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FDA Gives Congress Reprieve On 
Deadline For Passing User Fee Bill
DERRICK GINGERY  derrick.gingery@informa.com

In a memo sent to all employees July 24, 
Gottlieb said the agency has determined 
that it will not send reduction in force (RIF) 

notices on Aug. 1 to employees that could 
lose their jobs if the FDA Reauthorization 
Act (FDARA) is not enacted by Oct. 1. Le-
gally, FDA must tell employees who are sup-
ported by user fee revenue at least 60 days 
in advance that they could be let go.

Gottlieb wrote that “because we can rea-
sonably expect that there will be timely re-
authorization of the user fee programs by 
Congress by Sept. 30, we do not anticipate 
initiating the process of making a deter-
mination regarding potential RIF notices 

unless and until Sept. 30 passes without 
reauthorization.”

Indeed, there are no indications that 
FDARA will not be enacted prior to the 
user fee programs’ expiration this fall, even 
though President Trump does not like 
some provisions in the bill. (Also see “White 
House Slams Generic Exclusivity Provisions In 
User Fee Bill” - Pink Sheet, 14 Jul, 2017.)

Stakeholders have repeatedly warned 
legislators that delaying reauthorization of 
the user fee programs beyond the 60-day 
deadline could be disastrous for agency 
morale and cause many to seek employ-
ment elsewhere. (Also see “FDA’s No Com-

ment On Budget Plans Leaves Awkward 
Void” - Pink Sheet, 23 Mar, 2017.)

But FDA’s decision also may have re-
lieved the Senate of the pressure that 
had been building to complete consider-
ation of the bill before it departs on its 
August recess.

Some Senators now may feel there is 
more time to consider bill changes. David 
Rosen, a partner at Foley and Lardner, who 
also held several positions at FDA, said in 
an interview that most still likely want to 
get the bill done soon.

Rosen also said Gottlieb would not be 
telling employees about his plans unless 
the agency was “comfortable that they have 
assurances that the bill is going to pass.”

(For the latest on what the Trump admin-
istration means for FDA and the pharma-
ceutical industry, tune in to the Pink Sheet’s 
free webinar on July 26.)

Repeal and/or replacement of the Af-
fordable Care Act remains the top priority. 
Senators voted July 25 to proceed to de-
bate on that bill.

FDARA is expected to gain floor time af-
ter health care reform bill debate ends. Ma-
jority Leader Mitch McConnell, R-Ky., also 
has signaled that the Senate will extend its 
session into August, in part to deal with the 
health care reform.

Gottlieb wrote that he hopes that time 
will be used to “make progress” toward en-
acting FDARA as well.

But if the bill is not completed before the 
recess begins, it will not come up again un-
til after Sept. 4, leaving less than a month 
to pass it.

FDARA is  
expected to gain 
floor time after 
health care reform 
bill debate ends.
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House and Senate leadership have 
agreed on a “pre-conferenced” bill, mean-
ing most of the provisions were accepted 
prior to the bill being introduced. FDARA 
passed the House on the suspension cal-
endar July 12. (Also see “User Fee Bill Or 
Drug Pricing Bill? House Members Makes 
Both Cases” - Pink Sheet, 12 Jul, 2017.)

LAYOFF FEARS LIKELY 
LINGERING
Gottlieb’s memo clearly was intended to 
calm fears within the agency that the bill 
may not be passed in time. He said that he 
was “confident FDARA will be enacted and 
that the user fee programs will be reautho-
rized in a timely manner.”

“I know that a perception of uncertainty 
related to FDARA can be disruptive to you 
professionally and personally,” he said.  “I 
promise that this is a very high priority of 
mine. I am personally dedicated to mak-
ing sure we have the resources we need to 
continue our work without disruption.”

Announcing ahead of the Aug. 1 dead-
line that RIF notices would not be issued 
has been done under previous user fee 
regimes. FDA said a similar determination 
was made during the 2007 user fee reau-
thorization process. Congress did not com-
plete consideration of the bill until Sept. 20 
that year. (Also see “Congress Approves FDA 
Reform/User Fee Bill In The Nick Of Time” - 
Medtech Insight, 24 Sep, 2007.)

It also is unusual to avoid such a process 
in the federal government, but it seems 
that all sides determined the process was 
in nobody’s interest, given the expected 

outcome.
FDA made the decision based on “inter-

actions with our congressional colleagues 
and experience with prior reauthorization 
approvals,” the agency told the Pink Sheet.

But simply mentioning the issue will 
raise concern among FDA staff, despite his 
assurances to the contrary.

Gottlieb also indicated in his email to 
the staff that FDA was planning for the 
possibility that layoffs may be necessary. 
Gottlieb also said that should FDARA not 
pass by Sept. 30, the agency will reassess 
its obligations at that time.

The layoff threat is the latest blow to 
FDA staff in the last few months. Presi-
dent Trump imposed a hiring freeze 

across the federal government upon tak-
ing office, although it was lifted at FDA in 
May. (Also see “Gottlieb Distances Himself 
From Trump’s User-Fee Heavy Budget” - Pink 
Sheet, 25 May, 2017.)

CONTINGENCY IN PLACE IF BILL 
NOT PASSED
In the worst-case scenario, FDA still should 
be able to sustain user-fee funded person-
nel for several weeks after Sept. 30. FDA 
builds its user fee revenue carry over bal-
ance to ensure it has at several months of 
operating reserves.

The agency said it will have an estimated 
$313m in user fee carryover balances at the 
end of September “to wind down user fee 
program activities,” if the bill is not passed 
by the deadline.

“FDA estimates that the user fee balance 
would provide the agency resources for a 
minimum of approximately two months 
to conduct these close-out activities,” the 
agency told the Pink Sheet.

At the end of FY 2016, there was a $409.8m 
prescription drug user fee carry over bal-
ance. The generic drug and biosimilar user 
fee programs also had carry over balances of 
$174m and $52.6m, respectively.

FDA lowered application fees in FY 2017, 
the final year of PDUFA V, because it had 
to credit some user fee revenue back to 
industry, but also said there still would be 
enough money to fully fund the reserve.  
(Also see “PDUFA Fees Forced Down For FY 
2017 Due To Refund Provision” - Pink Sheet, 
27 Jul, 2016.)  

Published online July 26, 2017
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Dems’ ‘Better Deal’ Would Create Drug Price  
Gouging ‘Enforcer’
DERRICK GINGERY  derrick.gingery@informa.com

Pressuring drug prices by empowering a new federal enforce-
ment arm and increasing development cost transparency is a 
key plank of the policy framework Democrats hope to use to 

regain political power.
Party leaders adopted what they described as a more forceful 

approach to the issue as part of their plan “A Better Deal: Better 
Jobs, Better Wages, Better Future,” which contains policies intend-
ed to help them retake majorities in Congress in 2018.

Notably, but not surprisingly, the drug pricing proposal was the 
first item mentioned by Senate Minority Leader Charles Schumer, 
D-N.Y., in a July 24 event to announce the “Better Deal” plan. 

House Democratic Leader Nancy Pelosi, D-Calif., said in a July 23 
Washington Post editorial that the Rx pricing enforcement effort 
would be “empowered to end outrageous and unjustified prescrip-
tion drug price gouging.”

Under the plan, a new “price gouging enforcer” that is indepen-
dent and confirmed by the Senate would be created and head a 
new agency “dedicated to stopping this outrageous behavior in its 
tracks” and help deter abusive price increases, according to an out-
line of the proposal that Pelosi released.

Drugs that “meet a test for an unconscionable price increase” 
would be subject to “new investigative and enforcement action,” 
including monetary penalties.

“The agency will identify drugs that have unconscionable price 
increases and impose fines on the manufacturer that are propor-
tional to the size of the price hike, reinvesting the money from the 
fines into new cures research and development at the National In-
stitutes of Health,” according to the outline.

ALL STICK, NO CARROT
The proposal reflects the evolution of thinking within the Demo-
cratic party towards a harsher view on drug pricing and is another 
warning for industry as to what could be on the horizon if the Re-
publican strategy to force prices down by creating more competi-
tion does not satisfy voters.

The proposal for an enforcer appears similar to a drug pricing 
board that Hillary Clinton advocated during the 2016 presidential 
campaign.  (Also see “The Clinton Drug Price Board, 23 Years Later” - 
Pink Sheet, 6 Sep, 2016.)

Clinton’s previous proposals had actually included some ele-
ments that industry might support. Her 2015 plan to lower drug 
costs included a few carrots for industry and stakeholders to rally 
around, including capping copays, a permanent reauthorization of 
the R&D tax credit, and fully funding FDA’s Office of Generic Drugs.  
(Also see “Clinton’s Drug Plan Embraces CER-Driven Pricing ‘Account-
ability’” - Pink Sheet, 23 Sep, 2015.)

The 2016 national Democratic platform also did not take as dras-

tic steps to deal with drug pricing. It called for Medicare drug price 
negotiation, importation of drugs from Canada, and a prohibition 
of pay-for-delay settlements. There was no mention of a govern-
ment price gouging enforcement mechanism.  (Also see “Drug Price 
Control Proposals Pared Down In Democrats’ Draft Platform” - Pink 
Sheet, 5 Jul, 2016.)

HOSPITAL CARE IS REAL PROBLEM, BIO SAYS
The Biotechnology Innovation Organization said in a statement 
what many industry stakeholders likely will repeat going forward 
– that the Democrats’ idea would lead to price controls.

“The proposal outlined today ignores the real drivers of health 
care spending — hospital care and provider services – and then 
promises to take us down the failed path toward government price 

D R U G  P R I C I N G

The proposal reflects the evolution 
of thinking within the Democratic 
party towards a harsher view on drug 
pricing and is another warning for 
industry as to what could be on the 
horizon if the Republican strategy to 
force prices down by creating more 
competition does not satisfy voters.
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controls and reduced access to prescription drugs,” the group said 
in a written statement.

The Council for Affordable Health Coverage, which includes em-
ployers, insurers, brokers, agents, patient groups and physician or-
ganizations, was quick to show its disdain for the plan.

In a July 24 statement, Council President Joel White said that the 
group agrees rising drug prices should be addressed, but “instead 
of stoking controversy and highlighting the most contentious ar-
eas of the prescription drug debate, we encourage Democrats and 
Republicans to rally around bipartisan, actionable solutions.”

Republicans have focused on changes to FDA intended to push 
generics on the market faster. The pending user fee reauthorization 
legislation includes a priority review pathway for generics, and agen-
cy officials recently announced internal policy changes to streamline 
ANDA reviews.  (Also see “FDA Drug Pricing Policy Offers Short-Term PR 
Gain, More Long-Term Actual Benefit” - Pink Sheet, 27 Jun, 2017.)

EPIPEN PRICE INCREASES MIGHT NOT BE 
‘SIGNIFICANT’
Under the Democrats’ plan, drugs with a “significant price increase” 
would have to submit a justification for it to HHS at least 30 days 
before it is implemented.

A significant price increase was defined in the plan as:

 • A drug that is at least $10 and had a price increase of at least 
300% over five years or 100% over one year

 • A drug that represents the top 50th percentile of drug spend-
ing in Medicare or Medicaid and had a price increase of at least 
50% over five years or 15% over one year

Turing Pharmaceuticals AG’s Daraprim (pyrimethamine) would 
appear to meet the definition, as it generated uproar after its price 
increased 5,000% overnight.  (Also see “Generic Industry Sues To 
Halt Maryland’s ‘Price Gouging’ Law” - Pink Sheet, 6 Jul, 2017.)

Interestingly, one of the drugs that grabbed the most attention 
for its price increase, Mylan NV’s EpiPen,  (Also see “EpiPen Price 
Story Highlights Growing Impact Of Drug Deductibles” - Pink Sheet, 
30 Aug, 2016.), may not meet one of the definitions to be required 
to justify a price increase.

Pricing data from Mylan indicates that during the five-year pe-
riod between 2012 and 2016, the wholesale acquisition price in-
creased about 152%, which is below the 300% threshold.

The annual increases also were well below 100% during the pe-
riod, ranging between 15% and 32%. Those increases would be 

enough to trigger justification under the second criteria, if EpiPen 
was in the top 50th percentile of Medicare or Medicaid spending. 
The product is not ranked on Medicaid’s Rx spending dashboard 
for 2015.

RESEARCH SPENDING WOULD BE DISCLOSED
Under the Democrats’ plan, drug manufacturers would have to “in-
clude individual factors that contributed to the price increase, as 
well as other factors that could include the percent of total expen-
ditures on research and development derived from federal funds 
and the total cost of marketing and advertising the specific drug” 
in their justification.

Increasing the disclosure is intended to help hold drug makers 
accountable for price increases that cannot be explained. The pro-
posal states that manufacturers could avoid submitting the infor-
mation if they lowered the price of the drug.

The idea appeared to be modeled after legislation proposed 
in 2016 that never gained traction.  (Also see “Formalizing ‘Name 
And Shame’: New Strategy To Rein In Price Increases” - Pink Sheet, 21 
Sep, 2016.)

BIO said the requirements “would do nothing to lower patient 
costs or provide useful information to consumers, and instead 
would have a chilling effect on investment in new cures, particu-
larly with smaller companies.”

The Better Deal plan also would allow Medicare to negotiate drug 
prices, an idea both President Trump and Hillary Clinton supported. 
But it also has not gained traction on Capitol Hill.  (Also see “The Bully 
Pulpit: Trump Versus Drug Prices” - Pink Sheet, 18 Jan, 2017.)

The Democratic plan does have some good news for generic 
products. The $10 cost threshold is undefined (Is it the monthly 
cost to the payor? The copay?) but it seems intended to allow 
cheap drugs to still make large percentage increases. The generic 
industry is often touted as the solution to pricing concerns, but 
firms feel like they are so far the only casualties in political actions 
against drug costs.  (Also see “Generic Industry Sues To Halt Mary-
land’s ‘Price Gouging’ Law” - Pink Sheet, 6 Jul, 2017.)  

Published online July 24, 2017

Under the Democrats’ plan, drugs 
with a “significant price increase” 
would have to submit a justification 
for it to HHS at least 30 days before  
it is implemented.
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Merck and Pfizer Pull PR Coup With Corning 
Glass Partnership
MICHAEL MCCAUGHAN  pinkeditor@informa.com

It is very easy to dismiss the July 20 White 
House “Made in America Week” show-
case for a shatterproof-glass vial venture 

among Merck, Pfizer and Corning as a sim-
ple publicity stunt.

It certainly was a PR stunt, highlighted 
by a crushing test performed personally by 
the President – who easily smashed a tradi-
tional glass vial but couldn’t break the new 
Valor glass version. 

Cue the jokes about the President “strong-
arming” pharma. Or how about a “transpar-
ency initiative” industry can get behind?

Cue the cynics to point out that the proj-
ect began years ago, so count this as an-
other example of Trump taking credit for 
creating jobs that were already there.

And cue the pundits to note that almost 
nobody heard anything about the event, 
given the ample other news of the day – 
including efforts to revive the Affordable 
Care Act repeal process in the Senate, and 
the fallout from Trump’s public expressions 
of disapproval for his Attorney General, Jeff 
Sessions.

All true. And yet, this PR stunt sure 
looked like it paid off in at least one im-
portant way: by equating pharmaceutical 
companies with American jobs – not high 
prices – in the mind of the President.

Given the fear that once hung over indus-

try about the threat of being the target of a 
Presidential tweet, who would have guessed 
that the first time he called out drug compa-
nies by name it would be this?

“Billions of dollars in investments & thou-
sands of new jobs in America! An initiative 
via Corning, Merck & Pfizer.”

Time-stamped at 11:31 PM, Trump’s tweet 
linked to a video of the event, which cap-
tures the unmistakable glee with which the 
President tried to shatter the vial and read 
the monitor showing the force he applied. 

Bear in mind that just the day before, Presi-
dent Trump met with Republican Senators to 
urge them to keep working on the ACA re-
peal – and, according to media reports, also 
asked for ideas on how to curb drug prices. 
He could have tweeted about that.

There will probably be other dividends 
down the road. Merck CEO Ken Frazier 
noted how expensive glass vial failures 
can be and pledged to move several Merck 
products to the new packaging “as soon as 
we work through the appropriate reviews 
with the FDA and other regulatory agen-
cies.” Why do we think Merck’s manufactur-
ing supplements might get more attention 
than a typical production change?

The dividends for Pfizer CEO Ian Read 
were probably even bigger. Pfizer, he not-
ed, produces one-quarter of the glass vial 

medicines in the US – thanks to the recent 
acquisition of Hospira. And, while Merck 
has recently had a very large recall due to 
glass vial fractures with the Gardisil vac-
cine, the list of Hospira recalls due to glass 
fractures or contamination is extensive. 

Moreover, Read hasn’t had prior chances 
to engage directly with Trump. Merck’s Fra-
zier has become something of a regular at 
the White House, serving on Trump’s manu-
facturing advisory council and attending 
the pharma CEO event convened by Trump 
Jan. 31. Read, on the other hand, was a 
prominent absence from that initial meet-
ing, hosting Pfizer’s earnings call instead.

Read’s remarks echoed Frazier’s, and he 
worked in as an “aside” the message that 
“we are looking forward to working with 
the administration on both its regulatory 
policy and its tax reform to ensure we can 
be competitive.”

We’re not sure how much Merck and 
Pfizer invested in the Corning project – 
nor can we vouch for whether the glass 
vial technology will be as shatterproof 
as advertised. But however much it cost 
to produce one vial to withstand Trump’s 
pressure, the investment was worth it.  

From the editors of the RPM Report.  
Published online July 26, 2017

Given the fear that once 
hung over industry about  
the threat of being the target 
of a Presidential tweet, who 
would have guessed that  
the first time he called out 
drug companies by name it 
would be this?
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Medicare Part D Rebate Pass-Throughs  
To Beneficiaries Is ‘On The Table’
CATHY KELLY  catherine.kelly@informa.com

T he notion of passing through manufacturer rebates to 
Medicare Part D beneficiaries at the point-of-sale is a pri-
ority issue for the biopharma industry as it engages with 

lawmakers over prescription drug pricing and costs, Eli Lilly & Co. 
President and CEO David Ricks commented during the company’s 
earnings call July 25. 

Manufacturers are promoting the idea of redirecting rebates to 
consumers as a way to divert criticism over drug pricing. (Also see 
“Trump Drug Pricing Plan May Include Rebate Pass-Through Push 
– Novartis CEO” - Pink Sheet, 1 Jun, 2017.) Not surprisingly, payers 
have pushed back against the idea, maintaining that rebate dol-
lars that flow back to payers are being used appropriately to lower 
member costs by reducing premiums. 

During the earnings call, Ricks reflected on the current state of 
play on drug pricing issues on Capitol Hill and in the Administra-
tion and what challenges he sees going forward. “We have staved 
off, I think, some of the worst ideas and continue to remain focused 
in Washington and in states on advocating for strategies that can 
actually bring down out-of-pocket costs for consumers,” he said.

Intense lobbying has neutralized the threat from proposals such 
as direct price negotiation in Medicare Part D and drug importa-
tion, which President Trump appeared to support during the cam-
paign and early in his term. The biopharma industry’s approach 
has been to argue that the problem is not drug prices but rather is 
insurance that shifts too much of the cost of drugs to consumers, 
even while payers are receiving significant rebates on list prices.

Maintaining Lilly’s list prices are discounted by 50% on average, 
Ricks pointed out, “one big lever we’ve advocated for aggressively, 
along with our pharma colleagues, is through the Part D program 
passing through rebates in the donut hole in some form. That’s still 
on the table.”

He added “we see growing interest in the same idea for large 
employers.” CVS Health Corp. recently announced it is operating 
point-of-sale rebate programs for a number of its commercial pay-
er clients. (Also see “CVS Point-Of-Sale Rebate Program Adopted By 
‘Several’ Payers” - Pink Sheet, 15 Jun, 2017.)

In addition to deflecting some of the pressure on drug pricing, 
the idea could also lower manufacturer costs in Part D. Reallocating 
rebates to beneficiaries could reduce the amount manufacturers 
give up in coverage gap discounts by $8bn from 2016-2026, ac-
cording to a recent study by the Milliman consulting group. (Also 
see “Point-Of-Sale Rebates In Part D: Study Highlights Trade-Offs For 
Medicare” - Pink Sheet, 29 Jun, 2017.)

Manufacturers are required by law to provide beneficiaries who 
have reached the coverage gap 50% discounts on the negotiated 
price of branded drugs. Coverage gap discounts would decrease 
with passed-through rebates because fewer beneficiaries would   

reach the gap if they have lower cost sharing, the researchers say. 
Under the Part D plan structure, beneficiaries progress to the cov-
erage gap once drug spending has reached a certain threshold 
that varies year to year; in 2017 the threshold is $3,700.

The Milliman study, which was funded by the Pharmaceuti-
cal Care Management Association, also estimates that Medicare 
spending on stand-alone Part D plans could increase by nearly 
$20bn from 2017-2026 if rebates were shifted toward reducing 
beneficiary cost sharing at the point-of-sale. Medicare costs would 
increase because premiums would rise, the researchers suggest.

WAITING FOR THE EXECUTIVE ORDER
Ricks said he hopes an upcoming executive order from President 
Trump will reflect industry arguments regarding the impact of in-
surance benefit designs on the net cost of drugs. A draft of the or-
der that recently circulated among policy experts suggests it will, 
and that it will also promote industry priorities such as increasing 
competition in the market through faster approvals and reducing 
regulatory burdens. (Also see “Trump Exec Order On Drug Costs: 
Seeking To Balance Access, Innovation” - Pink Sheet, 23 Jun, 2017.)

M A R K E T  A C C E S S

Reallocating rebates to beneficiaries 
in Part D could lower the amount 
manufacturers give up in coverage 
gap discounts by $8bn from 2016-
2026, according to a recent study.
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Among the burdensome regulations are those restricting com-
munications between manufacturers and payers. The regulations 
create obstacles to innovative outcomes-based contracting, 
manufacturers argue.

The timing for release of the executive order is unclear. “They 
keep saying ‘soon’. I would say in the second half you should ex-
pect it,” Ricks predicted. “We hope that it includes many of the 
ideas we put forward.”

Nevertheless, Ricks acknowledged the executive order is not 
likely to stop critics of drug prices and predicted that price con-
trols may surface in Congress this fall as federal budget legisla-

tion moves forward.
“My personal view is that it won’t end the discussion about 

drug pricing…We have a number of budgetary votes coming up 
in the fall that may include ‘pay-fors’ that include the drug indus-
try. So we need to continue to be on our game. I think we’ve got 
a good team at [the Pharmaceutical Research and Manufacturers 
of America] now, Lilly’s doing our part with that…. But there is 
still quite a bit of risk in the environment. I wouldn’t want anyone 
to think otherwise.”  

Published online July 26, 2017

M A R K E T  A C C E S S

UK’s NICE Updates Policy For Preventing Bias In Advisors
NEENA BRIZMOHUN  neena.brizmohun@informa.com

UK health technology assessment 
(HTA) body NICE is seeking com-
ments on planned changes to its 

conflicts of interest policy for ensuring 
that the decisions its advisory committee 
members make are fair and unbiased.

The new draft policy provides more ex-
plicit guidance and clarification on declar-
ing and managing conflicts of interest for 
advisory committee members compared 
with the three-year-old policy it will even-
tually replace, says NICE (National Institute 
for Health and Care Excellence). It also ex-
plains how NICE handles any conflicts.

The update was prompted by guidance 
from the National Health Service on man-
aging conflicts of interest that was pub-
lished earlier this year. “We are aligning our 
policy to reflect the environment in which 
we work, i.e., the NHS,” a spokesperson for 
NICE told the Pink Sheet.

Committee members and advisers bring 
a range of experiences and perspectives to 
the work NICE does, the HTA body said. This 
is likely to mean they will have a variety of 
different interests, arising from different 
contexts and from activities undertaken 
in a professional or personal capacity. “We 
need to make sure that members of com-
mittees declare relevant interests so that 
any possible competing interests or risks of 
bias can be identified,” said NICE’s deputy 
chief executive, Gillian Leng. “This is an es-
sential part of our process to develop ro-

bust guidance of the highest quality.”
The draft policy says that all interests 

should be declared if, in the view of a rea-
sonable person, they are relevant, or could 
be perceived to be relevant, to NICE’s work,

The policy provides a clearer distinction 
between interests that should be declared 
and those interests which are declared and 
are a conflict of interest. “It talks about the 
difference between direct and indirect in-
terests,” the NICE spokesperson said. “For 
example, interests that are declared can 
be an indirect interest but would not be 
a conflict of interest.” The section in the 
policy on “identifying and responding to 
potential conflicts of interest” details when 
declared interests are a conflict of interest.

The new policy clarifies that only inter-
ests that are relevant or potentially rel-
evant to the work of NICE need to be de-
clared. It provides more explicit guidance 
on when an interest is specific to the mat-
ters under discussion and therefore gives 
rise to greater risk of a conflict of interest. 
Specific interests, it explains, are those that 
relate to matters under consideration at a 
particular committee meeting, and these 
interests are where conflicts are most likely 
to arise. Specific interests include anything 
that relates to, or informs, a potential rec-
ommendation, including all:

 • products and competitor products;

 • interventions, including public health 

R E G U L AT O R Y  U P D AT E

“We need to make 
sure that members of 
committees declare 

relevant interests 
so that any possible 
competing interests  
or risks of bias can  

be identified”  
– NICE deputy  
chief executive  
Gillian Leng
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interventions and diagnostic tests;

 • topic areas, such as diagnosis or inves-
tigation of clinical issues; and

 • underpinning research papers or eco-
nomic analyses.

Specific interests do not include having a 
general interest in the topic under discus-
sion, such as the provision of social care, or 
pharmacy or laboratory services, through 
being a salaried employee in a commercial 
organisation that provides these services.

There is also more explicit guidance on 
when private practice and other fee-paid 
work should be declared and the impact 
on an individual’s involvement in guidance 
development.

The new policy clarifies that there are 
three potential responses following a dec-
laration of interest:

 • no action other than the process of 
open declaration – the individual can 
engage in all aspects of the commit-
tee’s work;

 • partial exclusion – the individual can 
engage in committee discussion or 
provide advice to the meeting, but is 
excluded from developing recommen-
dations and decision-making on the 
matter relating to the interest; or

 • complete exclusion – the individual can 
have no input to a specific topic, either 
from the very start (non-appointment) 
or for part of the committee’s work in 
relation to that topic.

There are examples at the end of the 
policy that outline hypothetical examples 
of committee members declaring conflict 
of interests and what to do with them.

Comments on the new policy must be 
submitted by Sept.18. “In particular, we 
would like to hear if the draft policy is 
clear and understandable, and whether it 
will ensure the right level of expert input, 
whilst ensuring confidence in the integrity 
and objectivity,” Leng said. The comments 
will then be considered by the NICE board, 
with a view to implementing the new poli-
cy in early 2018.  

From the editors of Scrip Regulatory Affairs.
Published online July 26, 2017

Ombudsman Probes Whether 
Industry Can Influence EMA  
In Pre-Submission Meetings
VIBHA SHARMA  vibha.sharma@informa.com

European Ombudsman Emily O’Reilly 
has launched an inquiry into 
whether decisions the European 

Medicines Agency makes on market-
ing authorization applications are in any 
way influenced by the discussions the 
agency has with drug developers during 
pre-submission meetings. The inquiry has 
been welcomed by transparency propo-
nent Health Action International, which 
believes there is a need for constant vigi-
lance when the “regulated become indis-
tinguishable from the regulator.”

O’Reilly wrote to EMA executive direc-
tor Guido Rasi on July 17, explaining why 
she feels the inquiry is necessary. She has 
asked him to consider a number of ques-
tions that she would like him to address 
at a meeting in September. She has also 
asked him to provide a statistical over-
view of pre-submission activities at the 
agency between 2012 and 2016, and to 
identify the 10 medicine developers the 
agency had met with most frequently in 
the context of pre-submission activities 
during this period.

The EMA regards its pre-submission 
meetings as a way to enable medicine 
developers to establish contact with the 
agency staff who will be involved with 
the marketing authorization applica-
tion, the ombudsman noted. But “such 
activities may pose some risks, such as 
that the eventual decisions by EMA on 
the authorisation of medicines may be 
influenced by what has been discussed 
during the meetings with medicine de-
velopers prior to receiving their market-
ing authorisation application.”

Even if the EMA were to ensure that its 
subsequent assessment of an applica-
tion is objective and complete, O’Reilly 
believes “there is still a risk that pre-
submission activities create, in the eyes 
of the public, at least some perception 

of bias.” One way to manage such risk is 
to ensure sufficient transparency around 
such interactions, she said.

Helen Roberts of the Italian law firm, 
BonelliErede, believes the inquiry “may 
identify weaknesses as [the] EMA [had] 
significantly expanded its services 
during this period.” By launching an 
inquiry into the matter, the Ombuds-
man “is demonstrating usual robust 
independence and willingness to set 
high standards of transparency for the 
processes of European institutions,” 
Roberts, a member of BonelliErede’s 
Healthcare & Life Sciences Focus Team, 
told the Pink Sheet.

HAI Director Tim Reed said the om-
budsman was “absolutely right” in 
launching the inquiry as there should 
be constant vigilance “against the risk 
of regulatory capture, where the regu-
lated become indistinguishable from 
the regulator”. Reed said “it is high-time 
we looked in detail at the influence” of 
the EU pharmaceutical industry on ev-
ery activity to ensure that commercial 
interests do not take precedence over 
public health.

REASONS FOR CONCERN
In her letter, O’Reilly referred to a press 
release that a drug company issued af-
ter it had submitted its marketing au-
thorization application. In this case, she 
explained, the company had deemed 
the pre-submission discussions with 
the EMA rapporteurs to be sufficiently 
important to report publicly as poten-
tially making a difference. Specifically, 
the press release suggested the rap-
porteurs had signaled support for the 
application.  

From the editors of Scrip Regulatory Affairs.
Published online July 21, 2017
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Revised EMA Guideline On First-In-Human Trials 
Addresses Dosing And Complex Protocols
VIBHA SHARMA  vibha.sharma@informa.com

The European Medicines Agency has revised its 10-year-old 
guideline on first-in-human (FIH) clinical trials to further as-
sist drug sponsors transition from non-clinical to early clini-

cal development phase, and to help identify risk factors for new 
investigational medicinal products (IMPs). 

The revised guideline – when it comes into effect in February 
2018 – will replace the EMA’s current guideline on strategies to 
identify and mitigate risks for FIH clinical trials with IMPs. The exist-
ing guideline has been in place since 2007. The revised guideline 
takes note of changes in the way that FIH studies are currently con-
ducted, and also addresses the lessons learnt from the disastrous 
Phase I trial of Bial-Portela & CA SA’s FAAH inhibitor in France last 
year, in which one healthy volunteer died. (Also see “Better Risk As-
sessment And Dose Determination Key To EMA’s Plans For Updated 
Phase I Trial Guideline” - Pink Sheet, 22 Jul, 2016.)(Also see “EMA 
First-In-Human Trial Proposals Focus On Dosing, Non-Clinical Data, 
Study Design” - Pink Sheet, 15 Nov, 2016.)

The updated guideline includes considerations on quality as-
pects, non-clinical and clinical testing strategies, study design and 
on the conduct of FIH/early clinical trials. It includes strategies for 
mitigating and managing risks, recommendations on criteria to 
stop a study, and guidance on the rolling review of emerging data 
with special reference to safety information for trial participants. It 
also includes guidance on the handling of adverse events in rela-
tion to stopping rules, and information on how to progress to the 
next dosing level.

As dose escalation strategy used in the French trial had drawn 
major concern, the EMA has included a new section on “Dosing 
selection for FIH and early clinical trials” in the revised document 

to offer guidance on: general aspects; deciding on the starting 
dose for healthy volunteers and patients; criteria for dose esca-
lation; defining the maximum exposure; moving from single to 
multiple dosing; and determining the route of administration.

The European Federation of Pharmaceutical Industries and As-
sociations (EFPIA), whose member companies had provided ex-
tensive feedback to the EMA during the consultation phase of the 
guideline, said they welcomed the publication of the revised doc-
ument. While EFPIA is still in the process of analyzing the practical 
implications of the revised guideline, it noted that its suggestions 
to the EMA on using a risk-based approach when determining 
the additional safeguards applying to human doses seem to have 
been addressed, at least in part, in the revised guideline.

EFPIA told the Pink Sheet that its member companies conduct-
ing clinical trials place the safety of trial participants at the fore-
front of their drug development programs. As a rule, and espe-
cially in light of those rare although severe incidents that have 
happened in early phase trials, “we scrutinise internal practices, 
procedures and processes to investigate if patient safety could be 
improved further.” However, despite various safeguards and trial 
design strategies that are implemented routinely to mitigate risks 
and uncertainties, Phase I studies are never completely devoid of 
risk to study participants, it added.

INTEGRATED PROTOCOLS
The EMA notes that trial protocols have become “increasingly 
complex” over the past 10 years. This is because traditionally, FIH 
clinical trials were mostly associated with a single ascending dose 
design, which was subsequently followed by a multiple ascend-
ing dose clinical trial. Clinical trials conducted now often include 
different parts within a single clinical trial protocol, aimed at as-
sessing for example single and multiple ascending doses, food 
interactions, or different age groups.

The revised guideline has a separate section on the use of “in-
tegrated protocols” as the use of this approach requires the in-
formation generated in previous parts of the trial to be analyzed 
and integrated into an assessment in a limited timeframe prior to 
making a decision on proceeding to the next part.

The EMA clarifies that in where an integrated protocol is used, 
the trial data should be used to inform the decision to initiate 
a subsequent study part (e.g. food-effect component), or to in-
form the selection of the doses of IMP to be evaluated for com-
ponents being conducted sequentially or in overlapping fash-
ion, respectively.  

From the editors of Scrip Regulatory Affairs. Published online July 
26, 2017
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WHO Consults On Kick-Starting Pilot On 
Prequalification Of Biosimilars
VIBHA SHARMA  vibha.sharma@informa.com

T he World Health Organization is in-
viting stakeholder feedback on the 
procedure it plans to follow and 

the data it would require for prequalifying 
biosimilar versions of certain anti-cancer 
drugs free of charge, as part of a pilot proj-
ect to be launched in September. 

This is the first time that the WHO is look-
ing into prequalifying biosimilars, and the 
first products on the list are rituximab for 
the treatment of non-Hodgkin’s lympho-
ma and chronic lymphocytic leukemia, and 
trastuzumab for the treatment of breast 
cancer. The first expression of interest, cov-
ering both rituximab and trastuzumab, will 
be published in early September.

International procurement agencies rely 
on the WHO’s list of prequalified medici-
nal products to guide bulk purchasing of 
medicines. The new pilot represents a step 
towards making some of the most expen-
sive treatments for cancer more widely 
available in low- and middle-income coun-
tries, the WHO said. The EU generics and 
biosimilars industry had previously told 
the Pink Sheet that it welcomed the WHO’s 
initiative to prequalify biosimilars and 
that the introduction of biosimilars in the 
field of oncology could lead to significant 
changes to standards of care for patients.  
(Also see “WHO Moves Into Prequalification 
Of Biosimilars; Two Anticancers First In Line” 
- Pink Sheet, 4 May, 2017.)

Under the pilot, there will be two assess-
ment pathways in place for companies de-
pending on whether or not the biosimilar 
for which prequalification is being sought 
has been approved by a so-called “strin-
gent regulatory authority,” i.e., a regulatory 
authority that is a member or an observer 
of the International Council for Harmoni-
sation (ICH), or is associated with an ICH 
member through a legally-binding mutual 
recognition agreement.

In the case of biosimilars approved by a 
stringent regulatory authority, a decision on 
their prequalification would be taken on 

the basis of the scientific assessment and 
inspections conducted by the regulatory 
authority concerned, and the exchange of 
relevant information between the regula-
tory authority and the WHO. The appli-
cant would still have to submit a number 
of documents to the WHO to supports 
its prequalification application, includ-
ing a covering a letter that must include 
a rationale for the choice of the reference 
biological product, the WHO says in a draft 
guideline. 

In addition, the applicant must submit 
a copy of the marketing authorization, the 
latest approved product information, a list 
of the approved manufacturer(s) of the 
drug product and drug substance, pub-
lic assessment reports of both reference 
product and approved biosimilar, a tabular 
listing of the batches manufactured for the 
market of the stringent regulatory author-
ity since approval or during the past five 

years, whichever is shorter, and a copy of 
the currently approved drug substance 
and drug product specifications for the ref-
erence product (if available) and the bio-
similar. Additional data may be requested 
for the use of the product in populations, 
settings or regions relevant for prequali-
fied products.

While the WHO would not normally in-
spect the manufacturing site(s) of a prod-
uct approved by a stringent regulatory 
authority, it explained that there may be 
circumstances necessitating an inspec-
tion to be conducted in collaboration with 
the reference stringent regulatory author-
ity after receiving an application or after 
prequalification of the biosimilar.

In the case of products not approved by 
a stringent regulatory authority, the WHO 
has issued draft guidance explaining how 
applicant companies should organize a 
product dossier for a biosimilar in the com-
mon technical document (CTD) format. 
The WHO will undertake a comprehensive 
evaluation of the quality, safety and ef-
ficacy of biosimilar, based on information 
submitted by the applicant and inspection 
by the WHO of the relevant manufacturing 
and clinical sites.

Under both assessment pathways, the 
product information submitted by appli-
cants in their dossiers will be assessed by 
teams of experts (assessors) appointed by 
the WHO. Once the WHO is satisfied that 
the prequalification procedure is complete 
for a product, and that the WHO recom-
mended standards are met, the product, 
as manufactured at the specified manufac-
turing site(s), will be included in the list of 
prequalified biotherapeutic products.

Comments on the proposed procedure 
for prequalifying biosimilars, and related 
draft guidance documents will be accept-
ed until Aug. 16.  

From the editors of Scrip Regulatory Affairs.
Published online July 24, 2017 

International 
procurement agencies 

rely on the WHO’s list of 
prequalified medicinal 

products to guide  
bulk purchasing  

of medicines.

Sh
ut

ter
sto

ck
: L

ur
i S

ilv
es

tre

mailto:vibha.sharma@informa.com
http://Affairs.Published
http://Affairs.Published


pink.pharmamedtechbi.com July 31, 2017   |   Pink Sheet   |   13

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

FDA’s Kopcha Says New Inspection Protocols  
May Never Be Disclosed
BOWMAN COX  bowman.cox@informa.com

US FDA’s New Inspection Protocols Project is one of his two 
top priorities, but Michael Kopcha, director of the agen-
cy’s Office of Pharmaceutical Quality, doesn’t want to say 

much about it.
Kopcha had a lot to say last month about his other top priority, 

quality metrics, at a manufacturing quality conference in Arling-
ton, Va.  (Also see “FDA’s Kopcha Presses Ahead On Quality Metrics 
Despite Industry Pushback” - Pink Sheet, 19 Jul, 2017.)

Asked about next steps for NIPP at the conference hosted jointly 
by the International Society for Pharmaceutical Engineering, FDA 
and the Pharmaceutical Quality Research Institute, Kopcha cau-
tioned that despite numerous requests from industry groups for 
the agency to speak on the topic, “we don’t want to present … too 
much detail around that because it’s still in the formative stages.”

Asked if the agency will make the protocols public once they’re 
final, Kopcha demurred. “My concern becomes if we start telling 
folks what we’re going to do and how it’s going to be done and 
give all the details … people will go do all the things they need to 
do to make sure they pass the inspection, then after that, it’s OK 
let’s go back to business as usual.”

By keeping manufacturers in the dark about just how they will 
be inspected, he said the agency aims “to drive the behavior where 
people are in a constant state of quality, not just based on what the 
FDA or what any inspector is going to come in and inspect the site.”

GOING BEYOND ‘TRAFFIC TICKETS’
The protocols are a key step in advancing beyond what Janet 
Woodcock, director FDA’s Center for Drug Evaluation and Research, 
calls a “traffic ticket” approach to compliance.

They’re designed, for example, to enable investigators to praise 
firms that go beyond mere compliance.  (Also see “FDA Aims for 
State of Quality with New Inspection Protocol Project” - Pink Sheet, 29 
Apr, 2015.)

The idea is to draw on the best minds within the agency to es-
tablish strong templates for specific types of preapproval and sur-
veillance inspections that will enable FDA to assess a facility’s state 
of quality.

The template-based protocols should make inspections more 
comparable from one site to another and from one investigator 
to another.  (Also see “US FDA Urged To Rethink Warning Letters To 
Avoid ‘Collateral Damage’” - Pink Sheet, 22 May, 2017.)

The project, which agency officials began discussing publicly in 
late 2014, has been slow to get underway.

One challenge is that it involves coordinating among multiple 
organizations in the agency, including its Office of Regulatory Af-
fairs, which has been in the throes of a major reorganization during 
the past few years.

Yet there has been progress.

STERILE INJECTABLES PILOT COMPLETED
FDA has piloted a set of protocols for inspecting manufacturing 
facilities for sterile injectables. The phase 1 pilot included 10 preap-
proval inspections and 10 surveillance inspections.

Investigators scored facilities semi-quantitatively based on spe-
cific “ratable elements,” a departure from the standard approach 
of producing establishment inspection reports that contain narra-
tives that aren’t very analyzable.  (Also see “New FDA Protocols Will 
Soon Boost Inspection Consistency” - Pink Sheet, 20 Nov, 2015.)

The agency is updating inspection templates based on feedback 
from the sterile injectables pilot.

ORAL SOLIDS, API TEMPLATES PLANNED
Now FDA is looking to add templates for inspections of solid oral 
dosage form manufacturers, and it plans to look at standardizing 
inspections for active pharmaceutical ingredient manufacturers.

“These have not been finalized yet,” Kopcha cautioned, “so I don’t 
want people to think this is going to happen anytime soon. But we 
do want to be able to pilot more broadly with those other proto-
cols to really test into the larger market.”

Kopcha also emphasized the idea that NIPP would enable the 
agency to conduction reviews and preapproval inspections at the 
same time, an apparent reference to an issue of approvals waiting 
on inspections.  

From the editors of the Gold Sheet. Published online July 24, 2017 

FDA investigators swab glovebox during a recent  
pharmacy inspection
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FDA Will Soon Begin Alerting Generics Firms  
To Facility Compliance Status
BOWMAN COX  bowman.cox@informa.com

In return for learning more quickly wheth-
er quality issues could derail approvals, 
generics firms will face greater pressure 

to respond quickly to Form 483 inspection-
al findings, an FDA compliance official said 
last month. The new pressure could begin 
later this year.

The generics sector has obtained a com-
mitment from FDA to classify facility com-
pliance status within 90 days of inspection 
under the second five-year Generic Drug 
User Fee Act agreement.  (Also see “GDU-
FA II: Inspection Information Takes Center 
Stage” - Pink Sheet, 23 Dec, 2015.)

In cases where pre-approval inspections 
yielded serious non-compliance findings, 
this would give firms more time to switch to 
compliant facilities prior to product launch-
es, FDA’s Thomas Cosgrove told a manufac-
turing quality conference in Arlington, Va.

The change will have other effects as well. 
It could put firms in the awkward position of 
knowing that they’re in trouble before FDA 
has decided just what sort of trouble it will 
be, said Cosgrove, who is director of the Of-
fice of Manufacturing Quality, a part of the 
Office of Compliance in FDA’s Center for 
Drug Evaluation and Research.

FDA’s current policy is to classify sites 
and choose enforcement actions based on 
483 findings and any company responses 
to those findings that are received within 
15 days of the inspection, Cosgrove noted 
at the conference, hosted by the Inter-
national Society for Pharmaceutical En-
gineering, FDA and the Pharmaceutical 
Quality Research Institute.

The 15-day deadline is meant to cut off 
the interminable back-and-forth that used 
to delay enforcement. But Cosgrove as-
sured the audience that FDA reads every 
483 response, no matter how belated, and 
that responses can miss the deadline but 
still have an impact.

But the impact of late responses will de-
cline under the new policy, Cosgrove said. 
“Companies that have gotten used to giv-

ing robust and helpful responses for long 
periods of time, maybe a month, that’s 
going to have to get compacted. There’s 
going to be more importance put on that 
initial 483 response in 15 days than ever 
before.”

The 15-day deadline for 483 responses 
was a hot topic at the recent Food and 
Drug Law Institute annual meeting in 
Washington.  (Also see “US FDA Urged To 
Rethink Warning Letters To Avoid ‘Collateral 
Damage’” - Pink Sheet, 22 May, 2017.)

CLASSIFICATION LETTERS 
COMING SOONER RATHER  
THAN LATER
Cosgrove shared some details on how FDA 
is going to implement the new GDUFA re-
quirement.

He said he thinks the agency will beat 
the October 2018 GDUFA II deadline to 
start implementing the new requirement.

“Our goal is to actually implement this 
much sooner, hopefully in 2017,” he said. 
“Our goal is to implement it very, very soon.”

How it will work is that within 90 days 
after the conclusion of an inspection, FDA 
will send the firm a letter saying whether 
there is no action indicated (NAI) or merely 
voluntary action is indicated (VAI).

The agency hasn’t decided whether it 
will send a letter if official action is indi-
cated (OAI), but even if it doesn’t, the result 
will be obvious if there is no word of NAI or 
VAI determinations.

THIS SEA CHANGE BODES  
WELL FOR FDA
“This is a sea change from how we’ve done 
things in the past,” Cosgrove said. “What’s 
really different here is the idea that clas-
sification can done independent from an 
enforcement decision.”

FDA hasn’t been making OAI classifica-
tions until an agency official has signed a 
warning letter or referred a case to the Jus-
tice Department for enforcement action.

“Starting hopefully later this year, what 
we’re going to be doing is saying the tech-
nical merits of the case will be decided 
separately from the enforcement decision 
making,” Cosgrove said.

“If the technical merits indicate that 
there is a significant GMP violation with 
risk to patients, that’s going to be OAI. And 
then the separate question will be what 
should the agency do about it? And what 
the agency can do about it of course is 
send a warning letter, have a reg meeting, 
referral for criminal enforcement, initiate 
an injunction and so on and so forth.”

He said this separation of technical de-
cision making from enforcement decision 
making “really bodes well for the future.”

The compliance of a firm’s sterility test 
and the advisability of suing that firm “are 
two very, very different questions. And 
now we will be able to address each one 
on their merits separately.”  

From the editors of the Gold Sheet.  
Published online July 24, 2017 
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C O N S U M E R  P R O D U C T S

GSK Trims Nutritional Drink Lines, Wants All  
Of Its Consumer JV Pie
MALCOLM SPICER  malcolm.spicer@informa.com

GlaxoSmithKline PLC’s short-term approach for consumer 
health is less is more with planned sales of two UK brands, 
but the long-term is all about more as it anticipates buy-

ing out Novartis AG’s interest in the two companies’ OTC drug and 
nutritional products joint venture.

With its fiscal 2017 second-quarter earnings report on July 26, 
the UK firm made clear it’s ready to become sole owner of the JV, 
GlaxoSmithKline Consumer Healthcare LP. It also noted that di-
vesting UK brands Horlicks and MaxiNutrition are among its steps 
toward improving its consumer business margins.

Glaxo reported its consumer health sales, including Novar-
tis’ consumer products marketed by the JV, grew 10% to £1.9bn 
($2.5bn) on an adjusted rate, though were flat on a constant for-
eign exchange rate.

The firm says pain relief and oral care lines, including US brands 
Excedrin (acetaminophen) analgesics and Sensodyne toothpastes, 
drove sales but were offset by weaker US allergy product sales and 
a broader slowdown in other categories, particularly in markets 
outside Europe and the US.

GSK Consumer’s overall sales for pain relief and other products 
in its wellness category were up 9%, or flat on constant currency, 
to £925m ($1.2bn); up 13% (3% on constant currency) to $792.9m 
for its oral care products; up 3% (down 8%) to $216.2m for its nu-
tritionals; and up 8% (down 1%) to $205.8m for its skin care lines.

US sales held back overall consumer health grow with a flat quar-
ter (off 8% on constant currency) at $563.6m as European market 
sales grew 16% (7%) to $758.9m and international market sales in-
creased 10% (flat) to $711.7.

CEO Emma Walmsley sees the consumer business performance 
as a step in a process of making the unit as much a global business 
as Glaxo’s pharmaceuticals and vaccines.

“All three businesses now benefit from a global footprint ca-
pable of accessing growth in established and emerging markets,” 
Walmsley, who previously headed GSK’s consumer operations, 
said during a same-day briefing with analysts.  (Also see “Consum-
er Business Reliable And Right At Home At GlaxoSmithKline” - Pink 

Sheet, 27 Apr, 2017.)
Already global, the consumer business is not all GSK’s. It has 

been the majority (63.5%) owner and operator of the JV since its 
deal with Novartis closed in 2015. The agreement gives Novartis a 
20-year put option that allows it to sell its share after three years, 
which will come in March 2018, with Glaxo getting first shot at the 
stake.  (Also see “Glaxo In Charge, And The World Is GSK/Novartis 
Consumer Product JV’s Oyster” - Pink Sheet, 8 Jun, 2015.)

Eight months before Novartis can unload its share, analysts want 
to gauge Glaxo’s plans, and the firm was clear on its interest and its 
confidence.

“We’ve been very clear we would like to acquire the rest of the busi-
ness as and when they decide to exercise. We’re very comfortable we 
can fund it exactly how we choose to fund it,” Walmsley said.

She also noted that for consumer and GSK’s other businesses, “if 
additional investment is required to maximize full value of a par-
ticular asset we will act with the long-term interest of the group’s 
performance in mind.”

In addition to investing, Glaxo is divesting to help grow its con-
sumer business. It announced July 19 that it intends to sell its 
Horlicks nutritional drink mix and MaxiNutrition sports supple-
ment lines in the UK, is considering options on selling other “small-
er non-core nutrition brands” and plans to close a Horlicks manu-
facturing site in Slough, England.

Those consumer health changes are among the trimmings 
that Glaxo expects to improve the business’ margins at least 20% 
by 2020. During the briefing, Chief Financial Officer Simon Ding-
emans noted other changes as well as sales growth are needed to 
reach the goal.

“We are seeing a marked slowdown in consumer market growth 
and that’s clear in our own numbers. While growth has slowed we 
believe we have a portfolio capable of responding to this chal-
lenge,” Dingemans said.  

From the editors of the Tan Sheet. Published online July 27, 2017 
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FDA’s NDA And BLA Approvals: Nityr, Benlysta
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

Cycle Nityr (nitisinone) Hydroxyphenyl-pyruvate dioxygenase inhibitor indicated for 
the treatment of hereditary tyrosinemia type 1 (HT-1) in com-
bination with dietary restriction of tyrosine and phenylalanine.

S, 5 7/26/2017

New Biologics

GlaxoSmith-
Kline

Benlysta (belimumab) 200 mg once daily formulation of the B-lymphocyte stimula-
tor (BLyS)-specific inhibitor, delivered subcutaneously, to treat 
adults with active, autoantibody-positive, systemic lupus 
erythematosus who are receiving standard therapy.

7/20/2017

KEY TO ABBREVIATIONS

Review Classifications NDA Submission Classification

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

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/8Q9QWU 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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China Cybersecurity Law Catches Pharma Firms Unawares
FRANCESCA BRUCE  francesca.bruce@informa.com

June 2017 saw a new cyber security 
law came into force in China, however, 
some companies may not be aware 

of the new law and therefore may not be 
complying with new requirements, ac-
cording to the law firm CMS.

The new law has a broad coverage and 
applies to all industries and sectors. Phar-
maceutical companies are likely to be sub-
ject to requirements governing the col-
lection, processing, storage, cross-border 
transfer and use of personal and other im-
portant data, CMS told the Pink Sheet. 

“With the rapid development of the 
digital health industry, more traditional 
pharma companies have expanded their 
business and started to become an on-
line service operator or a manufacturer of 
connected medical devices. As such, more 
complex regulatory requirements will ap-
ply,” said the law firm.

However, CMS observes that “some tra-
ditional pharma companies do not pay 
sufficient attention to or even realize that 
they have fallen into the regulatory regime 
governing digital businesses, including the 
Cybersecurity Law and a series of adminis-

trative licensing requirements.”
Consequences for failing to comply can 

be heavy and companies could even see 
their business licenses revoked. In less seri-
ous cases, warnings or fines can be issued. 
“Failing to comply might also have [a] neg-
ative effect on a company’s daily operation 
and reputation.”

Companies that are not familiar with 
China’s cybersecurity regulatory regime 
should undertake a cybersecurity compli-
ance audit, CMS advises. Then, with the 
help of legal and technical experts they 
can work out how to improve their compli-
ance status.

CMS further advises companies to pay 
attention to how different authorities will 
formulate and implement different rules 
and standards within their jurisdictions to 
guide application of the new law.

WHAT THE LAW SAYS
The new law has a broad reach and applies 
to the establishment, operation, mainte-
nance and usage of networks and to the 
supervision and management of network 
security within mainland China. It focuses 

on three main aspects: the protection of per-
sonal information; the manufacturing and 
use of safe and controllable network prod-
ucts; and the security of network operation 
and online service provision, clarifies CMS.

Some legal requirements governing 
the security of network operations, online 
service provision, the quality of network 
products and the protection of personal 
information were previously in place, says 
CMS. The new law puts new emphasis on 
these requirements from a cybersecurity 
perspective and also introduces new ob-
ligations concerning critical information 
infrastructure, the cross border transfer of 
data and security assessments and exami-
nations for network products.

CMS points out that the law sets out 
a number of compliance requirements. 
These include:

 • formulating internal cybersecurity 
management policies and procedures;

 • assigning qualified staff to be in charge 
of cybersecurity matters;

 • taking the necessary technical mea-
sures to protect operational security, 
manufacturing and using safe and con-
trollable products; and

 • complying with certain obligations 
when collecting, processing and using 
personal information.

The law also guarantees “cyber sovereign-
ty,” which as CMS explains, means that China 
can independently choose its own cyber 
development path and their own model of 
regulation. Nevertheless, with its new law, 
China “has no intention to provide unfair 
treatment to foreign operators,” says CMS. 
“China will work together with the interna-
tional community to uphold cyber sover-
eignty, promote fair and equitable global in-
ternet governance and bring about a more 
open, inclusive and secure cyberspace.”  

From the editors of Scrip Regulatory Affairs 
Published online July 27, 2017 

“ Some traditional  
pharma companies 
do not pay sufficient 
attention to or even 
realize that they have 
fallen into the regulatory 
regime governing digital 
businesses” - CMS

Sh
ut

ter
sto

ck
: k

b-
ph

ot
od

es
ign

pink.pharmamedtechbi.com
mailto:francesca.bruce@informa.com


18   |   Pink Sheet   |   July 31, 2017 © Informa UK Ltd 2017

R E G U L AT O R Y  U P D AT E

Boost For Brain Cancer As Tocagen Enters EMA’s PRIME
NEENA BRIZMOHUN  neena.brizmohun@informa.com

Cancer-selective gene therapy company Tocagen has be-
come the third company to get accepted on the European 
Medicines Agency’s priority medicines (PRIME) scheme for 

an investigational drug for brain cancer.
Tocagen’s advanced therapy product, Toca 511 (vocimagene 

amiretrorepvec), was granted a place on the scheme for the treat-
ment of high grade glioma during the EMA’s latest review of PRIME 
applications in July. 

Toca 511 is now the 27th* product on PRIME, which was launched 
In March 2016 to help get drugs for unmet medical needs to pa-
tients faster. Its acceptance on the scheme also means that brain 
tumors now equal lymphoma as the most common type of can-
cers being targeted by oncology products on the PRIME scheme.

Tocagen’s acceptance by the EMA means the company has met 
PRIME’s rigorous entry criteria, which have seen more than 90 ap-
plications rejected so far. Companies in the scheme are offered 
early and proactive support from the EMA to help optimize their 
development plan. PRIME also offers the chance of an acceler-
ated assessment.

Brain tumors now equal lymphoma as the most common types 
of cancer being targeted by the eight oncology products currently 
on the PRIME scheme. Of the eight, three are for the treatment of 
brain cancer, three target lymphoma, and the remaining two are 
for leukemia and synovial sarcoma. The other PRIME-designated 
brain cancer drugs are Apogenix’s asunercept and DNAtrix’s DNX-
2401, both for treating glioblastoma. Oncology is the most com-
mon therapeutic area targeted by PRIME applicants in general and 
for which PRIME designation has been granted.

“The EMA’s granting of PRIME designation for Toca 511 under-
scores the urgent need for new treatments for high grade glioma, 
one of the deadliest cancers,” said Tocagen’s CEO, Marty Duvall. The 
PRIME designation application was based on clinical data from a 
Phase I resection study in patients with recurrent brain cancer and 
results from various preclinical models.

The company has also received US Food and Drug Administra-
tion breakthrough therapy designation for Toca 511 and its inves-
tigational small molecule, Toca FC, which is designed to be used 
together with Toca 511. The Toca 511/Toca FC combination is 
currently under evaluation in an international, randomized Phase 
II/III clinical trial, which is designed to serve as a potential reg-
istrational study. The trial involves patients with first or second 
recurrence of glioblastoma or anaplastic astrocytoma who are 
undergoing resection.

Toca 511 is an injectable retroviral replicating vector that en-
codes a prodrug activator enzyme, cytosine deaminase (CD). CD 
is derived from yeast, and humans do not naturally have this gene. 
Its selective delivery to cancer cells means that the infected cancer 
cells selectively carry the CD gene and produce CD protein, accord-
ing to Tocagen.

Toca FC is an investigational orally administered, extended-re-
lease version of 5-fluorocytosine (5-FC), a prodrug that is inactive 
as an anticancer drug. In animal models, Tocagen has shown that 
5-FC is converted into the anticancer drug, 5-FU, at high concen-
trations in Toca 511-infected cancer cells that are producing CD 
protein. Together, the Toca 511 and Toca FC combination directly 
kills cancer cells and immune-suppressive myeloid cells, resulting 
in activation of the immune system against cancer, Tocagen said.

PRIME REJECTS IN JULY
Tocagen’s request for PRIME designation was one of eight appli-
cations reviewed by the EMA in July. The other seven applications 
were rejected. They covered products for treating metastatic mela-
noma C, cholangiocarcinoma, ischemic stroke, neurotrophic kera-
titis, chronic hand eczema, genetic muscular disorder, and light 
chain amyloidosis.  

From the editors of Scrip Regulatory Affairs. Published online July 
28, 2017 

* A total of 28 investigational products have so far been granted 
PRIME designation but one (a product for treating leukemia) has 
since been withdrawn from the scheme by the developer.

“ The EMA’s granting of PRIME designation 
for Toca 511 underscores the urgent 
need for new treatments for high grade 
glioma” – Tocagen CEO Marty Duvall
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Recent And Upcoming FDA Advisory Committee Meetings
TOPIC ADVISORY COMMITTEE DATE

Intellipharmaceutics Corp.’s oxycodone extended-release tablets, with purported 
abuse-deterrent properties, for management of moderate-to-severe pain when a 
continuous, around-the-clock analgesic is needed for an extended period of time

Anesthetic and Analgesic Drug Products/
Drug Safety and Risk Management

July 26

Safety and efficacy of Dynavax’s hepatitis B vaccine Vaccines and Related Biological Products July 28

Janssen Biotech’s Plivensia (sirukumab) for adults with moderately to  
severely active rheumatoid arthritis who have had an inadequate response or  
are intolerant to one or more disease-modifying anti-rheumatic drugs

Arthritis August 2

Pfizer’s Xeljanz (tofacitinib) for treatment of adults with active psoriatic arthritis Arthritis August 3
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