “foundations for a 
healthy country.”

He also argued that if the public can be appraised of the broad 
value of innovation and the real benefits to health and society of 
new medicines, they would be accepting of the costs. While he 
stopped short of specific suggestions on how to do this, Pfizer 
already has a number of initiatives in Japan relating to disease 
awareness, patient support and general health.  

From the editors of PharmAsia News. Published online March 9, 2017

Germany Cancels 
Confidential Drug Pricing
FRANCESCA BRUCE  francesca.bruce@informa.com

Companies launching new drugs in Germany will be dis-
appointed to learn that plans to make prices of new 
drugs, including details of rebates, have been shelved. 

However, other measures to soften the impact of price transpar-
ency are likely to be introduced, for example pricing for specific 
indications.

Forthcoming changes to the AMNOG healthcare reform law, 
which regulates Germany’s pricing and reimbursement system, 
will likely no longer include measures to introduce confidential 
pricing for pharmaceuticals, said Thomas Mueller, head of phar-
maceuticals at the G-BA, Germany’s highest pricing and reim-
bursement authority.

Companies like to keep their prices confidential so that low 
prices in one market do not impact prices elsewhere thanks to 
international reference pricing, however, in Germany prices are 
available through the Laure-Taxe, a directory for pharmacies, 
wholesalers and insurers. This has proved a problem for some 
companies following the AMNOG benefit assessment. These 
assessments score a new drug on the benefit that it offers pa-
tients compared to treatments already available on the market. 
The scores then inform negotiations between health insurers 
and companies on the size of discount the firm must offer on 
the initial price. If the product is deemed to offer no additional 
benefit, then the price is likely to be that of comparators already 
available on the market, which in some cases are generic. Some 
10-15% drugs that have gone through the AMNOG system have 
been withdrawn by the manufacturer in a bid to prevent low, 
transparent prices in Germany driving down prices elsewhere, 
said Mueller at February’s World Pharmaceutical Pricing and 
Market Access Congress 2017 in London.

It was expected that amendments to the AMNOG healthcare 
law would introduce confidential pricing, (Also see “Germany 
May Make Drug Prices Confidential In AMNOG Update” - Pink 
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Sheet, 22 Jul, 2016.). However, it looks as though such a move is off the 
table. One reason is that confidentiality would be very difficult thanks 
to moves to inform doctors about whether new drugs have addition-
al benefit over rivals already on the market and how the treatments 
compare on cost. (Also see “How Broad Labels May Make Market Access 
In Germany More Difficult” - Pink Sheet, 2 Mar, 2017.)

The aim of this is to stop doctors from prescribing more expensive 
new treatments for patients who will not experience any additional 
benefit – however, price confidentiality could have thwarted the 
move because it would have made price comparisons difficult. In ad-
dition, ahead of federal elections in September, political parties do 
not want to introduce policies that are seen as too industry friendly.

Companies will be disappointed with developments, particularly 
as some 26 markets reference German prices. Nevertheless, there 
are some measures that might help companies better deal with 
transparent pricing that will be introduced in legislation changes.

For example, the G-BA will be able to restrict prescribing of a 
drug to limited subpopulations in which the drug shows particular 
promise. The manufacturer and statutory health insurers will then 
negotiate a price for the drug based solely on the reimbursable 
indications. The idea is that companies will be able to negotiate 
a higher price for the limited patient populations than it would 
otherwise have been able to achieve for the general population 
reflected in the marketing authorization. In some instances, new 
drugs have been awarded prices similar to those of generic com-

petitors, for example Boehringer Ingelheim Pharmaceuticals Inc.’s/
Lilly’s Trajenta, which subsequently led to the drug’s withdrawal 
from the market. Mueller hopes that the move will help companies 
achieve a “more tolerable price” and encourage them to keep their 
drugs on the market. He believes CNS drugs stand to benefit. “We 
have a lot of problems with CNS drugs, for example epilepsy and 
depression because they do not have additional benefit for the 
whole marketing authorization. But we see there is a medical need 
for a small group of people. The idea is to avoid market exits.”

The G-BA has already trialed something similar with PCKS9s Re-
patha and Praluent. It limited prescribing to certain patient groups 
including those who were unable to be treated with statins. Ac-
cording to Mueller, the move was a success and the G-BA received 
positive feedback from companies and doctors.

In addition, the forthcoming changes will ease the G-BA’s rules 
on pricing drugs deemed to have no additional benefit. At the mo-
ment, such drugs must be priced similarly to the lowest cost com-
parator on the market. However, in some circumstances a different, 
higher priced comparator for example, from second or third line 
treatment could be used to set prices.

The government is expected to pass legislation setting out the 
amendments within the next couple of months.  

From the editors of Scrip Regulatory Affairs. Published online 
March 3, 2017

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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Generic Drug Review: US FDA Approves More ANDAs  
Than It Receives For First Time Since Early 2016
DERRICK GINGERY  derrick.gingery@informa.com

ANDA approvals outnumbered sub-
missions in February, the first time 
this has happened at the US FDA in 

more than a year, and the approval cohort 
seems to include applications that had 
been pending for several years.

FDA reported March 8 that it approved 61 
ANDAs in February, two more than the 59 
ANDAs it received. That event is significant 
not only because it is important for FDA to 
lower to total amount of work in its portfolio, 
but also because it is such a rare occurrence. 
The last time there were more approvals 
than submissions was in January 2016.

If the agency and industry want to 
reach the goal of a workload steady-state 
– where there are enough applications to 
keep reviewers busy, but not so many that 
the system is overwhelmed and goals are 
threatened – the agency’s output has to 
better match industry’s input.

Sponsors have to obtain a full applica-
tion approval for an application to be re-
moved from the Office of Generic Drugs’ 

books. Even with the February improve-
ment, the agency still has received 2,099 
more applications than it has approved 
since GDUFA began.

After a dramatic increase in ANDA sub-
missions in FY 2013 and FY 2014, the 
agency was able to catch up on some of 
the workload in FY 2015. (Also see “Dark, 
Then Dawn: ANDA Workload Approach-
ing Steady State After 2014 Eruption” - Pink 
Sheet, 28 Mar, 2016.) But in FY 2016 and FY 
2017, submission volume rose again.

ELEVATED COMPLETE RESPONSE 
TREND CONTINUES
The number of complete response letters 
(CRLs) declined again, but the agency’s 
non-approval actions continue at a rate 
that is well above recent years (see chart). 

Another 136 complete response letters 
were issued in February, the fewest issued 
since the same month in 2016. During that 
12-month period, OGD sent more than 
1,900 complete response letters, an aver-

age of 159 per month, nearly as many as 
submissions and approvals combined.

The drop in CRLs from January and Febru-
ary could be another signal that more new 
applications are meeting FDA requirements. 
While the total remains elevated, it also has 
decreased every month in FY 2017.

PRE-GDUFA ANDAS FINALLY 
BEING APPROVED
For FDA to see long-term improvements 
to its workload, applications must require 
fewer review cycles and preferably be ap-
proved on the first cycle. The long-term 
elevation of complete responses suggests 
many sponsors still are not meeting FDA 
requirements.

Only about 9% of ANDAs received now 
are approved in the first review cycle and 
many require four cycles. (Also see “Generic 
Drug First-Cycle Approval Rates Lagging Un-
der GDUFA I” - Pink Sheet, 25 Oct, 2016.)

Indeed, it now appears a number of those 
ANDAs that have required several cycles, 
and by extension been under review for 
years, are reaching the approval stage.

Robert Pollock, senior advisor and out-
side director to the board of Lachman Con-
sultant Services, wrote in a March 8 blog 
post that a number of the February ap-
provals were from the official GDUFA back-
log, which was created in October 2012. 
That more than four-year approval process 
is something that OGD wants to reduce or 
outright eliminate by prodding firms to im-
prove their initial applications. Multiple re-
view cycles lengthen the median approval 
time, which is a source of criticism for FDA. 
(Also see “FDA’s Generic Drug Workload, 
Productivity Beating Budget Estimates” - 
Pink Sheet, 22 Feb, 2016.)

First-cycle approvals also are important 
to the drug pricing debate, in part because 
generic competition is considered one of 
the preferred methods of forcing drug costs 
down, although the generic industry em-
phasizes that any solution should focus on 

Complete Response Letter Output Softening?

Since February 2016, FDA’s Office of Generic Drugs has increased its ANDA complete response 
letter output, compared to the rest of the GDUFA era, which may not bode well for efforts to 
reduce the number of review cycles before approval.

Source: FDA generic drugs program activity report
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other regulatory and market barriers as well.
Lawmakers may consider expanding the 

opportunity for sponsor pre-submission 
meetings because they could increase the 
likelihood of a first-cycle approval. (Also see 
“US Generic Reviews: Would Pre-Submission 
Meetings Be Better Than Six-Month Prior-
ity Review?” - Pink Sheet, 5 Mar, 2017.) The 
GDUFA reauthorization agreement with 
industry already allows pre-submission 
meetings for complex ANDAs. (Also see 
“Complex ANDAs To Be Allowed Pre-Sub-
mission Product Meetings” - Pink Sheet, 24 
Oct, 2016.)

APPROVAL TOTAL HIGHEST IN 
MONTHS
February’s approval total also ties the sec-
ond highest monthly approval total in the 
GDUFA era. It is only the fifth time since 
GDUFA launched that the agency has 
posted 60 approvals or more in one month 
(see chart).

OGD now is averaging more than 56 
approvals per month in FY 2017, and re-
mains on pace to break the previous year’s 
record for approval output. The February 
total also reverses a two-month downward 
trend. (Also see “Generic Drug Review At US 
FDA: Has Submission Rush Ended Or Just 
Paused?” - Pink Sheet, 7 Feb, 2017.)

The decrease in submissions lowers the 
monthly average to 108, which if main-
tained would still be the second highest 
total of the GDUFA era. The pace of sub-
missions also is nearly double the rate of 
approvals. (Also see “ANDA Stress Test: End-
Of-Year Submission Bolus Pressures US FDA 
Review System” - Pink Sheet, 9 Jan, 2017.)  

Published online March 9, 2017

ANDA Submissions Continue Retreat...

...While Approvals Rebound

Generic drug submissions remained at muted levels in February for a second straight month as 
FDA boosted its approval total. The agency approved more ANDAs than it received that month 
for the first time in several months, bringing down its overall workload.

Source: FDA generic drugs program activity report
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How Indian Firms Are Rebooting For Quality Transformation
ANJU GHANGURDE  anju.ghangurde@informa.com

T he India Pharmaceutical Forum 2017 
saw the chiefs of five top Indian firms 
- Sun Pharmaceutical Industries 

Ltd., Dr. Reddy’s Laboratories Ltd., Cipla 
Ltd., Lupin Ltd. and Zydus Cadila - share 
glimpses of quality “transformation” initia-
tives underway at their respective com-
panies, and also of broader industry col-
laboration in the area despite some initial 
skepticism around such joint efforts. 

Their reflections came against the back-
drop of regulatory action against several 
Indian firms, including some of the front-
line companies, over good manufacturing 
practice (GMP) deviations that have dented 
both earnings and the image of the Indian 
industry as a whole.

Dilip Shanghvi, founder and managing 
director of Sun Pharma, India’s top-ranked 
firm, noted how the company had been 
able to standardize quality metrics across 
plants on various issues that impact “prod-
uct quality, productivity and throughput”.

“It kind of allows us to look at overall 
performance on a constant and consistent 
basis, so we can do inter-plant comparison 
and also the same plant - how it is progress-
ing,” Shanghvi told a packed house that 
included senior officials from international 
regulatory agencies at the forum Feb.24.

The forum was organized by the Indian 
Pharmaceutical Alliance (IPA), which repre-
sents leading domestic firms, in collabora-
tion with the US FDA, the EMA, the MHRA, 
EDQM and India’s Central Drugs Standard 
Control Organization.

Over the course of the two-day forum, 
officials from the regulatory agencies iden-
tified critical issues around quality compli-
ance, including those pertaining to data 
integrity, and compliance trends around 
Indian manufacturing were also discussed 
at the Mumbai event.

NEW SYSTEMS, REDUCED 
FAILURES
Shanghvi said that with Sun becoming 
almost “twice its size overnight” with the 
integration of Ranbaxy Laboratories Ltd., 

it required “a very different organization” 
to handle the significantly higher level of 
complexity of managing around 40 man-
ufacturing plants.

“We redesigned our organization, start-
ed using technology to ensure that we re-
view and manage all our plants with more 
or less consistent processes and standards. 
The emphasis and focus [is] on having a 
common organizational policy on quality 
rather than a country- or geography-spe-
cific quality policy,” he explained.

Significant change has been effected at 
the firm, aimed at enhancing its capability 
to reach global standards. (Also see “Ana-
lysts Cut Sun Forecasts After New Halol Site 
Faults” - Scrip, 15 Dec, 2016.)

Dr. Reddy’s chair Satish Reddy referred 
to how his company had strengthened 

the quality management system overall 
starting “right from the top”. On the gov-
ernance front, reviews commence at the 
board level, he said.

“When the warning letters came, it’s 
reviewed at the board level itself. CEO GV 
Prasad spends a considerable amount of 
time on this. That commitment takes us a 
long way,” Reddy added. (Also see “Three-
Plant FDA Warning Spooks Dr Reddy’s, 
Clouds ANDAs” - Scrip, 6 Nov, 2015.)

He also noted how the “number of inci-
dents being picked up” had gone up sig-
nificantly.

“People are beginning to report quickly 
but we also saw a decreasing trend in some 
of the parameters…ultimately in terms of 
batch failures we saw a much-reduced fig-
ure, which gives us quite a bit of confidence.”

M A N U FA C T U R I N G  Q U A L I T Y

There’s been regulatory action against several
Indian firms, including some of the frontline 
companies, over good manufacturing practice 
(GMP) deviations that have dented both earnings 
and the image of the Indian industry as a whole.
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FUNDAMENTAL REBOOT
Other corporate heads emphasized the 
need for robust process reviews – even a 
“reboot” of sorts at times.

Lupin’s managing director Nilesh Gupta 
said that the nine regulatory observations 
[by the US FDA] at the firm’s Goa facility 
were a “wake up call” that led to a formal 
quality transformation exercise at the firm.

“That [quality transformation] is neces-
sary in the life of every organization/plant 
because over the years there is too much 
of ‘post it’ that starts getting stamped onto 
everything else. Things just start getting 
too complicated and you need to have 
that fundamental reboot at some point 
and that’s exactly what we did,” the young 
Lupin scion told the forum.

The company, he noted, reviewed as-
pects such as SOPs [standard operating 
procedures], training people on those 
SOPs, documentation practices, and the 
kind of “gemba” walks being undertaken.

“You need to have that refresh every few 
years as an organization/site.”

The gemba walk is the term used to 
describe an actual and personal observa-
tion of work where it happens in practice. 
The original Japanese term is derived from 
“gembutsu”, which essentially means “real 
thing” and has been adopted in processes 
such as automobile production.

Such walks can, in general, help officials 
observe, among other things, real machin-
ery and equipment conditions, ask about 
the practiced standards, gain knowledge 
about work status, and foster relationships 
with employees.

LONG ROAD AHEAD
Despite these efforts, the Indian pharma 
quality transformation journey is un-
doubtedly expected to be a long and 
arduous one. On Feb. 21, Dr. Reddy’s 
informed Indian bourses that its active 
pharmaceutical ingredients facility at 
Miryalaguda had been issued a Form 483 
with three observations, which it is ad-
dressing.

A Form 483 is a notice of the US FDA’s 
inspectional observations that lists defi-
ciencies in the quality system.

On Mar. 1, Wockhardt Ltd., which has 
been grappling with compliance issues 

for a considerable time now, said that 
the FDA had issued a warning letter to 
Morton Grove Pharmaceuticals Inc, its 
stepdown US subsidiary. New product 
approvals from the unit will now be “with-
held” until resolution.

“The current portfolio of the company 
will continue to be made available in the 
market. The company, with the help of the 
consultants, has already initiated appro-
priate measures since last several months 
to address the issues raised by the FDA,” 
Wockhardt informed the Bombay Stock 
Exchange. (Also see “Data Integrity Lapses 
Continue To Erode Wockhardt” - Pink Sheet, 
4 Jan, 2017.)

Some experts had earlier indicated that 
2016 was a relatively better year for the 
Indian industry on the compliance front in 
terms of fewer overall warning letters and 
import alerts from the FDA for Indian sites. 
However, in 2015-16 regulators, mainly the 
FDA, stepped up the frequency of checks, 
demanding stricter compliance and lead-
ing to a higher number of Form 483 issu-
ance rates versus the past.

CHANGING THE CULTURE
The IPA Forum also heard the top leader-
ship at Indian firms emphasize the value 
of developing a quality culture across the 
organization.

Zydus Cadila chairman and managing 
director, Pankaj Patel, among a string of 
observations around quality culture, said 
that it was critical that employees at the 
lowest rung be involved in understanding 
quality and expectations of quality.

He referred to the firm’s “Quest” program, 
under which training is provided not by 
managers but by workers who are selected 
as leaders and trained by a talent academy.

“Over a period this would bring a huge 
change in the culture of the organiza-
tion. We are seeing the advantages; there 
is tremendous awareness at the bot-

tom of the organization,” Patel said.
Cipla’s managing director and global 

CEO Umang Vohra noted that culture is 
essentially created by a set of people who 
work together, adding that setting these 
first principles was most challenging.

He referred to how each site at Cipla has 
a root cause identification and solution-
finding team that works together, “creates 
a culture, builds learning and a safety sys-
tem within themselves.”

The quality forum also saw the release of 
data reliability guidelines by the IPA, work-
ing with knowledge partner McKinsey & 
Company. The guidelines outline a holis-
tic approach, with multiple elements re-
quired to help ensure the reliability of data 
throughout the product lifecycle.

Culture, process design, data reliability 
risk detection and mitigation, and tech-
nology and IT systems are among the key 
elements covered in the guidelines, which 
note corporate culture is the “foundation” 
for a strong data reliability mindset.

BIRTH OF AN ECOSYTEM
Vohra also underscored the importance of 
the collaborative quality transformation 
effort among industry peers in India and 
the resultant “birth of an ecosystem”.

“We all hire from each other’s compa-
nies, this is the same set of quality, opera-
tions talent that is going around. If we work 
together as a group, it is very important 
that the entire system reaches a certain 
level as against somebody doing it at one 
company and someone else in another or-
ganization.”

The IPA launched the quality forum in 
2015 as part of efforts to support Indian 
drug manufacturers to achieve parity with 
global benchmarks in quality. (Also see “In-
dian CEOs On Plugging Quality Gaps: Yes 
We Can” - Pink Sheet, 24 Mar, 2016.)  

Published online March 6, 2017

M A N U FA C T U R I N G  Q U A L I T Y

“Things just start getting too complicated  
and you need to have that fundamental reboot 
at some point and that’s exactly what we did,”  
Lupin’s Nilesh Gupta said.
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FDA’s NDA And BLA Approvals: Nipride RTU
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

AstraZeneca Qtern  
(dapagliflozin/ saxagliptin)

Combination of the SGLT-2 inhibitor and DPP-4 inhibitor as an ad-
junct to diet and exercise to improve glycemic control in adults with 
type 2 diabetes mellitus who have inadequate control with dapa-
gliflozin or who are already treated with dapagliflozin and saxagliptin

S, 4 2/27/2017

Lexicon Xermelo (telotristat ethyl) Treatment of carcinoid syndrome diarrhea in combination with so-
matostatin analog (SSA) therapy in adults inadequately controlled 
by SSA therapy (Also see “Keeping Track: Xermelo, Odactra, Noc-
tiva Approved; Second Submissions For Avelumab And Deutetra-
benazine” - Pink Sheet, 4 Mar, 2017.)

P, 1 2/28/2017

Akorn Ephedrine sulfate 50 mg/mL injectnion to treat clinically important hypotension oc-
curring in the setting of anesthesia

S, 5 3/1/2017

Serenity Noctiva  
(desmopressin acetate)

Nasal spray for treatment of nocturia due to nocturnal polyuria in 
adults who awaken at least 2 times per night to void (Also see “A Tale 
Of Two Desmopressins: Trial Design Gave Noctiva Advantage Over 
Nocdurna, US FDA Says” - Pink Sheet, 7 Mar, 2017.)

S, 5 3/3/2017

Exela Nipride RTU  
(sodium nitroprusside)

0.9% intravenous injection of the direct-acting vasodilator indicated 
for immediate reduction of blood pressure; producing controlled 
hypotension to reduce bleeding during surgery; or treatment of 
acute heart failure to reduce left ventricular end-diastolic pressure, 
pulmonary capillary wedge pressure, peripheral vascular resistance 
and mean arterial blood pressure

S, 5 3/8/2017

New Biologics

Merck Odactra (extract of 
Dermatophagoides farina 
and Dermatophagoides 
pteronyssinus)

Sublingual allergen extract to treat house dust mite-induced nasal 
inflammation (allergic rhinitis), with or without eye inflammation 
(conjunctivitis), in people ages 18 through 65.

3/1/2017

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

Optimize clinical trial 
design with Trialtrove’s new 

Standard of Care service

RequeST a deMO!
citeline.com/products/ 

trialtrove/
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Antibiotic Development:  
US FDA Needs Draft Guidance On QIDP Designation, GAO Says
BRENDA SANDBURG  brenda.sandburg@informa.com

After reviewing the actions the US FDA has taken to encour-
age development of new antibiotics over the last four years, 
the US Government Accountability Office (GAO) concluded 

that the agency should issue specific guidance on its qualified in-
fectious disease product (QIDP) designation.

In a report, GAO also recommends that the agency clarify how 
drug sponsors should use draft guidance documents for antibiotic 
development. It says drug sponsors are uncertain how much they 
should rely on these documents. In comments on the findings, 
FDA agreed to develop and issue guidance on the QIDP designa-
tion and said it would consider clarifying how sponsors should uti-
lize guidance documents. 

GAO conducted the analysis of FDA’s implementation of the 
Generating Antibiotic Incentives Now (GAIN) provisions of the FDA 
Safety and Innovation Act of 2012 (PDUFA V) at the request of the 
Senate Committee on Health, Education, Labor, and Pensions. The 
legislation established the QIDP designation, which gives sponsors 
incentives for antibiotic development, including the opportunity 
for fast track designation, priority review designation and five years 
of market exclusivity.

“Amid growing concern about antibiotic resistance to existing 
drugs and a steady decline in the number of new antibiotics under 
development, the QIDP designation is a tool for FDA to encourage 
drug sponsors to develop new antibiotics by facilitating the review 
of applications for these drugs prior to their approval,” said GAO’s 
January report, which was released March 2.

“Although FDA has granted 101 requests for the QIDP designa-
tion since being implemented in 2012, half of the sponsors that we 
spoke with said they were unclear about how to apply for fast track 
designation if QIDP designation has been granted and about how 
FDA is interpreting and applying the market exclusivity incentive.”

John Rex, former head of clinical development at AstraZeneca 

PLC, said he was surprised some sponsors wanted more information 
about the QIDP process. “The requirements are pretty straightfor-
ward,” he said. 

As for sponsors wanting to know the role of draft guidance, he 
said “you do run into people who want a firm line in the sand.” He 
said he was once guilty of that but now prefers having a set of prin-
ciples that leave room for creativity.

Rex, now chief medical officer of F2G Ltd., a UK biotech company 
developing novel drugs for life-threatening fungal diseases, said it 
was interesting to read GAO’s summary of what has happened since 
enactment of the GAIN Act. Looking at the body of work, he said his 
reaction was “wow, people have been working hard at this.” 

FDA OPEN TO NEW TRIAL DESIGNS
As part of its analysis, GAO interviewed 10 drug sponsors. All of 
them said GAIN had facilitated review of their drug applications, 
and eight said they experienced increased communication with 
FDA. Five of the 10 sponsors said FDA was receptive to considering 
new approaches to the design of their clinical trials. “For example, 
one drug sponsor stated that FDA officials worked with sponsors 
to find innovative ways to design antibiotic clinical trials allowing 
them to more quickly advance their drugs through the develop-
ment process,” the report says.

However, several sponsors “expressed concern about how much 
they could rely on FDA’s draft guidance documents or the lack of 
guidance describing the QIDP designation and its requirements,” 
the report says.

Sponsors have been successfully using the QIDP process. The 
report notes that from July 9, 2012 through Dec. 31, 2015, FDA 
received 109 requests for QIDP designation and granted 101 of 
them. Six drugs with the designation have been approved, which 
were all in the later stages of development when the designation 
was created. (See chart ). 

All of them received priority review and all received market ex-
clusivity, with the exception of one which was pending. The Pink 
Sheet also maintains a list of products granted QIDP designations 
which notes their indication and status.

The report says FDA granted fast track designation to all the 
drug sponsors whose applications received QIPD designation and 
who requested fast track designation. But not all drug sponsors 
requested fast track status. This designation allows drug sponsors 
to have increased communications with FDA and permits FDA to 
review portions of an application as they come in rather than wait-
ing for a complete application.

GAO said that from its review of FDA data from July 2012 
through December 2015, drug sponsors that were eligible for fast 
track designation because they had received QIDP designation for 
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 FDA “intends to proceed promptly” 
to issue QIDP guidance, including 
the process for requesting the fast 
track designation and the criteria for 
determining whether an application 
qualifies for the five additional years 
of market exclusivity.

their drug applications could have made 40 additional requests for 
fast track designation. For example, of the approved QIDP prod-
ucts four of them received fast track designation and two did not 
because the sponsor did not request it.

FDA TO ACT ‘PROMPTLY’ ON QIDP GUIDANCE
The GAIN provisions require FDA to take certain steps to encour-
age drug sponsors to develop QIDP products for the treatment of 
serious or life-threatening infections. Specifically, each year FDA 
must review and revise as appropriate at least three guidance doc-
uments related to the development of antibiotics.

GAO notes that FDA has issued 14 updated or new guidance 
documents on antibiotics from July 2012 through August 2016. 
Three of these are new draft guidance, seven are finalized versions 
of prior draft guidance, and six are updated draft guidance. The 
most recent finalized draft guidance was on developing drugs for 
uncomplicated gonorrhea, issued in August 2015.

The GAIN provisions also required FDA to issue a final guidance 
document on the development of antibacterial drugs for serious or 
life-threatening infections, particularly in the area of unmet medi-

cal need, by the end of 2014. FDA released a draft in June 2013 but 
has not released a final version.

In response to the report, the Department of Health and Human 
Services said it will consider clarifying how drug sponsors should 
utilize its draft guidance documents related to GAIN.

“Draft guidances are provided to enable public comment on 
ideas the Agency is considering formalizing into its current think-
ing,” HHS said. “Drug sponsors can use an alternative approach if 
the approach satisfies the requirements of the applicable statutes.”

HHS said FDA “intends to proceed promptly” to develop and is-
sue guidance on QIDP designation, which will include information 
about the process for requesting the fast track designation and the 
criteria for determining whether an application qualifies for the 
five additional years of QIDP market exclusivity.

WHO’S PRIORITY PATHOGENS
GAO’s report comes as antimicrobial resistance has become ever 
more threatening. Citing statistics from the Centers for Disease 
Control and Prevention, the report says that more than two mil-
lion people are sickened every in the United States with antibiotic-
resistant infections, with at least 23,000 dying.

Over the last two years, government and industry stakeholders 
have issued a slew of reports and proposals to tackle the problem. 
Last year, the United Nations cast a spotlight on antimicrobial re-
sistance, dedicating a high-level meeting to the crisis at its General 
Assembly. (Also see “Antimicrobial Resistance: Billions Needed To 
Encourage New Drugs” - Pink Sheet, 22 Sep, 2016.)

And on Feb. 27, the World Health Organization issued a global pri-
ority list of 12 antibiotic-resistant bacteria to guide research, discov-
ery, and development of new antibiotics. (Also see “WHO Publishes List 
Of Pathogen Threats To Rouse Drug Developers” - Scrip, 1 Mar, 2017.  

Published online March 5, 2017)

FDA Approved Drugs With Qualified Infectious Disease Product Designation
DRUG APPROVAL DATE INDICATION

Allergan Inc.’s Dalvance (dal-
bavancin)

May 23, 2014 Antibacterial to treat acute bacterial skin and skin structure infections

Merck & Co. Inc.’s Sivextro 
(tedizolid)

June 20, 2014 Antibacterial to treat acute bacterial skin and skin structure infections

The Medicines Co.’s Orbactiv 
(oritavancin)

Aug. 6, 2014 Antibacterial to treat acute bacterial skin and skin structure infections

Merck’s Zerbaxa (ceftolozane 
and tazobactam)

Dec. 19, 2014 Antibacterial to treat complicated intra-abdominal infections, in combination with 
metronidazole, and complicated urinary tract infections, including pyelonephritis

Allergan’s Avycaz (ceftazidime 
and avibactam)

Feb. 25, 2015 Antibacterial to treat complicated intra-abdominal infections in combination with 
metronidazole, and complicated urinary tract infections in patients who have lim-
ited or no alternative treatment options, including acute pyelonephritis

Astella Pharma US Inc.’s Cre-
semba (isavuconazonium)

March 6, 2015 Antifungal to treat adults with two types of invasive fungal infections (aspergillosis 
and invasive mucormycosis)

Source: US Government Accountability Office
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Will US FDA User Fee Reauthorization Bring More RATS?
SUE SUTTER  sue.sutter@informa.com

Congress should use the forthcom-
ing user fee reauthorization to both 
clarify and expand provisions in the 

21st Century Cures Act aimed at spurring 
development of regenerative medicines 
and targeted rare disease drugs, one in-
dustry lawyer believes.

The establishment of a designation pro-
cess and approval pathway for regenera-
tive advanced therapies in Cures should 
be broadened to gene therapies and other 
types of innovative treatments, Frank Sa-
sinowski, a director at Hyman, Phelps and 
McNamara, said at a Rare Disease Congres-
sional Caucus briefing March 2.

“This is a great tip of the spear, this is a 
good start, but we should expand it be-
yond just looking at cellular and tissue 
therapies,” he said.

He also urged Congress to expand the 
types of products covered by another 
Cures provision that allows sponsors of 
certain genetically targeted drugs to lever-
age data for approved products that used 
the same or similar technology platforms.

Sasinowski suggested the Prescription 
Drug User Fee Act (PDUFA) renewal of-
fers an opportunity for building on these 
existing Cures provisions. However, it’s un-
clear how much stakeholder support there 
would be for such a move given concerns 
about getting the user fee agreements 

through Congress and signed by President 
Donald Trump before FDA has to begin 
preparing for the Sept. 30 expiration of the 
current programs.

CLEARING THE WAY FOR 
ACCELERATED APPROVAL
The regenerative therapy provisions in 
Cures are aimed at ensuring that such 
treatments can qualify for some of FDA’s 
expedited regulatory pathways, including 
priority review and accelerated approval. 
The Cures language grew out of the RE-
GROW Act, which would have created 
a new regulatory pathway – a five-year 
conditional use period – for certain cell 
and tissue therapies. (Also see “Regulating 
Cell Therapies: Conditional Approval Under 
Consideration In Congress; FDA Plans Public 
Hearing” - Pink Sheet, 6 Jun, 2016.)

However, the REGROW provisions faced 
objections from FDA and others, which 
threatened to sideline final passage of 
Cures. Consequently, the regenerative 
medicine language in the final Cures bill 
was considerably toned down. (Also see 

“Regenerative Medicine In Cures: Condi-
tional Approval Dropped In Lieu Of ‘Break-
through’-Style Approach” - Pink Sheet, 1 
Dec, 2016.)

The measure gives FDA authority to desig-
nate a drug as a regenerative advanced ther-
apy (RAT) if it meets three criteria. (See box)

RATs may be eligible for accelerated ap-
proval based upon surrogate or intermedi-
ate endpoints reasonably likely to predict 
long-term clinical benefit, or data obtained 
from a meaningful number of sites, includ-
ing through expansion to additional sites, 
as appropriate. RATs receiving acceler-
ated approval may face less burdensome 
confirmatory study requirements than 
other types of drugs approved under the 
expedited pathway. Post-approval require-
ments may be fulfilled through:

 • Submission of clinical evidence, clini-
cal studies, patient registries or other 
sources of real-world evidence, such as 
electronic health records;

 • Collection of larger confirmatory data 
sets, as agreed upon; or

 • Postapproval monitoring of all pa-
tients treated with the therapy prior to 
its approval.

PREFERRING ARTS OVER RATS
Sasinowski made clear he would prefer to 
see a different acronym attached to the 
regenerative medicine provisions in Cures.

In codifying the term regenerative ad-
vanced therapies, Congress “made a mis-
take” in failing to take into consideration 
the resulting acronym, Sasinowski said. He 
urged FDA staff to instead use the term 
advanced regenerative therapies “so I can 
talk for the rest of my career about ART in-
stead of RATs.”

The statutory language 
on regenerative advanced 
therapy designation 
applies to cell and tissue 
therapies but does not 
expressly mention  
gene therapies.

Congress should expand the regenerative  
advanced therapies designation to include antisense 
oligonucleotides, Hyman Phelps’ Sasinowski said.
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GENE THERAPIES AND BEYOND
Nomenclature issues aside, Sasinowski 
said the regenerative medicine provisions 
are a step in the right direction toward en-
couraging accelerated approval for more 
rare disease treatments.

However, “this is very limited,” he said. 
“It’s just for cellular and tissue therapies. A 
lot of people coming in with platelet disor-
ders or Friedreich’s ataxia won’t have a cel-
lular or tissue therapy. I think Congress … 
should think about expanding this.”

One easy legislative fix would be a tech-
nical amendment to clarify that the provi-
sion also applies to gene therapies.

While gene therapies are not expressly 
mentioned in the statute, the Center for 
Biologics Evaluation and Research’s Office 
of Tissue and Advanced Therapies regu-
lates gene therapies in addition to cell 
and tissue therapies.

Even if Congress were to pass a “clean 

up” amendment clarifying that gene 
therapies are included, “a bigger issue is 
there are a lot more innovative, creative 
therapies than just cellular and tissue,” Sa-
sinowski said.

Sasinowski has worked with sponsors on 
the development of two recently approved 
rare disease drugs: Sarepta Therapeutics 
Inc.’s Duchenne muscular dystrophy drug 
Exondys 51 (eteplirsen) and Biogen Inc. 
and Ionis Pharmaceuticals Inc.’s Spinraza 
(nusinersen) for spinal muscular atrophy.

While both compounds are antisense 
oligonucleotides, they traveled very dif-
ferent roads to approval. Spinraza cleared 
FDA following a review that lasted just 
three months. In contrast, the Exondys 
review went beyond its extended user 
fee deadline and was the focus of intense 
disagreement within the agency as to the 
adequacy of the efficacy evidence. (Also 
see “Biogen Spinraza Approval: The Perfect 

Antidote To Sarepta Headlines?” - Pink Sheet, 
6 Jan, 2017.)

Speaking about the striking efficacy 
seen in the nusinersen clinical trial, which 
resulted in the study being stopped ear-
ly, Sasinowski said: “This is an advanced 
therapy, and Congress should think about 
expanding this special designation of RAT 
– please make it ART… to make it for other 
advanced therapies like antisense oligo-
nucleotides.”

RARE DISEASE DRUG 
PLATFORMS
Sasinowski also saw room for expand-
ing the Cures provision aimed at speed-
ing the approval of genetically targeted 
drugs for rare diseases. (See box).

The provision allows sponsors of a ge-
netically targeted drug or variant protein 
targeted drug to rely on data from an ap-
proved product, developed by or for the 
same sponsor, that uses the same or simi-
lar technology.

The measure defines a genetically tar-
geted drug as one that may result in the 
modulation of the function of a gene or 
its associated gene product and incor-
porates or uses a genetically targeted 
technology “comprising non-replicating 
nucleic acid or analogous compounds 
with a common or similar chemistry that 
is intended to treat one or more patient 
subgroups, including subgroups of pa-
tients with different mutations of a gene, 
with the same disease or condition.”

A variant protein targeted drug is de-
fined as one that modulates the function 
of a product of a mutated gene that is re-
sponsible, in whole or part, for a rare dis-
ease or condition, and is intended to treat 
one or more patient subgroups, including 
subgroups of patients with different muta-
tions, with the same disease or condition.

This provision, which would allow for 
subsequent product approvals based 
upon the same technology or develop-
ment platform, “could be applied to many 
more things,” like treatments for mito-
chondrial diseases, Sasinowski said.

“Congress has done a wonderful job” 
with Cures, Sasinowski said, calling it a 
great bipartisan effort. However, “there’s 
more work to do.”

C R I T E R I A  F O R  R AT  D E S I G N AT I O N

A drug is eligible for designation as a regenerative advanced therapy if it is:

1. A regenerative medicine therapy (Defined as including “cell therapy,  
therapeutic tissue engineering products, human cell and tissue products, 
and combination products using any such therapies or products, except 
for those regulated solely under section 361 of the Public Health Service 
Act and part 1271 of title 21, Code of Federal Regulations.”);

2. Intended to treat, modify, reverse or cure a serious or life-threatening 
disease or condition; and

3. Preliminary clinical evidence indicates it has the potential to address  
unmet medical needs for such a disease or condition.

TA R G E T E D  D R U G S  F O R  R A R E  D I S E A S E S

This provision is intended to:

1.  “Facilitate the development, review and approval of genetically targeted 
drugs and variant protein targeted drugs to address an unmet medical 
need in one or more patient subgroups, including subgroups of patients 
with different mutations of a gene, with respect to rare diseases or  
conditions that are serious or life-threatening; and

2. “Maximize the use of scientific tools or methods, including surrogate  
endpoints and other biomarkers, for such purposes.”
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GROWING LIST OF PDUFA  
ADD-ONS?
The proposals to expand the regenerative 
medicine and targeted rare disease drug 
provisions seemingly add to the growing 
list of measures that could become add-
ons to legislation reauthorizing the FDA 
drug and device user fee programs.

The House Energy and Commerce Com-
mittee’s consideration of the user fee mea-
sures kicked off with a March 2 health sub-
committee hearing on the biosimilar and 
generic drug programs. (Also see “Bill To 
Speed ANDA Approvals Gets Cool Reception 
From Industry, US FDA” - Pink Sheet, 2 Mar, 
2017.) A hearing on the Prescription Drug 
User Fee Act (PDUFA) and medical device 
user fee agreements is expected in the 

next few weeks.
Rare disease advocates are pushing to 

include in user fee legislation the recently 
reintroduced OPEN Act, which would pro-
vide six months of exclusivity to a sponsor 
that repurposes an existing treatment and 
obtains approval in a rare disease. (Also 
see “Rare Disease OPEN-ing In PDUFA Pos-
sible For Drug Repurposing Advocates” - Pink 
Sheet, 2 Mar, 2017.)

When asked whether it would support 
including expansions of the regenerative 
medicine and targeted rare disease treat-
ment provisions in PDUFA, the EveryLife 
Foundation for Rare Diseases said its fed-
eral legislative priority this year is to pass 
the OPEN Act.

The National Organization for Rare 

Disorders said it is not offering any pro-
posals to expand Cures’ regenerative 
medicine and targeted rare disease drug 
provisions in conjunction with the up-
coming user fee bill.

Supporters of the RACE for Children Act 
also see an opportunity for passage via 
the PDUFA route. RACE, which was rein-
troduced in the House and Senate on Feb. 
27, would require pediatric cancer studies 
based upon a drug’s molecular target and 
eliminate the pediatric study exemption 
for drugs approved in rare adult cancers. 
(Also see “Pediatric Drug Development A 
Priority For US FDA’s New Oncology Center 
Of Excellence” - Pink Sheet, 22 Feb, 2017.)  

Published online March 5, 2017

Shaping A Shkreli Bill:  
Voucher Abuse Solution May Stumble On FDA Effects
DERRICK GINGERY  derrick.gingery@informa.com

Efforts to prevent another Martin 
Shkreli-like abuse of FDA incentives 
are proving difficult, in part because 

of the potential effects on the US agency.
The Biotechnology Innovation Organi-

zation warned a proposed tweak to the 
tropical disease priority review voucher 
program intended to ensure a sponsor 
cannot simply purchase a drug already ap-
proved elsewhere and gain the US incen-
tive could take away some of the agency’s 
flexibility in its approval process.

The less-publicized provision in the Low-
er Drug Costs Through Competition Act 
also could wind up lengthening develop-
ment and increasing the cost to develop 
treatments in the sector. It would mandate 
that the tropical disease voucher-eligible 
application include “reports of new clinical 
investigations (other than bioavailability 
studies) essential to the approval of the ap-
plication and conducted or sponsored by 
the applicant,” according to bill text.

A priority review voucher allows the 
holder to obtain a priority review for any 

application it chooses. Sponsors of treat-
ments for certain neglected tropical dis-
eases like Zika can be eligible for such a 
voucher upon approval. (Also see “Voucher 
Does Not Guarantee A Priority Review, FDA 
Says” - Pink Sheet, 5 Oct, 2016.) Applica-
tions already must be for the prevention 
or treatment of a tropical disease and be 
deemed eligible for priority review, as well 
as have an active ingredient that has not 
been approved in any other application.

The bill’s co-sponsor, Rep. Kurt Schrader, 
D-Ore., said during a recent House En-
ergy and Commerce Health Subcommit-
tee hearing that the provision is meant 
to close a loophole in the priority review 
voucher program.

“Some bad actors have announced 
plans to access priority review vouchers by 
buying the rights to manufacture a drug 
from overseas and then bring it back to 
the US for approval without having to do 
any additional research or development,” 
Schrader said during the hearing, which 
covered the bill and FDA’s generic drug 

L E G I S L AT I O N

Mandating an 
application include 

new clinical data 
could be “taking 

away from FDA the 
ability to decide, on 
an application-by-

application basis, what 
data are needed to 

provide an approval for 
a drug,” said BIO’s Kay 

Holcombe.
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and biosimilar user fee programs.
Schrader argued that the tropical dis-

ease priority review voucher (PRV) pro-
gram is intended to incentivize new re-
search and new drugs for the US market, 
not simply the transfer of applications al-
ready approved overseas.

But Kay Holcombe, BIO senior VP of sci-
ence policy, told Schrader that mandating 
an application include new clinical data 
could be “taking away from FDA the ability 
to decide on an application-by-application 
basis, what data are needed to provide an 
approval for a drug.”

Holcombe argued that a sponsor could 
have obtained approval outside the US 
first in a country where the tropical disease 
is prevalent and seeks US approval later to 
make the drug available to Americans trav-
eling overseas.

“If there have been legitimate good, sol-
id clinical studies that already have been 
done that are applicable to the US patients 
who are affected by this condition, FDA 
will decide that maybe we don’t need ad-
ditional clinical studies,” she said. “If FDA 
has a different view, then of course they 
should be able to say to the company, you 
need to do new studies.”

Indeed, forcing a sponsor to conduct 
more clinical studies could send costs high 
enough that development may be tough-
er to justify, even with the voucher.

Sponsors have chased vouchers be-
cause they have been selling for hundreds 
of millions of dollars, which can serve as 
an unrestricted stimulus for a company. 
But voucher prices have been dropping in 
recent months as more become available. 
(Also see “Gilead Buys Its Third Priority Re-
view Voucher, But Is The Mania Over?” - Pink 
Sheet, 21 Feb, 2017.)

WILL HOUSE PASS A  
SHKRELI BILL?
Schrader’s intent with the provision is 
most likely another attempt at deal-
ing with recent high-profile drug price 
increases. Martin Shkreli, the infamous 
“pharma bro,” had said after KaloBios 
Pharmaceuticals Inc. acquired benznida-
zole, an older Chagas disease treatment, 
that he planned to use it to seek a tropical 
disease voucher. (Also see “Shkreli’s Empire 

Collapses: KaloBios Seeks Bankruptcy Pro-
tection” - Scrip, 31 Dec, 2015.)

Shkreli became the face of anger over 
the drug pricing issuewhen he engi-
neered Turing Pharmaceuticals AG’s 
price increase for Daraprim, and lawmak-
ers raised the voucher program as poten-
tially helping the so-called bad actors. 
(Also see “PRVs Revisited During Drug Pric-
ing Hearing: FDA Still Doesn’t Like Them” - 
Pink Sheet, 5 Feb, 2016.)

Holcombe did not bring up cost in the 
exchange, and Schrader said he wants 
FDA to have the final say “using whatever 
appropriate studies are out there.”

Schrader’s bill aims to addresses drug 

pricing concerns buy creating a priority 
review pathway and voucher program for 
some generics, but those proposals have 
been meet with skepticism by FDA and 
ANDA sponsors. (Also see “Bill To Speed 
ANDA Approvals Gets Cool Reception From 
Industry, US FDA” - Pink Sheet, 2 Mar, 2017.)

BILL AMONG MANY 
CANDIDATES FOR USER FEE 
PACKAGE
Nevertheless, Schrader’s bill, co-sponsored 
by Rep. Gus Bilirakis, R-Fla., and others, ap-
pears to be a candidate for the upcoming 
user fee legislative package, which will in-
clude reauthorizations of the prescription 
drug and medical device fee programs, as 
well as those for generics and biosimilars.

The package remains in the early stages 
of its development and could wind up en-
compassing a number of other FDA-relat-
ed issues, but it seems that drug pricing 
will be one of them.

Rare disease advocates also are pushing 
a bill that would grant additional exclusiv-
ity for drugs repurposed for orphan indica-
tions (Also see “Rare Disease OPEN-ing In 
PDUFA Possible For Drug Repurposing Ad-
vocates” - Pink Sheet, 2 Mar, 2017.), but that 
legislation may be open to the same criti-
cism over pricing and incentive abuse that 
is being leveled against Shkreli and others.

Indeed, orphan drugs are increasingly 
being seen as a big pricing problem. Law-
makers want answers from Marathon 
Pharmaceuticals LLC about their pricing 
of Emflaza (deflazacort), a corticosteroid 
previously available for years in Europe 
that was recently approved by FDA for use 
in Duchenne muscular dystrophy. 

The company received orphan exclusiv-
ity as well as a rare pediatric disease prior-
ity review voucher, and priced the product 
much higher than it cost US patients to 
import (Also see “Marathon’s High-Priced 
Window May Not Stay Open Long” - Scrip, 
13 Feb, 2017.). Amid the anger and pres-
sure, Marathon chose to hold its product 
launch. (Also see “Amid Pricing Criticism, 
Marathon ‘Pausing’ Emflaza Launch” - 
Scrip, 13 Feb, 2017.)  

Published online March 6, 2017

L E G I S L AT I O N

Rep. Schrader said  
the tropical disease

priority review voucher 
program is intended 

to incentivize new 
research and new drugs 

for the US market,
not simply the transfer 
of applications already

approved overseas.

Martin Shkreli
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EU Study Revives Industry Attacks On Promotion  
Of Off-Label Use To Save Money
IAN SCHOFIELD  ian.schofield@informa.com

Three European pharmaceutical industry bodies, EFPIA, EU-
COPE and EuropaBio, have taken the opportunity afforded 
by a new European Commission study to express again their 

“strict opposition” to promoting off-label uses of authorized medi-
cines for financial reasons.

The study is intended to provide a factual analysis of the current 
situation regarding off-label prescribing in the EU member states, 
including the various drivers of off-label use such as product short-
ages, withdrawals of products or indications, and government 
policies to keep drug costs down. 

While it was not intended to put forward any particular propos-
als as to current or future practices, the industry bodies are clearly 
disappointed that the study did not explicitly take issue with the 
question of off-label usage for financial reasons. They say it “ac-
knowledges that, beyond purely therapeutically motivated deci-
sions, off-label use of medicines at the healthcare system level can 
also be driven by financial reasons.”

They accept that off-label medicines can be prescribed by physi-
cians to address a patient’s concrete medical needs with his or her 
consent, but state that “we strictly oppose the promotion of off-
label use for economic reasons which contradicts the EU principle 
that the protection of public health must unquestionably take pre-
cedence over economic considerations.”

The three bodies have been campaigning against such practices 
for some time, and in 2015 complained to the commission about 
the French law that allowed Roche’s anticancer Avastin (beva-
cizumab) to be reimbursed for the non-approved indication of 
age-related macular degeneration under a “temporary use recom-
mendation” (RTU) despite the availability of Novartis’ authorized 
(but much more expensive) drug Lucentis (ranibizumab). They had 
earlier taken similar action over Italian off-label legislation passed 
in May 2014. (Also see “Drug Industry Calls For EU Action Against 
French Off-Label Law” - Pink Sheet, 1 Sep, 2015.)

They will have been further disheartened by last month’s deci-
sion by the Conseil d’Etat, France’s highest administrative court, to 
reject attempts by Novartis and Roche to annul the French RTU for 
Avastin. (Also see “Roche, Novartis Lose French Court Battle Over Off-
Label Use Of Avastin In AMD” - Pink Sheet, 6 Mar, 2017.)

THE STUDY FINDINGS
The commission put out a tender for the off-label study in 2014 on 
the back of an October 2013 Resolution from the European Parlia-
ment, the brief being to look at the public health aspects of off-
label use (particularly patient safety), the prevalence and incidence 
of such use, and the national regulatory and other frameworks that 
govern this area of prescribing.

In particular, the authors were to examine the drivers of off-

label use in the various EU markets, including the lack of au-
thorization of certain therapeutic indications and the cost of 
authorized medicines.

Described by the commission as a “stock taking exercise with 
analytical elements,” the study was produced by authors from the 
Dutch National Institute for Public Health and the Environment, 
Nivel (the Dutch institute for health services research) and the Eu-
ropean Public Health Alliance (EPHA), using information obtained 
from member state authorities and other stakeholders.

Generally speaking, the study says that data from scientific lit-
erature show that the prevalence of off-label use in the EU is par-
ticularly high within the pediatric population, that it covers a broad 
range of therapeutic areas, and that it is common practice for many 
prescribers in both the hospital and the outpatient settings.

While it is not possible to draw an accurate comparison of preva-
lence figures between the various EU member states, it is “appar-
ent that the majority of, if not all, EU member states are faced with 
off-label use of medicinal products to some extent,” it says.

According to the literature, the clinical areas of interest regard-
ing off-label use are mainly oncology/hematology, psychiatry and 
rheumatology, which represent “unmet medical needs” and were 
also mentioned by all stakeholder groups.

“ The majority of, if not all, EU member 
states are faced with off-label use of 
medicinal products to some extent”  
– European Commission report
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DRIVERS OF OFF-LABEL USE
As for the drivers of off-label use, the study notes that there are 
limited incentives for the pharmaceutical industry to extend the 
labeling of existing medicinal products. The EU legislation allows 
for an extra year of market protection if a new indication is reg-
istered in the first eight years after a marketing authorization has 
been granted, provided the new indication brings significant clini-
cal benefit over existing therapies.

However, it points out that off-label sales will continue without 
the need for the company to invest in such a new indication, and 
that specifically for off-patent products, generic competition and/
or a low product price have a negative impact on return for invest-
ments in new indications.

Other drivers include post-approval events such as a product’s 
withdrawal from the market, pricing and reimbursement, aspects 
connected with the work of healthcare professionals, and patient 
related factors.

An important driver at the patient and healthcare profession-
al level is “the fact that there is sometimes no other choice than 
prescribing off-label. In specific cases, it is not a single driver, but 
rather a combination of drivers that provoke off-label use. Drivers 
may also change during the life cycle of a medicinal product that 
is used off-label.”

Another element that was mentioned mainly by regulators and 
policy makers consulted for the study was the fact that off-label 
use can contribute to the sustainability of healthcare systems. 
However, stakeholders saw some disadvantages when economic 
reasons take precedence, such as “friction between national au-
thorities and the pharmaceutical industry.”

The issue of liability in case of negative consequences of off-label 
use was also a concern for a wide range of stakeholders.

POLICY TOOLS
The study looked at some examples of policy tools used by na-
tional authorities to promote off-label use, including the French 
RTU scheme and the Hungarian system where prescribers or their 
organizations have to ask for permission to prescribe a product off-
label. It also examined measures to regulate reimbursement – for 
example, France and Italy explicitly allow for the reimbursement of 
off-label use also when on-label, authorized or not strictly identical 
alternatives are available.

In EU member states without specific policy tools on off-label 
use, the study found that the “dominant view is that off-label use is 
an issue to be dealt with at the level of the prescriber rather than at 
the regulatory or healthcare system level.”

A key part of the research was looking at the actions that could 
be taken by the EU and national authorities on off-label use. The 
following ideas for actions at EU level were raised by a number of 
stakeholders:

 • Provide guidance for member states, for example by develop-
ing general advice on off-label use to underpin the develop-
ment of national guidelines, for example on the elements to be 
included in treatment guidelines in case of off-label use.

 • Create and enhance incentives for pharmaceutical companies 
to register new indications and other modalities (such as dosing, 
formulation) for existing products, taking into account the re-
wards offered by EU legislation such as the Paediatric Regulation, 
the Orphan Medicinal Product Regulation and the extra year of 
market protection for new indications of authorized drugs.

 • Explore the possibility of including other evidence than indus-
try-based randomized controlled trials (RCTs) for the approval of 
off-label indications and the conditions under which this might 
be possible, such as evidence from monitoring patient cohorts, 
routine patient registries and reporting of adverse events.

At national level, stakeholders suggested that member states could:

 • Ask prescribers to apply for permission to prescribe off-label 
with the competent authority. This authority could then evalu-
ate the evidence on efficacy and safety, thus offering a balance 
between the benefits and risks of off-label use for patients.

 • Use reimbursement measures to influence on off-label use, for 
example where the off-label product is not reimbursed: some-
times an off-label product is reimbursed while its on-label com-
petitor is not, the study notes.

INDUSTRY CRITICISM FOCUSES ON COST AS DRIVER
In their response to the report, the three industry bodies expand 
upon their opposition to off-label use for financial purposes. 
Among other things they note that the study mentions the lack 
of incentives for pharma firms to extend the labeling of existing 
products as a driver of off-label use, but say that it is “important 
to note that, from our point of view, this trend is reinforced by the 
promotion of off-label use for economic reasons by governments.”

Pharmaceutical companies may be less ready to invest in “costly 
and lengthy” clinical development and authorization processes for 
a given indication “if public authorities promote the use of cheaper 
off-label medicines that have not been subject to the same strin-
gent safety and efficacy assessments as existing on-label medi-
cines, for financial reasons,” they declare.

They acknowledge that the report “highlights the negative im-
pact of off-label use for the regulatory system” in that such use 
“creates uncertainties regarding the liability of healthcare pro-
fessionals, undermines the EU market authorization process and 
discourages R&D.”

“ The reimbursement of off-label 
medicines for economic reasons 
when on-label products exist is not  
an acceptable policy option”
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However, they continue, “we regret the lack of emphasis in the re-
port on the fact that off-label use poses additional risks for patient 
safety which appear all the more unacceptable when alternative 
on-label treatments are available and not used for financial reasons.”

“The clear consequence of not controlling the promotion of eco-
nomic off-label use is the institutionalization of double standards 
regarding the documented risks and benefits of medicines,” they say.

“On the one hand, the regulatory process imposes strict regula-
tions to ensure the safety and efficacy of medicines available on 
the market; on the other hand, off-label use for economic reasons 
overrides the regulatory approval process by promoting medicines, 
which have not been subject to those stringent requirements.”

The report argues that one of the advantages of off-label use for 
healthcare systems is that “budget control at member state level 
and the sustainability of healthcare systems can be achieved by 
prescribing a cheaper off-label option.”

But the industry bodies say that while they “fully recognize the 

affordability challenges faced by healthcare systems under pres-
sure from rising healthcare demand and are working with national 
stakeholders to find appropriate solutions, we cannot accept mea-
sures that could compromise public health.”

Noting the policy options that have been proposed at EU or 
member state level to address off-label use, they say that in light 
of some of the measures presented in the report, “we would like to 
emphasize the fact that the reimbursement of off-label medicines 
for economic reasons when on-label products exist is not an ac-
ceptable policy option.”

“We therefore call on decision makers to put patients’ safety 
and the integrity of the regulatory regime first and not to support 
measures that would set double standards in terms of regulatory 
requirements for on-label medicines and off-label medicines.”  

From the editors of Scrip Regulatory Affairs. Published online March 
6, 2017

Safety Review For Upset Stomach, Hangover OTCs 
Reconsiders Science
MALCOLM SPICER  malcolm.spicer@informa.com

FDA advisory committees’ upcoming 
discussion of the safety of OTC anal-
gesic combination products for upset 

stomach and hangover indications is an 
example of scientific advances compelling 
the agency to reconsider ingredients long 
available under a monograph.

The Nonprescription Drugs and Drug 
Safety and Risk Management advisory com-
mittees will meet in a joint session April 
4 to discuss the safety of antacid/aspirin 
products and other OTC nonsteroidal anti-
inflammatory drugs and acetaminophen 
products even though the US agency since 
2010 has required a warning statement 
about the risk of serious bleeding, including 
in the stomach and gastrointestinal tract, in 
the products’ Drug Facts labels.

“Despite the warning, the FDA has con-
tinued to receive reports related to this 
serious safety issue, including reports of 
patients requiring blood transfusions,” said 
Tralisa Colby, a Center for Drug Evaluation 
and Research spokeswoman.

A Drug Safety Communication CDER 
published in June 2016 stating that the use 

C O N S U M E R  P R O D U C T S

Although a June 2016 Drug Safety Communication 
noted aspirin-containing antacid products used for 
upset stomach, CDER determined safety also should 
be discussed for the hangover indication on labels 
for the same products.
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of OTC aspirin-containing antacid products 
indicated to treat heartburn, sour stom-
ach, acid indigestion or upset stomach is 
associated with internal bleeding also did 
not stem the submission of adverse event 
reports to the agency. (Also see “OTC Ant-
acid/Aspirin Bleeding Risk Raises Concerns 
At CDER” - Pink Sheet, 13 Jun, 2016.)

CDER also stated in the DSC that it 
planned to convene an advisory commit-
tee meeting for recommendations on po-
tential requirements to change labeling for 
the products or their formulations allowed 
under the agency’s monograph program. 
The products are available under FDA’s 
OTC monographs for internal analgesics, 
antacid, overindulgence and stimulant.

Although the DSC noted aspirin-con-
taining antacid products used for upset 
stomach, CDER determined safety also 
should be discussed for the hangover indi-
cation on labels for the same products.

The agency added the overindulgence in-
dication for internal analgesics and antacids 
in a 1991 tentative final monograph for their 
use in products generally recognized as safe 
and effective for the relief of symptoms as-
sociated with overindulgence in alcohol or 
food. The center also that year proposed 
amending the stimulant monograph to 
include GRASE ingredients for the relief of 
symptoms associated with a hangover.

In a series of rulemakings in 1991, mono-
graph antacids added the indication over-
indulgence in food and drink; antacid-an-
algesic combination products added that 
indication and the hangover relief indication; 
and analgesic-caffeine combination prod-
ucts added the hangover relief indication.

CDER’s Colby pointed out “the lengthy 
history of the monograph and its resulting 
complex nature” rendered the upset stom-
ach and hangover “interwoven – one cannot 

address one without affecting the other.”

MORE QUESTIONS EMERGE 
WITH HISTORY
The history of the monographs since the 
1991 proposals also has brought additional 
questions to the fore about the ingredients.

“Given the advances in science in the 
past 26 years regarding use of analgesic in-
gredients, the agency determined that an 
advisory committee is needed to discuss 
these important safety issues that affect 
the health of Americans,” Colby said.

CDER officials have made the same point 
about other monograph ingredients, say-
ing that reconsidering ingredients already 
available under monographs is a notable 
reason that the program has stalled.

FDA’s history with the monograph pro-
gram has shown that the agency could not 
list all conditions or indications for an in-
gredient in a regulation and expect those 
decisions to remain correct forever.

Medical science findings about drugs 
continue to change after an ingredient is 
approved for use as an Rx or OTC product 
indicated for certain conditions. The ad-
ditional information, CDER officials say, 
could prompt additional reviews and lead 
to changes in a drug’s formulation or indi-
cation, or whether it is even approved for 
use in the US.

The center has noted, for example, that 
knowledge about pediatric dosing of OTC 
medicines and how children can experi-
ence different effects from drug ingredi-
ents has evolved significantly since the 
monograph process began in 1971. How-
ever, the monograph process does not 
support updates to address developing 
science concerning safe use of OTCs and 
potential warnings that could be added to 
labels. (Also see ““No End In Sight” For Com-

pleting OTC Monographs – CDER Director 
Woodcock” - Pink Sheet, 26 Mar, 2014.)

Moreover, when it began the program, 
FDA expected to complete all monographs 
by 2000, but 25 of the 80 planned mono-
graphs remain in tentative final mono-
graph stages, and a separate rulemaking is 
required to finalize each one.

The requirement for agency notices and 
periods for public comment during multi-
ple stages of a rulemaking for monographs 
and other federal programs gives the pri-
vate sector opportunities to minimize the 
impact of additional or amended regula-
tions and the White House’s Office of Infor-
mation and Regulatory Affairs must analyze 
all rulemakings on their costs and benefits. 
Those components slow federal agencies’ 
additions or changes to their regulations.

The OTC drug review process allows firms 
to market products without premarket clear-
ance as long as the products are formulated 
and manufactured according to standards 
in the associated monograph. Non-mono-
graph OTCs are approved through new drug 
applications, usually for ingredients being 
switched from Rx to nonprescription status 
and less often for different formulations or 
combinations of OTC ingredients.

CDER opened a docket – FDA-
2017-N-0965 – for public comment on 
the NDAC/DSRAM joint meeting at the 
Tommy Douglas Conference Center in Sil-
ver Spring, Md., and will accept comments 
through April 3; comments received by 
March 21 will be provided to the com-
mittees and others will be considered the 
agency. (Also see “OTC Hangover Remedy 
Safety On Tap For FDA Advisory Commit-
tees” - Pink Sheet, 3 Mar, 2017.)  

From the editors of The Tan Sheet. Published 
online March 7, 2017
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Tylenol First To Move On Single Dosage For 
Children’s Acetaminophen
EILEEN FRANCIS  eileen.francis@informa.com

Johnson & Johnson narrows its pediatric Tylenol tablet line to a 
160mg dose, in line with an FDA advisory panel’s recommen-
dation and likely with other children’s acetaminophen product 

manufacturers to follow. 
Solid-dose pediatric Tylenol products will be available only as 

160mg scored chewable tablets branded Children’s Tylenol Chew-
ables with dosing instructions for children 2 to 11 years of age, said 
a J&J spokesperson in a March 7 email. 

According to an entry updated Jan. 17 in the National Library 
of Medicine’s online database of drugs marketed in the US, front-
of-package labeling for Children’s Tylenol Chewables packages in-
cludes the statement “New Strength & Directions.” The product is 
available in grape and bubblegum flavors.

J&J previously marketed Tylenol tablets in two dosages indicat-
ed for pediatric use: 80mg Children’s Tylenol for children ages 2 to 
11 and 160mg “Jr Tylenol” for children 6 to 11. The American Phar-
macists Association reported recently that J&J sent letters advising 
pharmacists to counsel consumers on the change and that some 

of the 80mg dosage may remain available in stores and online.
The Consumer Healthcare Products Association says other man-

ufacturers of children’s acetaminophen tablets and other solid oral 
formats already are changing the dosage to 160mg.

The change stems from an FDA joint advisory panel recommen-
dation in 2011 to move all solid single-ingredient oral children’s ac-
etaminophen products to a single strength. The panel maintained 
the more options available, the higher the risk for dosing errors. 
(Also see “Acetaminophen Panel Recommends Standardizing Solid 
Dose Strength” - Pink Sheet, 23 May, 2011.)

“Manufacturers are moving toward single dosage, but the time-
line is different for each and the goal is to avoid any possible kind 
of consumer confusion,” said CHPA Senior VP Communications & 
Regulatory Affairs Anita Brikman.

Other children’s acetaminophen products include Prestige 
Brands Holdings Inc.’sLittle Remedies line and private label or store 
brand versions made by Perrigo Co. PLC and other manufacturers.

At the 2011 FDA advisory panel, J&J executives argued that a 
single-strength children’s chewable was not warranted because 
the firm received few calls on clarification of the 80mg and 160mg 
sizes. They said if the drug were available in an 80mg dose only, 
older children would need to take six tablets for an adequate dose, 
which would not be a good dosing behavior for children. Con-
versely, a larger dose would require consumers to split tablets to 
administer a smaller dose if needed.

The company moved forward on the recommendation any-
way, following a similar approach it and other manufacturers 
used for liquid acetaminophen products. FDA recommended in 
a 2014 draft guidance that to reduce confusion over multiple 
pediatric formulations of acetaminophen-containing products 
with varying concentrations, all pediatric single-ingredient ac-
etaminophen liquids should have a concentration of 160mg of 
the ingredient per 5mL. (Also see “Draft Pediatric Acetaminophen 
Guidance Drills Down With Details To Cut Overdose Risk” - Pink 
Sheet, 15 Oct, 2014.)

At that time, CHPA noted that manufacturers in 2011 standard-
ized the concentration of OTC liquid acetaminophen products to 
160mg/5mL formulations and all other concentrations had been 
phased out.

The 2011 FDA advisory panel also recommended weight-
based dosing for children’s acetaminophen products, rather 
than the age-based dosing used at that time; that change has 
been universally implemented to products. (Also see “Pediatric 
Acetaminophen Panel Debates Execution Of Dosing Changes” - 
Pink Sheet, 25 May, 2011.)  

From the editors of The Tan Sheet. Published online March 8, 2017
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Front-of-package labeling for Children’s 
Tylenol Chewables (160mg), which  

J&J recently made its single pediatric 
Tylenol dose, includes the statement 

“New Strength & Directions.”  
National Institutes of Health’s NLM
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Amgen Alleges ‘Massive Conspiracy’ By Employees  
Who Joined Coherus And KBI
BRENDA SANDBURG  brenda.sandburg@informa.com

Amgen Inc. claims that Coherus 
BioSciences Inc. and its manu-
facturing partner KBI Biopharma 

Inc. hired approximately a hundred for-
mer Amgen employees, at least eight of 
whom allegedly stole Amgen trade se-
crets via USB drives. 

Amgen’s trade secret theft suit against 
Coherus, KBI, and its former employees 
was filed on March 3 in California Superior 
Court in Ventura County. Coherus revealed 
the filing of the suit in a March 6 press re-
lease but the complaint was not immedi-
ately available. (Also see “Biosimilar Trade 
Secrets: Coherus Hiring Of Amgen Exec Leads 
To Theft Suit” - Pink Sheet, 6 Mar, 2017.)

The suit reveals the breadth of allega-
tions and the number of former employ-
ees alleged to have taken Amgen trade 
secrets in a scheme to unfairly compete 
against Amgen’s Neulasta (pegfilgrastim), 
a blockbuster drug used to treat the side 
effects of chemotherapy. Coherus’ ap-
plication for its proposed biosimilar to 
Neupogen, CHS-1701, is pending at FDA 
with a user fee goal date of June 9. 

“This lawsuit is about a massive con-
spiracy by disloyal former Amgen em-
ployees who, instead of competing fair 
and square in the marketplace, have 
repaid decades of training and nurtur-
ing by Amgen with a concerted effort to 
steal Amgen’s trade secrets and siphon 
off its talent,” the complaint states.

The suit names Howard Weiser, former 
executive director of oncology national 
accounts who retired from Amgen in 
January 2017 and is now an executive di-
rector at Coherus, as a defendant along 
with unnamed former employees, identi-
fied as Does 1-20.

The complaint says Weiser, who joined 
Amgen in 1992, took at least six USB 
drives with him, at least one of which 
contained dozens of confidential and 
propriety documents reflecting Amgen’s 
pricing and contracting strategies for dif-

ferent customer accounts and the antici-
pated discounts necessary to ensure the 
accounts were not lost to competitors. It 
also says that Weiser repeatedly refused 
to sign a termination certificate to con-
firm that he had not taken any confiden-
tial information.

“The materials stolen by Weiser disclose 
Amgen’s actual or potential discounts, 
thus allowing Coherus to undercut Am-
gen’s discounts by the narrowest of mar-
gins, down to the dollar,” the complaint 
says. Without the injunction requested by 
Amgen “Coherus will be able to unfairly 
use Amgen’s strategic pricing and con-
tracting documents to negotiate more 
effectively with current Neulasta custom-
ers and undercut Amgen’s position in the 
market and its market share.”

CALL LOGS SHOW 
RECRUITMENT OF FORMER 
COLLEAGUE, SUIT SAYS
The complaint says that on Feb. 13, Amgen 
demanded that Weiser return the USB drives 
with Amgen data and that he deleted the 
contents of two of the drives and returned 
them to Amgen. The suit says that after 
learning of Weiser’s destruction of evidence, 
Amgen contacted employees at Coherus 
and former employees of Coherus and KBI 
seeking more than 55 USB drives it believed 
contained Amgen trade secrets and con-
fidential information and that two former 
Coherus and KBI employees responded and 
returned thousands of Amgen files.

It is not unusual for companies to file 
trade secret theft suits against former em-
ployees. Perkins Coie tracks state and federal 

L I T I G AT I O N

“ This lawsuit is about a massive conspiracy by 
disloyal former Amgen employees” who have 
“repaid decades of training and nurturing by Amgen 
with a concerted effort to steal Amgen’s trade 
secrets and siphon off its talent,” complaint says.
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filings and believes plaintiffs filed more than 
1,500 trade secret cases last year, about 80% 
of which involved departing employees. 
Pfizer Inc. filed one such case last month 
against its former global marketing director. 
(Also see “Ex-Pfizer Employee Overseeing Xe-
ljanz Global Marketing Sued For Trade Secret 
Theft” - Pink Sheet, 1 Mar, 2017.)

But Amgen’s suit is apparently the first in 
the high stakes biosimilars arena. Innovator 
and biosimilar sponsors have been battling 
over the interpretation of the Biologics Price 
Competition and Innovation Act and claims 
of patent infringement. But Amgen alleges 
Coherus stole trade secrets to obtain a com-
petitive advantage.

Amgen says it believes at least eight for-
mer Amgen employees who work at Co-
herus or KBI failed to return USB drives and/
or other materials containing Amgen trade 
secrets and other confidential information.

“Although the full scope of the misappro-
priation and harm is not yet known and will 
not be completely determined until after 
discovery is obtained, Amgen has already 
learned that the stolen information on the 
USB drives includes, at least, sensitive Amgen 
standard operating procedures, laboratory 
notebook pages, validated analytical meth-
ods, method development reports, specifica-
tions, documents reflecting process optimi-
zation work, cost calculators, and pricing and 
contracting strategies,” the complaint says.

Amgen also alleges that Coherus induced 
former Amgen employees to breach their 
one-year obligation not to solicit any Am-
gen employee to leave Amgen. For example, 
the suit alleges that James Hassard, who left 
Amgen in November 2016 and became vice 
president of marketing at Coherus, solicited 
Weiser to come to work for Coherus.

The complaint says that on Nov. 10, 2016, 
Weiser visited Coherus’ website and began 
a series of telephone calls with Hassard and 
Rebecca Sunshine, the VP of human resourc-
es at Coherus. It says that based on call logs, 
Hassard spoke on the phone with Weiser for 
74 minutes on Nov. 12, 2016. And it says that 

same day, Weiser copied a desktop folder 
and a subfolder called “Neulasta Deep Dive” 
onto a USB device.

Shashank Upadhye, of Amin Talati Upad-
hye LLP, said it is unusual to see a master 
conspiracy in hiring employees away from 
another company. The question is going to 
be what do the facts show and is there a pat-
tern of misconduct, he said. A company like 
Amgen is “going to have done their forensic 
analysis to insulate themselves from poten-
tial backlash.”

Upadhye, a former attorney at Apotex 
Inc., said the complaint will also act to scare 
former employees. If the complaint says “ ‘I 
gotcha,’ what is your defense going to be? 
Because the computer forensics don’t lie.” 

INJUNCTION SOUGHT ON 
COHERUS BIOSIMILAR 
COMPETITION
Coherus was founded in 2010 by Coherus 
President and CEO Denny Lanfear, who 
was at Amgen from 1986 to 1999 where 
he worked on manufacturing processes 
for Neupogen (filgrastim) and Neulasta. 
The complaint says that since early 2014, 
Coherus and KBI have targeted and hired 
dozens of former Amgen employees, 
including many with deep technical or 
commercial knowledge about Neulasta 
and Neupogen. It claims Coherus and KBI 
have encouraged former Amgen employ-
ees to retain and disclose valuable Amgen 
trade secrets.

The complaint names six other individu-
als besides Weiser who worked at Amgen 
and allegedly misappropriated Amgen’s 
confidential and/or trade secret materials. 
They include Karen Miller, who was the 
chemistry and manufacturing controls 
lead for Neulasta and the analytical lead 

for Neupogen and Neulasta. She left Am-
gen on Jan. 4 and became VP of process 
sciences at Coherus. Amgen alleges that 
she failed to return four USB devices that 
had been connected to her Amgen com-
puter, including at least one which con-
tained a draft section of a BLA for Neulasta 
and other confidential materials related to 
Neupogen and Neulasta.

The suit says Amgen contacted each of 
the six former employees on Feb. 23 and 
requested that they return USB devices. 
The complaint says four of them have not 
done so and two of them returned only 
one device.

Amgen’s complaint claims unfair com-
petition under California’s business and 
professions code, misappropriation of 
trade secrets, breach of contract, breach 
of duty of loyalty, aiding and abetting 
breach of duty of loyalty, and tortious in-
terference with contract.

The company seeks a court order requir-
ing the defendants to immediately return 
all property or information belonging to 
Amgen and a permanent injunction pre-
venting them from obtaining, using or dis-
closing any of Amgen’s confidential docu-
ments or information.

Amgen also seeks a permanent injunc-
tion enjoining Coherus and KBI from un-
fairly competing against Neulasta with 
CHS-170 until “they have been cleansed 
of all of Amgen’s trade secrets and other 
confidential information and until the ad-
vantages that Coherus and KBI obtained as 
a result of their unfair, unjust, and unlawful 
conduct are eliminated.”

Coherus said in its March 6 release that 
it believes the suit is without merit and will 
vigorously defend against it. “Coherus be-
lieves this lawsuit is best understood as an 
effort by Amgen to use baseless litigation 
in an effort to delay Coherus as a competi-
tor in the pegfilgrastim market,” Lanfear 
said in the release.  
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Amgen is “going to have done their forensic analysis 
to insulate themselves from potential backlash” 
– Shashank Upadhye, of Amin Talati Upadhye LLP

L I T I G AT I O N

Howard Weiser repeatedly refused to sign a 
termination certificate to confirm that he had not 
taken any confidential information, Amgen says.
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Recent And Upcoming FDA Advisory Committee Meetings
TOPIC ADVISORY COMMITTEE DATE

Strain selection recommendations for influenza virus vaccines for the 2017-2018 
flu season

Vaccines and Related Biological 
Products

March 9

Premarketing and postmarketing data about the abuse of Endo’s Opana ER 
(oxymorphone extended-release), and abuse of generic extended-release and 
immediate-release oxymorphone products

Drug Safety and Risk  
Management; Anesthetic and 
Analgesic Drug Products

March 13-14

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

Pharmaceutical Science and 
Clinical Pharmacology

March 15

Safety issues associated with over-the-counter analgesic combination products 
used for upset stomach (i.e., heartburn, nausea, fullness, belching, gas, acid 
indigestion, and/or sour stomach) and hangover indications under the Internal 
Analgesic and Antacid monographs; discussion of the hangover indication under 
the Overindulgence, Internal Analgesic and Stimulant monographs

Nonprescription Drugs; Drug 
Safety and Risk Management

April 4
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