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and potential conflicts of interest, a com-
mon theme throughout the confirmation 
process.

Sen. Edward Markey, D-Mass., said the 
FDA commissioner should understand 
that “universal health care does not mean 
that every American should have access to 
a bottle of prescription opioids.”

Sen. Sherrod Brown, D-Ohio, also said 
that FDA needs a commissioner that will 
fight the epidemic, not one who will “roll 
over for his big pharma friends.”

During his confirmation hearing, Got-
tlieb called the opioid epidemic a public 
health emergency that should demand 
a response akin to that of the Ebola and 
Zika outbreaks. (Also see “Opioid Policy At 
US FDA: Gottlieb Seeks More Activist Role To 
Combat Abuse” - Pink Sheet, 6 Apr, 2017.)

HELP Committee Ranking Member Pat-
ty Murray, D-Wash., also said she still has 
questions about Gottlieb’s stances on FDA 
policy and remains concerned whether 
Gottlieb could ensure independent and 
science-based agency decisions.

Gottlieb’s consulting career and his work 
at a venture capital firm raised questions 
about conflicts of interest. (Also see “Gottli-
eb’s Confirmation: Will Industry Ties Remain 
A Big Deal After The Hearing?” - Pink Sheet, 
3 Apr, 2017.)

BUDGET, USER FEES ALREADY 
MOVING FORWARD
FDA’s budget likely will be one of the 
pressing issues that Gottlieb will have to 
address upon being sworn in. While a fiscal 

Gottlieb Becomes US FDA Commissioner 
With Immediate Issues Pending
DERRICK GINGERY  derrick.gingery@informa.com

Scott Gottlieb will begin his tenure 
as FDA Commissioner with several 
issues demanding his immediate 

attention after a sometimes contentious 
confirmation process.

The Senate voted 57-42 to confirm Got-
tlieb May 9 in a largely partisan vote. It’s by 
far the fewest number of votes in favor of 
any candidate since the FDA commissioner 
became a Senate-confirmed position, like-
ly reflecting the intensely partisan atmo-
sphere of the moment (see chart, p. 5).

The final vote came after Senators decid-
ed mostly along partisan lines to end debate 
on his nomination. (Also see “Gottlieb Closing 
In On Confirmation Despite Senate Concern 
On Opioids” - Pink Sheet, 8 May, 2017.)

Gottlieb is replacing Acting Commission-
er Stephen Ostroff, who has been running 

the agency since Robert Califf resigned in 
January. (Also see “US FDA Might Be Tem-
porarily Headed By Ostroff As Califf Sets His 
Departure” - Pink Sheet, 5 Jan, 2017.)

Several Republicans praised Gottlieb’s 
qualifications to run the agency, including 
Senate Majority Leader Mitch McConnell, 
R-Ky., who said that he looks forward to 
having a commissioner like Gottlieb who is 
committed to developing groundbreaking 
treatments for serious illnesses.

Sen. Lamar Alexander, R-Tenn., chair-
man of the Senate Health, Education, La-
bor and Pensions Committee, reiterated 
that Gottlieb’s professional experience is 
an asset and that he knows first-hand how 
drugs affect families.

Opposition focused on Gottlieb’s pref-
erences for handling the opioid epidemic 

Scott  
Gottlieb

 After being 
sworn in as FDA 
commissioner, Scott 
Gottlieb shakes 
hands with HHS 
Secretary Tom Price.
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The balance of power behind the prescribing decision is changing: payers are ever more in charge.  That means 
that insight into how payers make decisions – how they evaluate drugs, one against another – will be crucial to 
any successful drug launch.

RxScorecard objectively, authoritatively, and systematically assesses marketed and pipeline drugs in a 
therapeutic indication from the payer’s point of view. Developed by senior medical and pharmacy leaders from 
major payers and pharmacy benefit managers, RxScorecard delivers practical and powerful insight into your 
drug’s reimbursement potential and how you can maximize it.  

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

Maximize Your 
Reimbursement Potential

Discover RxScorecard today. 

Visit https://goo.gl/o9ZAMC 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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F D A

year 2017 spending plan is in place, the 
agency will have to navigate a budget for 
FY 2018 in a potentially difficult congres-
sional environment.

FDA received an increase in non-user 
fee funding in the FY 2017 omnibus ap-
propriations legislation signed in late 
April. Much of the increase was outside 
the drug centers, mainly because of an 
expected reduction in user fee revenue. 
(Also see “US FDA Gains Budget Increase 
In FY 2017… And Not Through Fees” - Pink 
Sheet, 1 May, 2017.)

But for FY 2018, the White House has 
called for substantial cuts in budget au-
thority for the agency that would be 
made up by user fee revenue increases, 
although that seems unlikely. (Also see 
“Trump’s Budget Outline Threatens User Fee 
Agreements” - Pink Sheet, 16 Mar, 2017.)

The formal White House budget re-
quest, expected in the coming weeks, will 
include more detail, but Gottlieb likely will 
be called to advocate for agency resources.

Also making its way through Con-
gress is the reauthorizing legislation for 
FDA’s prescription drug, generic drug, 
medical device and biosimilar user fee 
programs. The HELP Committee com-
pleted mark-up of its version of the bill 
on May 1 (see box).

Gottlieb will be among those providing 
technical assistance to members of Con-
gress as they complete the legislation, and 
he may have to give opinions on the fea-
sibility of implementing the add-ons that 
undoubtedly will be attached to the bill.

So far there are only a few, but tradi-
tionally the user fee bill, considered must-
pass legislation, attracts many FDA policy 
and related riders. (Also see “First Draft FDA 
User Fee Bill Is Squeaky Clean” - Pink Sheet, 
14 Apr, 2017.)

FDA also continues to work on several 
guidances for industry, but has released 
only a few since the Trump Administra-
tion has taken office. Gottlieb, upon his 
entrance, will have to set his policy direc-
tion and review and approve those that 
are pending.

Ostroff has said the agency is waiting 
for the new administration to get up to 
speed before releasing several draft and 
final guidances. (Also see “Ostroff: Admin-

CONTINUED FROM COVER

Note: * indicates nomination following presidential inauguration

The Senate worked quickly to confirm Scott Gottlieb as FDA Commissioner, but not as 
quickly as some previous commissioners. Still, the less than two months from nomi-
nation to confirmation means the agency will have the shortest total time between 
confirmed commissioners in recent memory.

Source: FDA and Pink Sheet

Scott Gottlieb received the fewest number of votes in favor of confirmation that an 
FDA commissioner has ever received. Several were confirmed simply by voice vote or 
unanimous consent.

Source: Senate voting records

.53 months

2.13 months

1.87 months

.73 months

Total Time Spent Waiting For New FDA Commissioner

FDA Commissioner Confirmation Votes
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istration Coming Up To Speed On Planned 
FDA Guidances” - Pink Sheet, 4 May, 2017.)

FDA released many documents in the 
final days of the Obama Administration, 
in part because they could have been de-
layed or stopped once Trump took office. 
(Also see “FDA’s Document Dump: Guidance 
Release Skyrockets Ahead Of Trump’s Arriv-
al” - Pink Sheet, 22 Jan, 2017.)

A SHORT WAIT DESPITE LOW 
SENATE VOTE TOTAL
Gottieb’s low Senate vote total could 
mean he has less Capitol Hill support, and 
therefore less margin for error, should a 
scandal emerge.

His predecessor, Califf, received 89 votes 
in the Senate, which he said gave him the 
leverage to potentially keep the job after 
the presidential election. (Also see “Califf 
Maintains Desire To Stay At FDA, But Would 
Either Presidential Candidate Keep Him?” - 
Pink Sheet, 5 Nov, 2016.)

But Gottlieb also enjoyed the shortest 
time waiting to take office in more than a 
decade. He waited less than two months 

from nomination to confirmation, unlike 
Califf, who waited more than five months, 
and Margaret Hamburg, who waited 
slightly longer than two months. 

As a result, FDA will enjoy the shortest 
time between the resignation of the com-
missioner and confirmation of a replace-
ment since 1990. It is a recognition by the 
Senate that despite the concerns raised, 
the agency operates better with a con-
firmed leader.

The time between Califf and Gottlieb 
will be about 3.6 months, compared to the 

time between Hamburg and Califf, which 
was nearly 11 months, and the time be-
tween Andrew von Eschenbach and Ham-
burg, which was about 3.9 months.

Gottlieb’s confirmation process has 
largely followed the swift pathway some-
times seen for commissioner nominations 
made shortly after a new president takes 
office. (Also see “FDA’s Next Commissioner: 
Will Trump Follow Hamburg Or McClellan 
‘Schedule’?” - Pink Sheet, 30 Jan, 2017.)  

Published online May 9, 2017

France’s New President Will Support A Pharma Industry 
That Produces Innovation At Fair Prices
IAN SCHOFIELD  ian.schofield@informa.com

France’s president-elect, Emmanuel 
Macron, looks likely to be reasonably 
supportive of the country’s pharma-

ceutical industry – as long as companies 
are prepared to come up with innovative 
medicines at a “fair price.”

Macron, an independent centrist who 
won the presidential election with 66% of 
the votes against 34% for his rival, Marine 
Le Pen of the Front National, ran on a pro-
business, pro-EU ticket while also promis-
ing to tackle the country’s economic and 
social problems.

In the run-up to the election campaign, 
Macron said he would “support an innova-
tive, job-creating” pharmaceutical industry 
and encourage pharmaceutical companies 

to carry out more manufacturing in France.
He also said that pharma firms had been 

treated as a way of “adjusting” industrial 
policy, noting that the rules on reimburse-
ment policy, for example, were changed 
“every six months”, and insisting he wanted 
to give the industry long-term visibility so 
that they could better plan their industrial 
strategies.

He pledged to open a “sincere and ex-
acting” dialogue with the industry, with a 
view to ensuring that medicines were paid 
for at “a fair price” if they were truly inno-
vative. He also called for more oversight 
of drug pricing policy, saying there should 
be more transparency in the price-setting 
process and that patients should have a 

E L E C T I O N S

Look online at https://pink.pharmamedtechbi.com for these additional  
recently published articles: 

•  Drug Importation Blocked But Not Forgotten As User Fee Bill  
Clears Senate Cmte

•  Expanded Access Amendment Could Blunt ‘Right To Try’  
Legislation In US

• Generic Priority Review Expanded In Senate User Fee Bill
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seat on the government’s pricing commit-
tee (CEPS).

In some ways the industry appears to 
have got off very lightly, given that in De-
cember 2016 Le Pen had said she would 
take a tough line against pharma firms, 
squeeze innovative drug prices, increase 
genericization, and ban all prescription 
drug promotion. While Macron favors the 
self-policing of drug company promotion, 
he wants the CEPS to be able to penalize 
companies that don’t respect the rules.

Of course, campaign promises are one 
thing, and the realities of governing quite 
another – particularly as it is not clear how 
easy it will be for him to secure a parlia-
mentary majority in the legislative elec-
tions in June.

On the EU front, Macron is a fervent sup-
porter of a unified EU, in contrast to the 
anti-EU, anti-immigration stance taken by 
his rival in the presidential race.

He has suggested that the French regu-
latory authorities should interact more 
with the European Medicines Agency, and 
will doubtless be in favor of France’s bid to 
host the EMA when it moves out of Lon-
don as a result of the Brexit vote.

More generally, Macron said in Febru-

ary this year that the accent in healthcare 
should be on prevention rather than cure, 
and that efforts to eliminate health in-
equalities in France should be accelerated 
and the healthcare system made more effi-
cient. He proposed finding savings of some 
€15bn over five years by carefully control-
ling the increase in health spending. 

WELCOME FROM INDUSTRY?
The French pharmaceutical industry will 
no doubt welcome the election of Ma-
cron, who has been both a civil servant 
and an investment banker and, in 2014, 
was appointed economy minister under 
the Socialist president François Hollande, 
overseeing the introduction of some busi-
ness-friendly reforms, before quitting to 
form his own independent movement, En 
Marche! (“on the move”).

The industry body, Leem, had not re-
sponded to a request for comment at the 
time of publication of this article. How-
ever, in a wish list published in December 
2016, the association outlined a number 
of recommendations it would like to see 
acted upon. It said, for example, that early 
patient access to innovation should be 
improved by horizon scanning and prim-

ing the healthcare system for the arrival of 
new drugs, developing appropriate access 
mechanisms, and ensuring reimburse-
ment decisions take into account factors 
such as quality of life. 

It also called for wider use of healthcare 
data for medico-economic research and 
evaluation to help in evaluating the actual 
cost-benefit profile of drugs in the real-
world setting.

Overall, it said, a better balance was 
required between the need to contain 
healthcare spending and allow industry to 
fulfil its potential. For example, it said that 
since 2011 there had been a series of “dis-
proportionate” levies on the industry, and 
that medicines, while accounting for only 
15% of healthcare spending, had contrib-
uted half of all savings in the system.

It also wanted France to be made more 
attractive for clinical research by imple-
menting faster, simpler but still “rigorous” 
trial approval procedures, and called for 
the drugs budget to be set in line with the 
“real needs of financing therapeutic inno-
vation”.  

From the editors of Scrip Regulatory Affairs. 
Published online May 8, 2017

E L E C T I O N S

New Korean President Set To Maintain  
Pharma Policy Support
JUNG WON SHIN  jungwon.shin@informa.com

The new South Korean government is set to retain its ba-
sic policy stance of nurturing and supporting the pharma 
and biotechnology industries as new growth engines for 

the national economy.
Although these sectors were not specifically part of major 

election pledges such as job creation by new president Moon 
Jae-in, he did unveil a set of policy plans that included improve-
ments in the drug pricing system, to support the industry.

During the South Korean presidential election on May 9, lib-
eral Democratic Party candidate Moon - a human rights lawyer 
who favors a more open policy towards North Korea - won by a 
landslide, gaining 41.1% of the vote, followed by conservative 
Hong Jun-pyo with 24.0%. Moon was sworn in on May 10 and 
officially began his schedule as president the same day.

The election was held after the impeachment and dismissal 

South Korea
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of incumbent Park Geun-hye. Opinion polls before April consis-
tently placed Moon, who was the runner-up in the 2012 elec-
tion, as the frontrunner.

‘REASONABLE’ POLICIES
According to his election pledge book, he promised to come 
up with “reasonable guidelines”, which meet international reg-
ulations, to nurture the pharma, biotech and medical device 
industries, and to set comprehensive long term plans to en-
able the pharma industry to better predict government policy.

Moon plans to improve the drug price reimbursement de-
cision system to reinvigorate South Korea-originated novel 
drugs’ entry into global markets, and vowed to set up a novel 
drug development system that better links the industry, aca-
demia and research community.

Also part of his pledges was a plan to ease the financial and 
other burdens of dementia patients and their families by set-
ting up public dementia specialty hospitals and lowering de-
mentia treatment costs.

Other healthcare-related pledges included strengthening 
the roles of public medical institutions by ways such as creat-
ing a separate infectious disease center under the Centers for 
Disease Control & Prevention, and setting up specialty infec-
tious disease hospitals to prevent the massive spread of such 
diseases.

Outside the pharma sector, he vowed to reform the coun-
try’s large “chaebol” business conglomerates, while providing 
support to small and medium size firms and start-ups.

Moon’s presidential election camp had already expressed its 
intent to nurture the pharma and biotech areas. During a con-
ference in April, Hyun-Hee Jeon of the Democratic Party, also 
known as the Minjoo Party of Korea, stressed that the govern-
ment and political community should support the industry, 
which in some cases has risen to global levels.

NEW ‘CONTROL TOWER’
Expectations are also mounting that the new government will 
create a pharma committee directly under the president’s of-
fice to speed up and beef up support for the industry.

The pharma industry has recently called for the creation of 
a new pharma and biotech innovation committee under the 
president’s office to better integrate and control healthcare 
policies in various areas including R&D support, product ap-
provals, regulations and the drug pricing system.

“The problem is that the health ministry can only 
play a passive role. It doesn’t seem to be communi-
cating well with other industries. If we consider the 
biopharma industry as our future growth engine, there 
has to be a place that can fine-tune all the aspects, 
including economic and social functions,” Hee-Mok 
Won, chairman of the Korea Pharmaceutical and Bio-
Pharma Manufacturers Association (KPBMA; formerly 
the KPMA), declared during a briefing in March by the 
industry group.

The pharma sector has repeatedly called for the need to cre-
ate a single “control tower” that can oversee and control bio-
pharma policies in a coordinated manner over the long term. 
The problem currently is that multiple ministries have sepa-
rate budgets and policies for R&D support, although the Min-
istry of Health and Welfare (MOHW) largely oversees health-
related issues.

The KPBMA has called for the next government to increase 
its R&D support to 20% of the private sector’s R&D investment, 
up from the current 8% level, as well as to provide tax incen-
tives for clinical trials of incrementally modified drugs and bio-
similars (including by contract research organizations).

INDUSTRY WISH LIST
The KPBMA has also requested the new government to improve 
the domestic drug pricing system to allow the “more reason-
able” pricing of South Korean drugs in global markets, and to 
provide tax incentives for production facilities for essential 
medicines produced in South Korea, which it said should also 
be given preferential prices in the domestic market.

The association sent these policy proposals to the camps 
of South Korea’s various presidential candidates before the 
election.

Following the election results, the KPBMA told Scrip that it 
expects the new government to “positively review and reflect 
[on] the policy proposals” and improve regulations in a “for-
ward looking” manner as the pharma industry is seen as a new 
growth engine.

In a post-election statement, the KPBMA again stressed the 
need to set up a pharma industry control tower under the presi-
dent’s office to effectively manage limited R&D resources scat-
tered across various ministries and to develop novel drugs via 

long-term investments.
“Although the domestic pharma industry has reached 

global levels, it still can’t afford to make investment of 
that [needed] size...In order for the industry to settle in 
as a next generation growth engine, it needs strong sup-
port and will from the government such as creating a 
pharma industry-nurturing control tower directly under 
the president,” the association stressed.  

From the editors of PharmAsia News. Published online  
May 10, 2017

E L E C T I O N S

Expectations are mounting that the 
new government will create a pharma 
committee directly under the president’s 
office to speed up and beef up support 
for the industry.
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M A N U FA C T U R I N G  Q U A L I T Y

US Reliance On EU Drug Facility Inspections 
Begins In November
SUE SUTTER  sue.sutter@informa.com

The US FDA will start recognizing drug 
manufacturing facility inspections 
conducted by certain European 

Union member states in November under 
the US/EU mutual recognition agreement.

“In November of this year, we will recog-
nize inspections of … countries that we’ve 
determined to be capable,” Dara Corrigan, 
FDA acting deputy commissioner for global 
regulatory operations and policy, said May 5.

“At that point, FDA will be able to actu-
ally utilize inspection reports from other 
countries and will be able to use the re-
sources that it devoted to those countries 
elsewhere in the world,” Corrigan said.

Corrigan provided details about the 
scope of the recently completed mutual 
recognition agreement, as well as next 
steps toward operationalizing the pact, in 
a speech to the Food and Drug Law Insti-
tute annual meeting in Washington, DC. 
(see box)

The agreement, which was signed by 
US and EU officials in January and March, 
respectively, marked the culmination 
of negotiations that began in May 2014 
aimed at enabling the US and EU to rely on 
inspectional findings conducted by each 
other’s drug regulators. (Also see “EU, US Fi-
nally Agree On Mutual Recognition Of GMP 
Inspections” - Pink Sheet, 2 Mar, 2017.)

The agreement was formalized as a revi-
sion to the pharmaceutical annex of a 1998 
mutual reliance agreement. The original 
annex provided for recognition of each 
other’s drug Good Manufacturing Practice 
inspections but was never implemented, 
in part due to the wide variation among 
European inspectorates. (Also see “Why 
Now Is The Right Time For Mutual Recogni-
tion” - Pink Sheet, 3 Mar, 2017.)

In the EU, member states have their own 
pharmaceutical inspectorates. There are 
differences in how the inspectorates are 
funded and how they each implement the 
overarching EU law.

FDA needed to develop a standardized 

process to determine that each member 
country’s drug inspectorate was capable 
of performing inspections that meet US 
standards, Corrigan said. Toward this end, 
FDA officials sat in on audits of individual 
member state inspectorates conducted by 
other EU countries. (Also see “US-EU Mutual 
Reliance On Drug Facility Inspections Nears 
Reality” - Pink Sheet, 17 Mar, 2016.)

RESERVING THE RIGHT TO SAY ‘NO’
FDA and EU are now working to complete 
their assessments of each other’s inspec-
tional capabilities.

The EU must complete its capability as-
sessment of the US by July. “They have 
been conducting this for quite some time 

going back to 2015,” Corrigan said.
“We at the FDA have made a commit-

ment to complete eight capability assess-
ments in the EU by November of this year,” 
Corrigan said. The agency has committed 
to finish assessments for all 28 EU member 
country inspectorates by July 2019.

However, FDA reserved the right to de-
termine by July 2019 that an EU member 
country is not capable of performing in-
spections according to US standards.

In negotiating the agreement, “FDA was 
able to guarantee that it would assess ev-
ery country,” Corrigan said. “However, the 
important and critical piece for FDA here is 
that it’s not successful assessment by July 
2019, it’s assessment by 2019.”

S CO P E  O F  U S / E U  M U T UA L  R E CO G N I T I O N
 AG R E E M E N T

• Includes vast majority of drugs

• Certain products, such as vaccines and veterinary products, will be  
re-evaluated for possible inclusion in the future

• Surveillance and, under certain conditions, pre-approval inspections of  
marketed human drug facilities located in US and EU
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M A N U FA C T U R I N G  Q U A L I T Y

“We couldn’t have an agreement that 
would have integrity unless we had the 
ability to say ‘no,’” she said. “When we de-
signed the process, we knew there was a 
possibility that certain countries wouldn’t 
fulfill our criteria for capability. And the EU 
knows this, too.”

If FDA determines a country’s inspec-
tion process is not up to snuff, the agency 
will inform the country what it needs to 
address.

“This is not an adversarial process,” Cor-
rigan said. “What we would tell the coun-
try is these are the problems that we see, 
this is what you need to correct. And once 
that was corrected, or if it was corrected, 
they could come back for a reassessment, 
but it has nothing to do with whether or 
not any of the remaining provisions of the 
agreement would be implemented.”

The agreement also contains a pro-
vision known as a “guillotine clause,” a 
phrase that Corrigan conceded she was 
“horrified” about. “What it means is if we 
all don’t do what we’re supposed to do, 
with four pages of exceptions, the whole 
agreement goes away,” she said.

LIMITATIONS IN SCOPE, BUT 
ROOM FOR EXPANSION
The agreement’s focus is on GMP surveil-
lance inspections, although pre-approval 

inspections are included under certain 
circumstances.

In the pre-approval setting, “we have 
very clear standards for how we conduct 
those inspections, and the issue is that 
the applications for drugs … may not be 
the same, and they are not the same of-
ten, in the EU and in the US,” Corrigan said.

Furthermore, FDA must conduct pre-
approval inspections according to time-
lines established by user fee agreements.

“There is ongoing, very detailed work 
being conducted by [the Center for Drug 
Evaluation and Research] and other parts 
of FDA to really understand exactly how 
the systems on the pre-approval side dif-
fer and are the same, and whether they 
vary by country,” she said. “It’s a complex 
question only because we have obliga-
tions to get these pre-approval inspec-
tions done in a certain period of time.”

Corrigan was asked why the agree-
ment is limited to facilities in the US and 
EU when China and India have seen a sig-
nificant increase in registered drug facili-
ties in the past few years.

“It was definitely a discussion point,” she 
said, adding that the agreement “leaves 
open the possibility” for expanding to in-
spections in other nations in the future.

One reason for not extending the ini-
tial agreement to facilities beyond the EU 

was because of the way the EU conducts 
inspections. It sends out two inspectors 
from two different member countries to 
each facility and “right now, it’s very hard 
to craft a program that would work not 
knowing which countries will be deemed 
capable by the FDA,” Corrigan said. “What 
do you do if it’s a country that is [deemed 
capable] and another country that isn’t? 
How are we going to do that?”

The scope of products covered under 
the pact also could be broadened after 
FDA completes the EU member country 
assessments in July 2019.

“Because we want this agreement to 
be successful, there were areas where 
we decided that a step-by-step approach 
would make more sense,” Corrigan said. 
“Vaccines are discussed and included 
within scope, but we would need years 
to evaluate how exactly it makes sense to 
incorporate vaccines.”

Corrigan said that while the hard work 
of negotiating the deal is in the past, 
there is a significant amount of work still 
ahead.

“We now need to be diligent in making 
sure that we finish our 28 assessments,” 
she said. However, “it opens up a world 
literally of possibilities where we can 
look at other countries and work collab-
oratively with those other countries and 
form what I believe will be … something 
like a virtual inspectorate,” Corrigan said.

“I believe this mutual recognition is a 
small step to better protecting the public 
health, but it is a bold and significant step 
going into the future.”  

Published online May 5, 2017

“ When we designed the process, we knew there 
was a possibility that certain countries wouldn’t 
fulfill our criteria for capability. And the EU knows 
this, too.” – FDA’s Corrigan
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Industry Needs To Be Aware of Serialization  
Challenges Under DSCSA
JOANNE EGLOVITCH  joanne.eglovitch@informa.com

The US pharmaceutical industry needs to be well prepared to 
ensure that all drug packages are correctly serialized begin-
ning Nov. 27 so they are not removed from the supply chain 

and quarantined, an industry official says. That’s when the second 
phase of the Drug Supply Chain Security Act, or DSCSA, mandates 
first-ever digital serialization to ward off drug counterfeiting.

Lloyd Mager, global traceability lead for AbbVie Inc., spoke 
April 24 at the Drug Information Association’s CMC Workshop in 
Rockville, Md., on some of these serialization challenges posed by 
DSCSA. He said that “the [serialization] data has to have integrity, 
has to be readable, and has to be accurate. We have a new digi-
tal supply chain. In the past, our product flowed. In the future, our 
product won’t flow if the digital data is not right.” Mager is also a 
board member of the Pharmaceutical Distribution Security Alli-
ance, which is a multi-stakeholder group working with FDA to help 
implement DSCSA.

The November 2013 legislation was designed to counter a grow-
ing counterfeit drug threat by mandating track-and-trace require-
ments. DSCSA outlines steps for the creation of an interoperable 
system industry can use to identify and remove counterfeit drugs 
from distribution before they reach patients in the US.

The first step, the lot-level tracing requirement, went into effect 
in 2015. The second step, which goes into effect in November, re-
quires manufacturers to affix serial numbers at the individual unit 
level and also at the case level. The third step is a package-level 
electronic, interoperable system, to be established in 2023.

Mager said that to meet the November serialization deadline, 
manufacturers need to comply with three DSCSA provisions:

 • Manufacturers must affix a unique product identifier to each 
unit and case of product. This is where the 2D Data Matrix is 
applied.

 • Manufacturers must respond to requests for verification from 
repackagers, distributors, wholesalers and dispensers within 
24 hours of the request to verify that all products have been 
received with the correct serial numbers.

 • Manufacturers must ensure that transaction information, his-
tory and transaction statements for drugs that move through 
the supply chain are in electronic form.

Mager said that “this is the beginning of the new digital supply 
chain and it’s something I don’t think a lot of people have thought 
of it in this way before.”

MANUFACTURERS NEED TO BE ORGANIZED
Mager said that these impending requirements mean that manu-
facturers need to be organized and ensure that all packaging, from 
the outer packaging down the unit level, have the correct serial 
numbers. He said that the serialization process must be “bullet-
proof” to avoid product getting quarantined.

Having the right data on the outermost packaging layer, called 
the “commissioned product data set” is especially important be-
cause this is the data that is scanned by the manufacturer once the 
product leaves the plant and then is scanned by distributors upon 
arrival. The outermost layer should have the following data in the 
serialization: product name, the strength and the dosage of the 
drug, and the national drug code.

The drug package units within the container should have the fol-
lowing serialized information: the lot number, the expiration date, 
the unit serial number, the case serial number, and the pallet serial-
ization number.

Mager said that it is important to get this right because once prod-
ucts are sent out, manufacturers will start getting calls from distribu-
tors to verify that the products received are the same as those sent 
out. Units that do not have serial numbers or have serial numbers 
that cannot be matched with the manufacturer’s will be sent back.

Mager said, however, that mistakes will be inevitable because 
is not possible for distributors to open every box to confirm the 
contents. Instead, they will have to trust, or infer, that the informa-
tion on the outermost packaging is accurate and correctly denotes 
the contents within. Yet some products will inevitably slip through 
the cracks and either not be serialized or incorrectly serialized. The 
fact that half of all the packaging is done by humans means that 
mistakes will be made.
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“Good serialized product will have some inaccuracies. The worry 
here, the concern is, and we learned this through our pilots that 
we’ve been working through, is that if you base everything on in-
ference, we will have exceptions and failures. With 4 billion units 
on the market, you will get to 99% success but statistically that will 
cause every working day 160,000 exceptions. These are defects. We 
can’t verify 160,000 exceptions. We don’t have the means.”

He said that the pharmaceutical industry has to work with exter-

nal partners to resolve this issue and come up with a better way of 
tracing products through the supply chain. “This is something that 
the industry is still struggling with. We still have a lot of work to do 
in this area so we have to collaborate. We don’t want to have drug 
shortages because of a trade model that has too much of a heavy 
reliance on the practice of inference.” 

From the editors of Gold Sheet. Published online May 8, 2017

US FDA’s Program Alignment: Where Should  
Form-483 Responses Go After May 15?
BOWMAN COX  bowman.cox@informa.com  
SHAWN M. SCHMITT  shawn.schmitt@informa.com

Pharmaceutical manufacturers will 
face a new challenge in responding 
to inspectional observations after US 

FDA aligns its Office of Regulatory Affairs 
field organization with the agency’s prod-
uct-oriented centers on May 15.

They won’t know who should receive 
their responses to Form-483 inspectional 
findings.

Well-crafted responses can forestall 
warning letters or other adverse actions, 
but only if they get to the right person 
within the allotted 15 days.

Consultant David Chesney, a former FDA 
district office director, on May 4 alerted 
the Food and Drug Law Institute’s annual 
meeting in Washington to the situation.

Meanwhile, the compliance director for 
FDA’s Florida district office, Blake Bevill, ad-
vised MedCon 2017 in Cincinnati May 5 on 
what the agency is doing – and what man-
ufacturers can do – to make sure inspec-
tional responses get to the right people.

FDA’s program alignment, in the works 
since 2013, is expected to make enforcement 
more predictable, consistent and efficient.

THE CHALLENGE WITH FORM-
483 REPLIES
FDA warning letters tell companies who 
they should respond to, but Form-483’s do 
not. Chesney said that even after 23 years 
in FDA’s ORA, he still finds it difficult to 
figure out where clients should send their 

483 replies.
With program alignment, it’s going to be 

even more difficult. “That compliance officer 
you cultivated a good relationship with in 
your geographically local district office may 
now be working exclusively in the food area 
and have nothing to do with your case any-
more,” Chesney said.

What’s more, the compliance officer that’s 
taking over the case could turn out to be in 

another city in a different part of the coun-
try, said Chesney, whose firm, DL Chesney 
Consulting LLC, is based in Exeter, N.H.

“You better find out from your investiga-
tor who’s driving the bus on the decision as 
to what happens next when you get that 
483,” Chesney said, “because you want to 
make sure you send the communication to 
the right person.”

He cautioned that even if in the interim 
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FDA says replies should still go to the local 
district office, “you’re then relying on them 
to funnel it through internal agency chan-
nels to where it really needs to get.”

FDA’S NEW INSTRUCTIONS
Indeed, manufacturers should continue 
sending Form-483 responses to their cur-
rent district director until further notice, 
Blake Bevill, director of compliance at 
FDA’s Florida district office, said May 5 at 
MedCon 2017 in Cincinnati.

“If there is a problem with the 483 re-
sponse, or if the inspection is classified 
as OAI, a compliance officer will contact 
you, and your point of contact will then 
change,” Bevill said.

An OAI (official action indicated) classifi-
cation means the issues are so serious that 
the agency will likely issue a warning letter, 
add the site to its drug GMP import alert or 
take legal action.

“For now, continue to work with your 
current ORA offices and contacts, includ-
ing district directors, state liaisons and 
your contacts in the Office of Partnerships. 
Any changes to your current contacts will 
be communicated,” Bevill said.

HOW TO FIND YOUR NEW 
CONTACTS
Bevill gave an email address for finding 
new post-alignment contacts.

“We encourage you to let us know if you 
need assistance identifying a contact,” he 
said. “We’ve established a mailbox for such 
inquiries. Please direct your questions to 
engageora@fda.hhs.gov.”

He also suggested that companies reach 
out to ORA’s new ombudsman, Jessica 
Zeller, if they have concerns or questions, 
at oraombudsman@fda.hhs.gov or jessica.
zeller@fda.hha.gov. 

“We have engaged all of our internal re-
sources to ensure you continue to have a 
positive engagement with ORA. Our om-
budsman is available to you to address 
any concerns regarding your engagement 
with ORA that would benefit from a third 
party,” Bevill said.

WHY FDA IS REALIGNING ORA
Under program alignment, inspections 
performed by ORA will be structured along 

commodity-specific product lines to make 
audits more predictable and consistent for 
investigators and manufacturers.

FDA is aligning the reporting chain for 
ORA’s inspection and compliance staff – 
from the employees on the front lines to 
the assistant commissioners at headquar-
ters – by type of commodity. This is a sig-
nificant departure from ORA’s existing ge-
ography-based model, where employees, 
regardless of their areas of expertise, may 
do work in more than one program area – 
inspecting, say, a peanut producer one day 
and a biotech plant the next.

“Ultimately, these changes will result in a 
high level of technical expertise and more 
uniform application of ORA’s policies and 
processes,” Bevill said.

“While operations will be aligned into 
programs, some functions will be retained 
based on geography. No offices will close, 
and no one will lose their job or be asked 
to move as a result of program alignment, 
although the roles and responsibilities as-
sociated with some positions may change,” 
he said.

When the five regions sunset on May 15, 
the agency will establish operations pro-
grams for pharmaceutical quality, biological 
products, bioresearch monitoring, medical 
devices and radiological health, human and 
animal food, and tobacco, Bevill said.

ORA’S NEW STRUCTURE
As part of program alignment, FDA has 
established an Office of Medical Products 
and Tobacco Operations (OMPTO), led by 
Ellen Morrison, associate commissioner 
of operations. She reports to the Associ-
ate Commissioner for Regulatory Affairs 
(ACRA).

OMPTO’s leadership team includes four 
office directors: Alonza Cruse for the Of-
fice of Pharmaceutical Quality Operations; 
Chrissy Cochran for the Office of Biologi-
cal Product Operations; Ginette Michaud 
for the Office of Bioresearch Monitoring 
Operations; Jan Welch for the Office of 
Medical Devices and Radiological Health 
Operations; and Anne Reid for the Office of 
Tobacco Operations (acting).

Bevill shared additional details about 
how the Office of Medical Devices and 
Radiological Health Operations will be 

structured. (Also see “’Program Alignment’ 
Falls Into Place: Everything You Need To 
Know About US FDA’s New Inspectional Ap-
proach” - Medtech Insight, 8 May, 2017.)

NEW EFFICIENCIES EXPECTED
“By specializing ORA staff, we will provide 
more seamless and coordinated interac-
tions between the agency and industry, 
as well as our federal, state, tribal and local 
regulators,” Bevill said. “Our reorganization 
will drive new efficiency across each com-
modity.”

The directors in the 20 district offices 
will remain in place, but they will take on 
an additional title: program division direc-
tor. “Moreover, our district directors, while 
aligned operationally into one program 
area, will also have responsibility over a 
geographic area, overseeing state liaisons, 
emergency response coordinators, and 
other key functions that need to remain 
geographically based,” Bevill said.

District directors will also be joined by 
eight program division directors, whose 
only tasks will be related to program op-
eration.

“The district director will remain the 
most senior official in the district, regard-
less of their operational program assign-
ment. Thus, they will continue to support 
regulatory meetings held locally, and they 
will have oversight for employee safety in 
facilities across the district,” Bevill said.

Further, “all regional food and drug direc-
tors and regional staff will transition into 
other positions within ORA,” he said. “ORA 
will align import operations as its own pro-
gram of specialization, although it will still 
oversee all products regulated by FDA.

“ORA’s laboratories will also specialize 
and align into human and animal food 
labs, or medical products, tobacco and 
specialty labs,” Bevill added.

Meanwhile, consultant Chesney con-
cluded his FDLI remarks on an optimistic 
note about the realignment. “We’re about 
to enter a new relationship, different than 
what we’ve experienced in the past. … 
We’ll figure it out, but for a little while, it’s 
going to be unclear.”  

From the editors of Gold Sheet. Published 
online May 10, 2017
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Pharma Firms Told To ‘Keep Your Distance’ When Patients 
Come To EU CHMP Meetings
VIBHA SHARMA  vibha.sharma@informa.com

T he European Medicines Agency has received positive feed-
back on its pilot to involve patients more closely in the benefit-
risk assessment of medicines, but it must ensure that patient 

representatives taking part in such initiatives conduct themselves in 
a neutral manner and do not engage with drug companies whose 
products are to be evaluated, says François Houyez of Eurordis, the 
patient-driven alliance of rare disease organizations in Europe.

Patients can offer invaluable insight during the drug evaluation 
process and the EMA routinely seeks their feedback through scien-
tific advice group/ad-hoc expert group meetings, scientific advice 
procedures and written consultations. During a pilot that ran from 
September 2014 to December 2016, the EMA tested their further in-
volvement by asking them to participate in oral explanations, which 
are delivered by a company when significant questions are raised 
about a product under evaluation by the agency’s human medicines 
committee (CHMP). (Also see “EMA Needs More Cases To Assess Value 
Of Involving Patients In CHMP Meetings” - Pink Sheet, 27 Aug, 2015.)

During the pilot phase, the patients gave their views on the ben-
efits and risks of five medicines; on two occasions for one of them 
(see table, p. 15). For these types of involvements to be a success, 
Houyez said companies need to understand that they should not 
be seen to be trying to influence patients or even external experts 
invited to CHMP meetings. 

Houyez thinks that companies get “too excited” about patient 
involvement in such meetings, and “we dread to see companies 
sometimes trying to advise patients” at meetings, “which can be 
detrimental.” He said it was “important that patients provide their 
own perspectives and experiences before the EMA and that they 
are not influenced by the industry in any way”.

During the patient involvement pilot there was an incident 
where two patients were seen talking to company representatives 
during the morning before the oral explanation, said Houyez, who 
is Treatment Information and Access Director at Eurordis. The inci-
dent was reported to the CHMP chair, who met with the patients 
to discuss the episode. In this case, before the oral explanation 
process could begin, all CHMP delegates were informed about the 
incident so the matter was dealt with in a transparent manner, but 
it could have resulted in more serious consequences whereby the 
EMA could have excluded all of the patients’ submissions or even 
interrupted the pilot, noted Houyez.

The incident also drew concern from CHMP and EMA members, 
one of whom noted that it was a “very uncomfortable” episode 
that “could have hindered the enormous value of patients’ partici-
pation.” Following the incident, it was emphasized that the EMA 
“must clearly warn patients that once selected to be part of an ex-
pert panel to be at CHMP they should not meet the company or 
respond to their emails or contact.”

A USEFUL EXERCISE
After the pilot, the EMA sought feedback from its staff on whether 
patient involvement in oral explanations was a useful exercise. 16 
of the 22 EMA/CHMP members who participated in the survey 
felt that the patient representative contribution was useful (72%), 
while two respondents felt that it was not so useful and four were 
neutral. The patients who participated in the pilot also offered pos-
itive feedback on their experience as they felt that their comments 
were taken into account and that the initiative helped them better 
understand the regulatory process.

W H E N  PAT I E N T  I N P U T
WA S  S O U G H T

During the pilot phase, patients were invited to partici-
pate in the oral explanation procedure in cases where:

The CHMP was undecided on a marketing application 
for a new drug in an area with an unmet medical need 
and wanted to assess the impact of its recommendation 
on the relevant patient population; and

The pharmacovigilance committee (PRAC) and/or the 
CHMP wanted to assess the impact of their recom-
mendation to maintain, suspend, revoke a marketing 
authorization, or to restrict the indication of an author-
ized medicine, on the relevant patient population.

Patient Involvement At CHMP’s 
Oral Explanation Meetings Draws 
Positive Feedback
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The EMA said it would continue inviting patients to oral explana-
tions on a case-by-case basis and also look at additional methods 
to consult patients on a more regular basis. For example, the pa-
tients could be asked to participate in CHMP discussions by tele-
conference or through written consultations at any time during an 
evaluation to respond to specific pre-defined questions.

These options would allow for consultations to be conducted 
outside of plenary meetings and not limited to oral explanations. 
They would also give an opportunity to gather feedback from a 
larger number of patients, when required. Elicitation of patient 
preferences is another patient engagement methodology that the 
EMA is currently investigating.

EDUCATING PATIENTS
In order to contribute meaningfully to the drug evaluation process, 
Houyez believes that patients need to be educated about the EMA’s 
processes so that they disclose all discussions that they may have 
had with the company. To support patient involvement during the 
oral explanation process, the EMA had put forward “mentors” from 
its Patients and Consumers Working Party (PCWP) experienced in 
EMA procedures.

Houyez, who mentored patient representatives during the pilot, 
said there are several other patient involvement initiatives at the 
EMA – such as scientific advisory group meetings - “and there have 
been situations where we know that companies have tried try to 
influence or meet with patients or external experts before or right 
after the meeting in order to debrief them and to know how the 
discussions went.”

He explained that when patients are summoned by the EMA to 
present their views, the CHMP sets apart enough time irrespective 
of its busy agenda to ensure that patients participate in the dis-
cussion as much as possible. “If the CHMP develops the perception 
that more and more patients are [being] influenced, then it may 
decide that patients should not participate to the discussion as 
they do in the current manner,” he warned.  

From the editors of Scrip Regulatory Affairs. Published online May 9, 2017

Patient involvement in benefit-risk assessment of medicines by CHMP

DRUG CONDITION DATE OF PATIENT INVOLVEMENT

Scenesse  
(afamelanotide)

Erythropoietic protoporphyria 
(EPP)

September 2014. This medicine was authorized under exceptional circumstances 
on Dec. 22, 2014; it is under additional monitoring.

Intuniv (guanfacine)
Attention deficit hyperactivity 
disorder (ADHD) in children and 
adolescents

June 2015. This medicine was authorized on Sept. 9, 2015; it is under additional 
monitoring.

Tecfidera  
(dimethyl fumarate) Multiple sclerosis

October 2015. Although the drug was already authorized, on Jan. 30, 2014, 
following patient feedback the CHMP issued new advice to minimize the risk of 
progressive multifocal leukoencephalopathy (PML).

Kyndrisa (drisapersen) Duchenne muscular dystrophy
May 2016. On May 31, 2016 BioMarin withdrew its marketing authorization  
application as it could not address CHMP’s concerns regarding the results of its 
clinical studies within the expected timeframe.

Translarna (ataluren) Duchenne muscular dystrophy
June and November 2016. Patient feedback was sought while the CHMP  
considered PTC Therapeutics’ application to renew the orphan drug’s conditional 
marketing authorisation, which was originally granted on July 31, 2014.

The EMA said it would continue inviting 
patients to oral explanations on a  
case-by-case basis and also look at 
additional methods to consult patients 
on a more regular basis.
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AbbVie Scores HCV First Under UK’s Early Access Scheme
NEENA BRIZMOHUN  neena.brizmohun@informa.com  
MAUREEN KENNY  maureen.kenny@informa.com

AbbVie has become the first compa-
ny to receive permission to use an 
investigational treatment for hepa-

titis C under the UK’s early access to medi-
cines scheme (EAMS), meaning the ther-
apy can be made available to UK patients 
while it undergoes accelerated assessment 
for marketing throughout the EU.

Glecaprevir/pibrentasvir, a pan-geno-
typic, ribavirin-free regimen that AbbVie is 
developing as cure for hepatitis C virus, has 
received a positive scientific opinion under 
EAMS from the Medicines and Healthcare 
products Regulatory Agency, the company 
and regulator revealed on May 10.

It is not clear yet when Glecaprevir/pi-
brentasvir will be used to treat the first 
patients under EAMS. “We can’t specify a 
timing as we don’t know when the first re-
quest will come in,” an AbbVie spokesper-
son told the Pink Sheet.

Meanwhile, a marketing authorization 
application for Glecaprevir/pibrentasvir is 
undergoing an accelerated assessment by 
the European Medicines Agency. “We an-
ticipate a decision later this year – second 
half of 2017,” the AbbVie spokesperson said. 
EAMS products that subsequently receive 
marketing approval and that are found to 
be cost-effective following a health tech-
nology appraisal by the National Institute of 
Health and Care Excellence (NICE) are com-
missioned by NHS England within 30 days 
of the NICE guidance, rather than the stan-
dard three months, AbbVie noted.

EAMS was launched in April 2014. The 
scheme aims to give patients with life-
threatening or seriously debilitating condi-
tions access to medicines that do not yet 
have a marketing authorization when there 
is a clear unmet medical need. It has two 
stages: companies must first apply for and 
receive a promising innovative medicine 
(PIM) designation before they can go on 
to apply for a scientific opinion. An opinion 
lasts for a year and can be renewed. Forty-
six applications have been submitted for 
entry in the scheme, according to the lat-

est data from the MHRA covering April 
2014 to May 2017. Thirteen applications 
have gone on to receive a positive opinion 
and the others are still pending (either at 
the PIM or scientific opinion stage) or have 
been rejected or withdrawn.

MHRA COMMITTED TO 
SUPPORTING EAMS
The MHRA, as part of its Business Plan 2017-
18, has committed to continue developing 
and supporting EAMS, which it describes as 
a success. It said it wanted to provide “more 
formal opportunities for patients to input 
into agency and licensing decision making, 
particularly as part of the EAMS process.” In 
addition, it said it would aim to ensure ap-
plications for the scheme are processed 
within the fast-tracked timetable.

MHRA chief executive Ian Hudson spec-
ulated recently that the PIM designation 
component of the early access scheme 
“could be potentially broadened”. Speak-
ing at a seminar in London on March 1 
entitled “The future of the life sciences sec-
tor in the UK – funding, regulation and the 
impact of Brexit”, Hudson also suggested 
that regulators could perhaps “do much 
more in terms of holding people’s hands 
through the development phase”. One 
possibility, he suggested, was allowing 
“rolling reviews of data, for example”.

INDUSTRY’S AMBITIONS
The Association of the British Pharmaceu-
ticaI Industry said that with more than a 
dozen medicines now receiving a posi-
tive scientific opinion through EAMS, the 
scheme had provided hundreds of patients 
access to much-needed new treatments 
before they go through NICE appraisal.

The ABPI continues to have concerns 
about the scheme. It told the Pink Sheet: 
“We continue to work with the Office for 
Life Sciences and all stakeholders to review 
and appraise its functioning, with the hope 
of improving the scheme and getting more 
medicines through the system as quickly as 

possible. We can maximise the potential of 
EAMS through central government reim-
bursement, as well as greater clarity on the 
commissioning process, to ensure both pa-
tients and industry benefit from the devel-
opment of the most ground breaking thera-
pies. Our ambition is for the UK to be country 
where there are speedy and effective ways, 
using paths such as EAMS, for bringing the 
latest innovative medicines to patients.”

WHY ABBVIE’S TREATMENT 
PASSED
As for AbbVie’s HCV treatment, an estimat-
ed 214,000 people in the UK are thought to 
be infected with the hepatitis C virus and, 
although now curable, without treatment 
people with HCV can develop potentially 
fatal liver cancer or end stage liver disease, 
the company said. Under EAMS, Glecapre-
vir/pibrentasvir may be used to treat adults 
with compensated cirrhosis and at least 
one of the following:

 • Genotypes 1, 4, 5 and 6 with compen-
sated cirrhosis previously treated with 
NS5A inhibitors.

 • Genotypes 2, 3, 5 or 6 with chronic 
kidney disease (stage 4 and 5)

 • GT 3-infected patients previously 
treated with peg-interferon, ribavirin, 
and/or sofosbuvir.

As for why AbbVie’s treatment was giv-
en the positive EAMS scientific opinion, 
the MHRA said: “Glecaprevir/pibrentasvir 
100mg/40mg film-coated tablet on its 
own has been shown to be “highly effec-
tive” in clearing the hepatitis C virus from 
the blood of patients compensated cir-
rhosis. The agency said that treatment 
was well tolerated with a favorable safety 
profile and that it considered “the benefits 
of Glecaprevir/pibrentasvir in this serious 
condition and concluded that the benefits 
are greater than the risks.”  

From the editors of Scrip Regulatory Affairs. 
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Codeine Concerns Cough Up FDA’s OTC Monograph Problems
MALCOLM SPICER  malcolm.spicer@informa.com

FDA recently ordered label changes for Rx codeine drugs but 
could do nothing immediately and directly to affect market-
ing of OTC monograph drugs containing the ingredient. This 

disconnect provides more evidence that FDA should be empowered 
with flexibility to address these kinds of situations, as it can for pre-
scription drugs, consumer health industry stakeholders say.

Additionally, the Pew Charitable Trusts suggests the case is clearly 
made for establishing user fees to support FDA’s work in determin-
ing whether drug ingredients are safe and effective for a monograph 
indication by the big difference between funding for FDA’s Rx drug 
evaluations and the monograph program.

Pew joined the Consumer Healthcare Products Association and 
medical groups recently in urging the Senate Health, Education, La-
bor and Pensions Committee to create a user fee program to support 
OTC monograph work and transition the monograph system from 
formal rulemaking to a more flexible administrative process. They ad-
vocate that these changes be included as part of legislation to reau-
thorize user fees for prescription drugs, biosimilars and generic drugs.

“FDA really needs the resources to be able to do this right now,” said 
Kirsten Moore, PEW’s health care products project director.

FDA’s evaluation and ongoing oversight of OTC drugs made 
available after pre-market approval through new drug applications 
(NDAs) is supported in part by user fees. However, the large majority 
of OTC drugs available in the US are marketed under the monograph 
system, which acknowledges ingredients and formulations as gener-
ally regarded as safe and effective for certain indications and which 
FDA currently manages strictly through appropriated funding.

Moore pointed out that while annual OTC sales in the US are es-
timated at $32b and the market comprises some 300,000 products, 
FDA staffing assigned to monograph work is fewer than 30 full-time 
equivalents.

“They’re outmatched right now,” Moore said in an interview.
Meanwhile, codeine-containing OTCs are still on the market despite 

FDA’s April 20 order for Rx product labeling changes to reduce the pe-
diatric risk of life-threatening respiratory depression with codeine.

In their April 28 letter to Senate HELP leadership, Pew, CHPA and 
their partner groups urged that Congress “adopt comprehensive 
monograph reform.”

“Under the current regulatory process, publishing a new or amend-
ed OTC monograph requires the FDA to go through a formal rule-
making process, which may take years, or even decades, to formally 
resolve. Until the FDA finalizes pending changes on a monograph, 
OTC products with unsafe or ineffective ingredients can legally re-
main on the market,” the letter states.

FDA ON OTC CODEINE: READ THE LABEL
Douglas Throckmorton, deputy director of regulatory programs in 
FDA’s Center for Drug Evaluation and Research, said during an April 20 
media briefing on the Rx product label changes that the agency’s ac-

tion on OTC products was limited to advising consumers to read prod-
uct labels. (Also see “Opioids: FDA Eyes Better Prescriber Education, But 
Academics Urge Promotion Crackdown” - Pink Sheet, 20 Apr, 2017.)

“Because many cough and cold products are available over the 
counter, the FDA also encourages parents to review the ingredients of 
those medicines and consult their health care provider before giving 
their children any medicines containing codeine,” Throckmorton said.

He acknowledged the separation between the agency’s Rx and 
NDA OTC drugs oversight and its monograph product system. Ac-
cording to a transcript of the briefing, he said “the regulation of over 
the counter products and prescription products is slightly different.”

“We’re in the process of reviewing … what needs to be done in the 
over-the-counter area. And … as soon as we have made a decision, 
obviously, we’d announce anything that we could,” he added.

Pew doesn’t expect FDA to act soon on potential label changes for 
OTC monograph codeine products about use by children 12 and un-
der, or by women who are pregnant or nursing.

“FDA does not have authority under the current rubric to take swift 
action, other than extending their recommendation in the prescrip-
tion drug space to the over-the-counter space, which is just kind of 
counter-intuitive,” Moore said.

“They have to go through this rulemaking procedure in order to ac-
tually change the [labeling] requirements for manufacturers. They’ve 
looked at the science and they have definitely concluded, and an out-
side advisory committee has strongly agreed that this is a potentially 

FDA’s “regulation of over the  
counter products and prescription 

products is slightly different.”  
– Douglas Throckmorton, CDER 

deputy director of regulatory programs
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dangerous ingredient. But they are kind of hamstrung by the rule-
making process to come to a quick conclusion.”

FDA is contraindicating the use of codeine to treat cough or pain 
and, as part of the same announcement, the use of a second type 
of opioid drug, tramadol, to treat pain, in children younger than 12. 
It also is adding a warning to the labeling of codeine and tramadol 
products recommending against use in adolescents between 12 
and 18 who are obese or have conditions such as obstructive sleep 
apnea or severe lung disease that may increase the risk of serious 
breathing problems.

Tramadol labeling also will add a contraindication against use in 
children younger than 18 to treat pain following surgery to remove 
tonsils or adenoids. In 2013, FDA added a boxed warning to codeine 
labeling recommending against use in children following tonsil or 
adenoid removal surgery.

The codeine-specific recommendations do not go as far as urged 
by an advisory committee in December 2015, when the majority of 
the external experts recommended contraindicating for pain and 
cough in children younger than 18.

A majority of those experts also recommended removing from the 
OTC monograph for cold, cough, allergy, bronchodilator and anti-asth-
matic products an indication of codeine in children younger than 18.

Several of them also said “codeine should not be available at all 
[OTC] for any age range and suggested removing it completely from 
the monograph due to risks of respiratory depression, addiction, 
opioid abuse, misuse, potential for diversion, variable efficacy, and 
concerns that consumers may not recognize risk factors for adverse 
outcomes,” according to FDA’s report on the meeting.

Although codeine is included in the OTC monograph for cough and 
cold symptoms in formulations also containing other medications, no 
products containing the ingredient are available directly to consum-
ers on store shelves. Concerns about abuse of unintentional misuse 
of products containing the ingredient have steered firms away from 
marketing nonprescription codeine products directly to consumers.

However, FDA reported to the advisory panel that 28 states and 
Washington, DC, permit nonprescription sales of codeine products 
by pharmacies. Because the Drug Enforcement Administration 
schedules some cough syrup with codeine as a Class V controlled 
substance, states have discretion to allow nonprescription sales, 
though maintaining records of the sales and purchasers’ identities 
is required.

States allowing nonprescription sales differ on maximum allow-
able quantities that can be purchased at one time, 60 mL to 240 mL; 
the amount of time required between purchases, 48 hours to 96 
hours; and minimum age of a purchaser, 18 years to 21, according to 
FDA’s briefing document for the advisory committee meeting.

SAME SYSTEM SINCE 1974
Congress established the monograph system to allow nonprescrip-
tion ingredients believed, based on decades of use in the US, to be 
safe and remain available and to determine whether additional ingre-
dients should be considered GRASE for certain indications and added 
to a monograph.

In their letter to HELP Committee leadership, Pew and its colleague 

groups note the monograph system “was established in 1974 and 
has not been updated since.”

Requiring a rulemaking for any addition or change in a monograph 
might have been considered appropriate at the launch of the system, 
but nearly 45 years later FDA officials and industry stakeholders alike 
agree the system is essentially gridlocked. (Also see “New Home For 
OTC Drug Review Would Restore Momentum – Hutt, Yingling” - Pink 
Sheet, 27 Mar, 2014.)

“It’s a process whereby FDA oversees this giant marketplace 
through a rulemaking process, which is incredibly time-consuming 
and often is one step forward and two steps back,” Moore said.

Moreover, as all federal agency rulemakings requiring review by 
White House’s Office of Management and Budget, “you’re bringing it 
into more of a political” rather than scientific process, she said.

FDA administrative authority, on the other hand, allows it to more 
efficiently and effectively evaluate and regulate Rx drugs and OTCs 
available through the application process. The agency’s approval of 
those products makes them subject to label or formulation changes 
that may become necessary for safety or other reasons.

“The way that we review drugs, internally, science- and evidence-
based, that is the same system we want to use for OTC products,” 
Moore said.

And just as an application-based system for regulating other drugs 
shows what would work for monograph products, existing FDA user 
fee programs show the potential for garnering the agency additional 
support for its monograph work.

“This is a model that has worked for other components of the drug 
and medical device industries and that Congress has supported,” 
Moore said.

“In addition to streamlining the decision-making process FDA 
needs resources to do their reviews and approvals. The user fee 
agreement that now exists for a whole variety of other categories of 
products is something we think is a good proposal for the OTC mar-
ket as well,” she added.

FDA in 2014 launched an initiative to improve and modernize the 
OTC monograph system, opening a docket for comments and con-
ducting a public hearing for suggestions on improving the process. 
(Also see “FDA Floats OTC Monograph Overhaul To Be “More Agile And 
Responsive”” - Pink Sheet, 24 Feb, 2014.)

In a related but separate initiative, the agency in 2016 sought 
comments on asking Congress to authorize a monograph user 
fee program. (Also see “OTC Monograph User Fees Inspire Wary Sup-
port From Industry” - Pink Sheet, 13 Jun, 2016.) CDER and industry 
stakeholders conducted a series of meetings starting in August on 
agreeing on details of a proposal to submit to Congress. (Also see 
“OTC Monograph Reform, User Fee Legislation Coming ‘Any Day’ – 
CHPA” - Pink Sheet, 30 Mar, 2017.)

During negotiations on the details, CHPA said it expected a pro-
posal would be part of legislation on reauthorizing FDA’s existing 
user fee programs. (Also see “OTC Monograph ‘Disruption’ Could 
Ride Along With PDUFA Reauthorization – CHPA Exec” - Pink Sheet, 
22 Mar, 2016.)  

From the editors of the Tan Sheet. Published online May 11, 2017
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‘Do Not Flush’ Labels For Acne, Hemorrhoid Wipes Won’t 
Stop Consumers – CHPA
EILEEN FRANCIS  eileen.francis@informa.com

The Consumer Healthcare Products 
Association and other opponents of 
“do not flush” labeling requirements 

for nonwoven disposable wipes hope a re-
cent labeling rule passed in Washington, 
D.C., does not augur similar rules in other 
areas of the US.

The regulation, the “Nonwoven Dispos-
able Products Act of 2016” (Act 21-604), 
passed in D.C. and scheduled to take effect 
in January, is similar to legislation in Mary-
land, Minnesota, New Jersey and New York 
and a pending New York City ordinance 
that seek restrictions or requirements for 
labeling the wipe products. 

According to the requirements of the 
regulation the D.C. City Council enacted 
in March, disposable wipes for acne and 
hemorrhoids as well as other personal care 
wipes made of nonwoven disposable ma-
terial that does not meet the act’s defini-
tion of “flushable” will not be available in 
the city starting in January unless labeled 
with “do not flush” on packaging.

CHPA President and CEO Scott Melville 
highlighted opposition to wipes labeling 
legislation among the trade group’s 2017 
priorities at the CHPA Annual Executive 
Conference in Amelia Island, Fla., in March 
. He warned that companies marketing 
acne or hemorrhoid wipes could be im-
pacted. (Also see “OTC Monograph Reform, 
User Fee Legislation Coming ‘Any Day’ – 
CHPA” - Pink Sheet, 30 Mar, 2017.)

The D.C. bill, which became law fol-
lowing a 30-day congressional review, is 
intended is to prevent clogs in the city’s 
wastewater system. The Washington Sub-
urban Sanitary Commission, which han-
dles sewage in the city and large swath 
of the its suburbs, spent $1m on grinding 
machines to destroy a disrupting build-up 
of wipes and other paper products in the 
sewer system, according to media reports.

The act prohibits, starting in January, 
manufacturers of nonwoven disposable 
wipes sold in D.C. from labeling the prod-

ucts “as safe to flush, safe for sewer sys-
tems, or safe for septic systems, unless” 
they are flushable.

It states that “flushable” is a “nonwoven 
disposable product” that “disperses in a 
short period of time,” “is not buoyant” and 
“does not contain plastic or any other ma-
terial that does not readily degrade in a 
range of natural environments.”

The act defines “label” as to “represent 
by statement, word, picture, design or em-
blem on the packaging of a nonwoven dis-
posable product” and defines “nonwoven 
disposable product” as an item “construct-
ed from nonwoven sheets, including moist 
toilet tissue or cloth, that is designed, mar-
keted, or commonly used for personal hy-
giene purposes.”

Further, manufacturers “must clearly and 
conspicuously label the nonwoven dispos-
able product to communicate that the 
nonwoven disposable product should not 
be flushed.”

Manufacturers that do not comply will 
face civil fines and penalties or sanctions, 
and the city may seek injunctive relief or 

“other appropriate remedy in any court of 
competent jurisdiction to enforce compli-
ance with this act,” the law states.

Products the act targets include Pfizer 
Inc.’s Preparation H Medicated Hemor-
rhoidal Wipes, TargetCorp.’s store brand 
Up&Up Medicated Wipes and Wal-Mart 
Stores Inc.’s store brand Equate Flushable 
Hemorrhoidal Medicated Wipes. All the 
hemorrhoid products, which are regu-
lated as cosmetic products, contain witch 
hazel and all packages currently bear a 
“flushable” and/or “septic safe” claim.

Wipes for acne contain either OTC drug 
monograph acne-fighting ingredients or 
natural extracts and most are not labeled 
“flushable” on packaging. The products 
include Valeant Pharmaceuticals Inter-
national Inc.’s AcneFree wipes with sali-
cylic acid and Johnson & Johnson’s Neu-
trogena cleansing wipes with grapefruit 
extract.

The rule also targets product categories 
including flushable baby wipes, adult per-
sonal hygiene wipes as well as those not 
advertised as flushable.

Starting in 2018 in Washington, D.C., acne and 
hemorrhoid wipe manufacturers “must clearly 
and conspicuously label the nonwoven disposable 
product to communicate that the nonwoven 
disposable product should not be flushed.”
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LABELING NOT THE ISSUE - CHPA
Opponents of the D.C. rule and similar 
legislation in other states say the problem 
with sewage buildup is due to consumers 
flushing wipes intended for the trash. They 
say if firms no longer distribute flushable 
wipes to states or other jurisdictions due to 
rules similar to D.C.’s, many consumers will 
turn to plastic-embedded, non-flushable 
baby wipes for purposes they currently use 
nonwoven flushable wipes. An absence of 
nonwoven wipes would compound sewer 
system blockage because plastic-embed-
ded products do not disintegrate and col-
lect with similar materials into blocks that 
must be removed.

Opponents also note a New York City in-
dependent study at its Wards Island waste-
water treatment plant that found that 
products legitimately marketed as “flush-
able” account for 2% of plant clogs. The 
remainder of the clogging material is form 
consumer improperly flushing other items 
not intended to be flushed, such as paper 
towels and non-flushable baby wipes.

Emphasizing the New York study in a 2016 
release, INDA said it partnered with the Na-
tional Association of Clean Water Agencies 
to reduce the burden of non-flushable dis-
posable products in the wastewater system. 
NACWA Director of Regulatory Affairs Cyn-
thia Finley noted problems in sewer systems 
are caused by flushing products that don’t 
disintegrate in the sewer system, including 
baby wipes, personal care wipes, paper tow-
els and feminine care products.

“These products are sometimes dis-
posed of in toilets because of how and 
where they are used, causing significant 
economic burdens on local wastewater 
treatment systems,” Finely said.

INDA also emphasized many firms al-
ready follow industry standards, thanks to 
its guidelines for wipe “flushability.” Most 
recently updated in 2013, the guidance pro-
vides INDA members with a code of practice 
for labeling products as flushable or not. 
The guidelines also define product qualities 
that necessitate a “do not flush” label.

INDA guidelines says “flushability” is ap-
propriate if a product:

 • “clears toilets and properly maintained 
drainage pipe systems when the sup-

pliers’ recommended usage instruc-
tions are correctly followed”;

 • “passes through wastewater convey-
ance systems and is compatible with 
wastewater treatment, reuse and dis-
posal systems without causing system 
blockage, clogging or other operation-
al problems”;

 • “is unrecognizable in effluent leaving 
onsite and municipal wastewater treat-
ment systems and in digested sludge 
from wastewater treatment plans that 
are applied to soil.”

NEW YORK CITY PROPOSAL
Similar legislation (Intro. No. 666) was in-
troduced in New York City in 2015 and is 
pending review by the city’s Environmental 
Protection Committee, according to a city 
legislative website.

The bill would make it unlawful to “sell or 
offer for sale a nonwoven disposable prod-
uct whose packaging indicates that such 
product is flushable unless such product 
satisfies the definition for flushable” in the 
bill and “complies with testing standards 
established by the commissioner of environ-
mental protection through rulemaking.”

Additionally, it would prohibit the “sale or 
offer for sale a nonwoven disposable prod-
uct that does not satisfy the definition for 
flushable…unless the packaging of such 
product indicates that such product is not 
flushable.” Retailers violating the regulation 
law would face a civil penalty of up to $2,500.

New York state legislators in January intro-
duced legislation in the state Senate (S2901) 
and Assembly (A3698) to amend the state’s 
general business law to prohibit labeling or 
advertising a nonwoven disposable product 
for sale as flushable without approval from 
the state. The law would take effect 90 days 
after enactment.

The legislation, in committee review in 
both chambers, excludes media and whole-
salers or retailers that distribute or sell but 
do not package or label a nonwoven dis-
posable product advertised, packaged or la-
beled as flushable or safe for sewer or septic. 
It says each violation of the law could draw a 
fine of up to $5,000.

The Maryland Senate passed SB 280 in 
March to prohibit advertising or labeling of 

nonwoven disposable products as safe to 
flush or for disposal in sewerage systems 
or septic systems unless the product meets 
the bill’s definition for flushable: “disperses in 
the low-force conditions of a sewage system 
a short period of time after flushing, is not 
buoyant and does not contain plastic or any 
other material that does not readily degrade 
in a range of natural environments.”

A version of the bill also was introduced 
into the House in March and was referred to 
the Interim study by Economic Matters.

If enacted, the law would take effect in 
January, requiring manufacturers to clearly 
and conspicuously label such a product in 
a manner that alerts the purchaser that a 
product should not be flushed.

In Minnesota, companion bills in the Sen-
ate (SF 2040) and House (HF 2292) have 
been referred to committee. Similar to the 
other state bills, the proposals would pro-
hibit labeling or advertising nonwoven dis-
posal product as flushable or septic or sewer 
safe unless it meets a definition stated in the 
legislation: “meets the tests for flushability 
established by the [Federal Trade Commis-
sion] for non-misleading representations 
regarding the flushability of nonwoven dis-
posable products, or that complies with the 
most recent INDA code of practice for prod-
uct labeling” approved by the state Pollution 
Control Agency.”

The bill also would levy a $100 civil pen-
alty for each pre-packaged salable unit of-
fered for sale, with a $5,000 maximum.

For New Jersey’s 2016-2017 session, 
A3218 states similar prohibitions for non-
woven disposable product labeling and 
was introduced in February 2016 but has re-
mained in the Environment and Solid Waste 
Committee. No companion bill has been in-
troduced in the state Senate.

Additionally, FTC is pushing to persuade 
marketers from advertising products as 
flushable unless they are proven to be. In 
2015, FTC approved a final consent order 
that prohibits Nice-Pak Products Inc. from 
marketing its moist toilet tissue and cloths 
as flushable or safe for sewers systems un-
less it is able to provide substantiation for 
the claims.  

From the editors of the Tan Sheet. Published 
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pink.pharmamedtechbi.com


20   |   Pink Sheet   |   May 15, 2017 © Informa UK Ltd 2017

ABPI Welcomes Amended Legislation On Curbing 
Excessive Unbranded Drug Prices
FRANCESCA BRUCE  francesca.bruce@informa.com

T he Association of the British Phar-
maceutical Industry says it sup-
ports the UK government’s bid to 

“tackle excessive profiteering” through 
the newly passed Health Service Medical 
Supplies (Costs) Act. The ABPI has wel-
comed amendments that were made to 
the draft version of the act that ensure 
the powers detailed in the legislation are 
“proportionate”.

The Health Service Medical Supplies 
(Costs) Act received Royal Assent from the 
House of Commons on April 27. It aims to 
give the government powers to cut the 
prices of unbranded generic medicines 
when market forces fail in the case of a 
small number of products. It will allow 
the government to control the prices of 
unbranded generic medicines – these are 
currently not covered by the voluntary 
Pharmaceutical Price Regulation Scheme 
but may be sold by PPRS members.

The act revises the statutory pricing 
scheme, which covers drug companies 
that currently choose not to participate 
in the PPRS, and brings it into further 
alignment with the PPRS, because the 

statutory scheme has been less effective 
at saving costs (Also see “UK Drug Pay-
ment Plan To Save £90m Yearly Progresses 
Through Parliament” - Pink Sheet, 12 Dec, 
2016.). The statutory scheme limits pric-
es of medicines or the profits made on 
them and imposed a 15% price cut on 
list prices. A draft version of the new act 
proposed to replace the price cuts with a 
payment mechanism under which com-
panies would pay a fee to the govern-
ment based on net sales. The ABPI had 
expressed concern that the fee could 
amount to a sales tax if not used proper-
ly and it argued that the proceeds of the 
fee should go towards funding uptake of 
medicines. 

However, an amendment to the draft 
legislation that has made it into the act 
has eased the ABPI’s concerns, explained 
David Watson, the association’s director 
of pricing and PPRS. Although the act 
gives the department of health power to 
use a payment mechanism, the depart-
ment must now consult on this mecha-
nism, and other changes to the statutory 
scheme that would affect the life scienc-

es sector or access to medicines.
The legislation also requires compa-

nies to provide additional data on drug 
prices, profits and margins. Before the 
amendments were introduced, the ABPI 
was concerned that the powers set out 
in the bill were too broad and that their 
scope was unclear. “Pharmaceutical com-
panies already provide substantial data 
to the Department of Health in a range 
of areas from pricing and discounts to 
overall profitability … These additional 
requirements were not proportionate or 
appropriately targeted to improve clar-
ity on pharmacy reimbursement and the 
supply chain – the areas identified by the 
bill,” Watson told the Pink Sheet. 

However, an amendment introduced 
an “information notice” that would be 
served before any company has to sub-
mit any further information. “This is a bet-
ter approach because the department 
can issue a notice only where needed in 
specific cases. Without the ‘notice’ it had 
appeared the department would gather 
very granular data on all products, from 
all companies. This would have been dis-
proportionate,” said Watson.

Much of the detail about how the act 
will work must be finalized through fur-
ther regulations. Watson warns that this 
detail should not negatively impact the 
UK’s life science industry or access to new 
medicines. “This is particularly important 
in the context of the work already done 
on a new industrial strategy for life sci-
ences and with a new PPRS to start in 
2019,” he said. It is unclear when further 
consultation will take place, particularly 
in light of the forthcoming general elec-
tion on 8 June. Detailed policy under the 
act and implementation timescales will 
be down to whoever forms the new gov-
ernment.  

From the editors of Scrip Regulatory Affairs. 
Published online May 5, 2017
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The legislation also requires companies
to provide additional data on drug
prices, profits and margins.
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FDA’s Remarkable ALS Drug Approval:  
Call It The ‘Hendeles Standard’
MICHAEL MCCAUGHAN  pinkeditor@informa.com

FDA’s outside advisory committee members are not always 
models of intellectual rigor and consistency when it comes 
time to vote on drug approval decisions.

But of all the strange votes recorded over the years, one of the 
strangest came in 2010, during the Pulmonary-Allergy Drugs Advi-
sory Committee review of InterMune Inc.’s pirfenidone for idiopathic 
pulmonary fibrosis. Committee member Les Hendeles (University of 
Florida College of Pharmacy) voted “no” on the question of whether 
there was sufficient evidence of safety for the drug, and “no” again on 
whether the pivotal studies showed substantial evidence of efficacy.

Hendeles then voted “yes” on whether the application should be 
approved, helping provide a surprisingly strong 9-3 vote in favor 
of the drug despite a decidedly mixed reaction to the efficacy evi-
dence in hand. (Also see “Despite Mixed Views On Efficacy Data, Ad-
visory Committee Recommends Approval Of InterMune’s Pirfenidone” 
- Pink Sheet, 9 Mar, 2010.)

This wasn’t a simple case of a committee member belatedly rec-
ognizing the direction of the prevailing winds and wanting to follow 
the majority in the end. And Hendeles wasn’t a newcomer to the pro-
cess who failed to appreciate the importance of the first votes: he has 
been involved in FDA’s pulmonary drug reviews for decades, both as 
an advisory committee member and as a consultant to the agency.

Instead, Hendeles noted the contradiction in his votes and ex-
plained it.

“I voted yes, which was opposite of my vote about substantial 
efficacy, because I don’t believe it has substantial efficacy,” he said. 
However, he cited a sponsor analysis of “the time to on-treatment 
IPF-related death, when they pool the data, it shows that it de-
creases the risk by 50 percent. And I thought to myself, if I got this 
disease, I would be on the next Delta flight to Japan,” where the 
drug was already approved.

In 2010, FDA’s pulmonary drugs division wasn’t willing to take 
the Hendeles view, and pirfenidone was rejected pending longer 
term trials with a survival endpoint. Those trials were completed, a 
mortality benefit was proven, and pirfenidone is now on the mar-
ket as Roche’s Esbriet.(Also see “It’s A First (And Second) For IPF: Two 
Drugs Approved By FDA” - Pink Sheet, 16 Oct, 2014.)

Hendeles was clearly ahead of his time.

Flash forward to May 5, when FDA announced the approval of 
the first new therapy for ALS in more than 20 years, Mitsubishi Ta-
nabe’s Radicava (edaravone). (Also see “Keeping Track: Neurology 
And Breakthroughs Stay In Spotlight As US FDA Approves Radicava, 
Imfinzi; TaiMed Submits Ibalizumab” - Pink Sheet, 5 May, 2017.)

As with pirfenidone a decade earlier, the drug was first approved 
in Japan based on evidence showing some indications of slowing 
disease progression, but no definitive evidence of a mortality ben-
efit. But what happened next was different.

FDA didn’t wait for an application – much less review and reject 
one. Instead, the agency worked with the sponsor to secure a filing 
and then granted approval based on studies conducted entirely 
outside the US, suggesting yet another milestone in the era of 
regulatory flexibility. ALS is a rare disease, but one that is common 
enough to allow relatively large studies enrolling US patients.

The approval is just the latest indication that FDA’s neurology re-
view team is embracing the cultural change implied in the patient-
feedback initiatives at FDA – and doing its best to demonstrative a 
proactive approach after the bruising Exondys 51 experience. (Also 
see “SMA Patient Meeting Showcases FDA Flexibility – And Apprecia-
tion From Advocates” - Pink Sheet, 26 Apr, 2017.)

It is also an acknowledgement of the prominence of the ALS ad-
vocacy community in shaping the regulatory climate. Thanks in no 
small part to the ice bucket challenge social media campaign, an al-
ready strong patient organization is now among the best financed 
and most active in the country. And ALS patients are at the forefront 
of many state efforts to open up access to unapproved therapies via 
“Right-to-Try” legislation.

And, it appears, FDA is embracing the Hendeles standard seven 
years later. Here is how Division of Neurology Products Deputy 
Director Eric Bastings described the process in the press release 
announcing the approval. “After learning about the use of edara-
vone to treat ALS in Japan [in 2015], we rapidly engaged with the 
drug developer about filing a marketing application in the United 
States,” he said.

Figuratively, at least, FDA got on the next flight to Japan.  

From the editors of the RPM Report. Published online May 8, 2017

The approval is just the latest indication 
that FDA’s neurology review team is 
embracing the cultural change implied in 
the patient feedback initiatives at FDA.
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D R U G  P R I C I N G

Sanofi’s Drug Pricing Pledge Ties Increases To National 
Health Expenditure
BRENDA SANDBURG  brenda.sandburg@informa.com

Sanofi is setting a new bar for annual 
drug price increases, promising to 
keep any list price increase for one of 

its medicines at or below the growth rate 
of the National Health Expenditure, which 
is projected to be 5.4% in 2017. 

The company announced its new pric-
ing principles on May 9 and posted details 
on its website. Sanofi is apparently the first 
company to limit year-over-year list price 
(wholesale acquisition cost) increases to 
National Health Expenditure (NHE) projec-
tions. Published annually by the Centers for 
Medicare and Medicaid Services, the NHE 
is an independent government measure 
of healthcare spending in the US. It tracks 
overall spending by type of goods or ser-
vices, including inpatient and outpatient 
hospital services, doctor visits and prescrip-
tion drugs, and includes future projections 
and past spending.

Asked why it opted to use this bench-
mark, Sanofi replied, “Under our new princi-
ples, we believe that limiting price increases 
to an independent measure of health care 
inflation helps send a clear message about 
the importance we place on ensuring ac-
cess to our medications.”

However, Sanofi reserved the option not 
to follow the NHE benchmark. “Should we 
take a price increase above the NHE growth 
rate for a given medicine we will provide 
our rationale, highlighting clinical value, real 
world evidence, regulatory changes, new 
data or other circumstances that support 
our decision,” the website posting states.

In an op-ed published via social media, 
Sanofi CEO Olivier Brandicourt added that 
“given the breadth of our portfolio, we may 
at times have a sound reason for a higher increase; in such cases, 
we will provide information publicly to demonstrate the rationale 
for any such increase.”

CMS released its latest update on National Health Expenditure 
projections in February. CMS reported that the projected 5% growth 
in prescription drug spending in 2016 was down from 9.0% in 2015. 
It said the rate of spending growth was still slightly ahead of the 
overall inflation factor (projected at 4.8% for 2016) but the opposite 

of recent annual updates in which “spik-
ing” prescription drug costs stood out in a 
climate of growing overall health spending. 
(Also see “Rx Spending Stands Out In CMS Pro-
jections – As Slowing Down” - Pink Sheet, 22 
Feb, 2017.)

MOVE PUTS MORE PRESSURE 
ON LAUNCH PRICE
Steven Pearson, president of the Institute 
for Clinical and Economic Review, said the 
use of the NHE as a benchmark is an “inter-
esting approach” and from the perspective 
of many people will be welcome. “It shows 
the willingness of companies to address” 
the concern that drug price increases don’t 
seem justified, he said. “No single measure 
will address the entire issue.”

Several companies, including Allergan 
PLC, Novo Nordisk AS, and AbbVie Inc. 
have taken a different tack, pledging to keep 
annual price increases throughout their 
portfolio below 10%. Pearson commented 
that a 9% price increase year over year when 
there is no evidence that drugs are better 
is not a good policy. “You really want prices 
that align with benefit to patients,” he said. 

He noted that Sanofi’s approach will in-
crease attention on the launch prices of new 
drugs. And on that point, he gave Sanofi 
and Regeneron Pharmaceuticals Inc. posi-
tive marks for their pricing of the atopic der-
matitis drug Dupixent (dupilumab), which 
has an annual wholesale acquisition cost of 
$37,000. “From our analysis that aligned well 
with patient benefit,” Pearson said.

Sanofi and Regeneron consulted with 
ICER, insurers and pharmacy benefit man-
agers in setting Dupixent’s price. (Also see 

“Sanofi, Regeneron Setting ‘New Paradigm’ With Dupixent Pricing In 
US?” - Pink Sheet, 4 Apr, 2017.)

NHE VS. REBATES, LIST PRICES
While linking list price increases to the NHE provides for increases 
of less than 9%, it still gives Sanofi a higher increase than competi-
tive forces in the diabetes sector have permitted. This year, Sanofi 
introduced a new copay offer for eligible diabetes patients to pay 

“Under our new 
principles, we believe 

that limiting price 
increases to an 

independent measure 
of health care inflation 

helps send a clear 
message about the 

importance we place  
on ensuring access to 

our medications.”
– Sanofi
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no more than $10 per prescription for its insulin glargine products 
Lantus and Toujeo for up to 12 months regardless of insurance cov-
erage. And Eli Lilly & Co. announced in December that it would 
launch a new discount program for its insulins, including Humalog 
(insulin lispro), that could save people who pay full price up to 40%. 
Meanwhile, Lilly’s total rebates and discounts to US payers rose by 
nearly 30% in 2016. (Also see “Where Will It End? Lilly’s US Price Con-
cessions Increase 30% In 2016” - Pink Sheet, 2 Mar, 2017.)

Sanofi’s average price increases in 2016 over the previous year 
were lower than the NHE’s 5.0% growth rate for the year. The com-
pany noted that across its entire U.S. portfolio, its average aggregate 
list price (wholesale acquisition cost) increase relative to 2015 was 4% 
and its average aggregate net price decreased by 2.1%. Focusing on 
the net price is beneficial for Sanofi and other companies, especially 
as pushback over drug prices intensifies. (Also see “Under Pressure: 
Sanofi Joins Call For Price Transparency” - Scrip, 9 May, 2017.)

Three other companies have released pricing transparency reports 
this year, which note their average list and average net price increases 
over the past several years. Johnson & Johnson’s Janssen Pharma-
ceutical Cos. unit reported that it has kept average list price hikes 
below 10% for the past five years while the average net price change 
(wholesale acquisition cost minus rebates, discounts and returns) has 
ranged from 2.5% to 5.2%. (Also see “Janssen’s Drug Pricing Report Em-
phasizes Value Of Rebates” - Pink Sheet, 28 Feb, 2017.)

A Janssen spokesperson said that “in 2016, the aggregate net im-
pact of price on our U.S. business was 3.5%, lower than the total rate 
of medical inflation in the U.S. in 2016 (4.1%).”

Lilly reported that its 2016 average list price increased 14% in 2016 
and that its net price increase has fluctuated over the years, going 
from 1.6% in 2014 to 9.4% in 2015 and then 2.4% in 2016. And Merck 
& Co. Inc. reported that its average list price increases have been in 
the 9% to 10% range from 2012 to 2016 while its net price increase 
have ranged from 3.7% to 6.2% over this period. (Also see “Which 
Pharma Firm Increases US Prices The Most?” - Scrip, 21 Mar, 2017.)

Allergan President and CEO Brent Saunders noted Sanofi’s pricing 
pledge during Allergan’s May 9 earnings call. Asked about the latest 
on U.S. pricing from a Trump administration standpoint, he said the 
discussion around pricing within the administration and within the 
industry is “very rational and level-headed.”

“I think that what you’re seeing in the mainstream biopharma 
industry is a much more focused, disciplined approach to pricing 
and access to important medicines. And in fact, this morning Sano-
fi joined the club of companies making a pledge to responsibly 
price their medicines along with us and companies like Novo Nor-
disk and AbbVie and J&J and some others,” Saunders stated. “So, 
that group is growing and I’m pleased to see that happening.”  

Published online May 9, 2017

D R U G  P R I C I N G

FDA’s NDA And BLA Approvals: Radicava, Minolira, Bavencio
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

Mitsubishi Tanabe Radicava (edaravone) Treatment of amyotrophic lateral sclerosis (ALS) S, 1 5/5/2017

Dr. Reddy’s Minolira (minocycline HCl) 105 mg and 135 mg extended-release formulations for 
treatment of inflammatory lesions of non-nodular moderate 
to severe acne vulgaris in patients 12 years of age and older

S, 5 5/8/2017

Biologics

EMD Serono Bavencio (avelumab) 5/9/2017

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

N E W  P R O D U C T S
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New Law Could Bring Surge in Clinical Trials to Brazil
FRANCESCA BRUCE  francesca.bruce@informa.com

A new law regulating clinical research 
in Brazil will shorten approval time-
lines and cut much of the bureau-

cracy that has encouraged researchers to 
take their studies to other markets. Com-
panies will find Brazil a more attractive 
place to conduct clinical research, and the 
number of clinical trials conducted in the 
country could increase by 20%, accord-
ing to Luis Magalhaes, international sales 
manager at Clinerion, which specializes in 
medical data informatics.

At the moment it takes up to 15 months 
to authorize a clinical trial in Brazil, while 
most other markets across the world take 
between three and six months, says Mag-
alhaes. This delay has discouraged com-
panies from doing new research in Brazil, 
which is responsible for just 2% of the clini-
cal research conducted around the world. 
However, the new law will make it easier to 
register a trial and have it authorized and 
aims to slash approval timelines down to 
between 60 and 90 days, in line with other 
competitive markets. “The new law will de-
bureaucratize the system, removing Brazil 
from the uncomfortable position of being 
one of the slowest countries in the approv-
al of research studies,” says Magalhaes.

One significant change under the new 
law will make ANVISA, Brazil’s medicines 
regulator, responsible for reviewing and 
approving clinical trials. To date, CONEP, 
the national committee for ethics in re-
search, has been responsible for approv-
ing trials. However, according to Magal-
haes, CONEP has faced backlogs of trials to 
review, which has led to bottle necks and 
lengthy waits for approval. Under the new 
law, the ethics committee will still review 
clinical studies, but approval of the studies 
will no longer depend on CONEP’s assess-
ment. This measure has proved controver-
sial, with critics – including Jorge Venâncio, 
Brazil’s national health adviser and the co-
ordinator of CONEP, complaining that the 
move will weaken patient rights.

The new law does, however, guarantee 
some patient rights. It will ensure that clini-

cal trials are run in a controlled environment 
and that the patient has access to experi-
mental drugs after the study has terminated, 
if continued treatment will be beneficial for 
the patient following the end of the study.

Beyond bureaucracy, Brazil is an attractive 
location for clinical research, says Magalhaes. 
It has a better healthcare system than most 
of its South American neighbors, especially 
in its provision of primary care. It boasts a 
strong research community with qualified 
investigators and good infrastructure, with 
39 university hospitals that are well placed 
geographically. Meanwhile, Brazil is a big 
country with a big pool of patients who 
are keen to take part in clinical research, he 
adds. This pool includes many hard to find 
patients such as those with rare or tropical 
diseases.

Brazil is also making strides in digitization, 
which makes it easier to find patients, recruit 
them, and then analyze the data, according 

to Magalhaes. Already, 50% of hospitals have 
electronic health records, and many projects 
are underway to aggregate and centralize 
data in each state. “It is easier to analyze and 
gather the data there, that is why it is inter-
esting to run clinical trials there.”

Digitization and new technology means 
that health records are much more acces-
sible and efficient to use. “Using traditional 
methods, it would take around six months 
to find a patient for a trial, digitization and 
technology reduces this to minutes. Recruit-
ing them now takes weeks, rather months 
and sometimes years.”

MORE COMPANIES WILL COME 
TO BRAZIL
The new law, coupled with advances in tech-
nology, is expected to lead to an increase in 
clinical research activity in Brazil. Magalhaes 
expects that within three years, the number 
of clinical trials conducted in Brazil will in-
crease by 20%. The prediction is based on 
events in Turkey, where authorities started 
trying to improve the landscape for clinical 
research some five years ago, says Magal-
haes. Clinerion partnered with the govern-
ment there to help improve efficiency of 
clinical research and is now doing the same 
in Brazil, says Magalhaes.

PLS 200/2015 was approved in March 
by the Senate Commission on Science, 
Technology, Innovation, Communication 
and Information Technology. It is still in the 
implementation phase and is yet to be ap-
proved by the Committee on Social Affairs. 
It is likely to come into force in the second 
half of 2017.

Brazil’s Aliança Pesquisa Clínica Brasil 
(Clinical Research Alliance Brazil) has wel-
comed the new law. Bureaucracy and a lack 
of clarity on the regulations governing clini-
cal research have had a negative impact in 
Brazil, for example throwing up barriers for 
fighting Zika and dengue epidemics, said 
the alliance in a statement. 

From the editors of Scrip Regulatory Affairs. 
Published online May 11, 2017

“ The new law will 
de-bureaucratize the 
system, removing 
Brazil from the 
uncomfortable 
position of being 
one of the slowest 
countries in the 
approval of research 
studies.”
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Recent And Upcoming FDA Advisory Committee Meetings
TOPIC ADVISORY COMMITTEE DATE

NX Development Corp.’s 5-aminolevulinic acid hydrochloride powder (for oral solution)  
for use as an imaging agent to facilitate the real-time detection and visualization of  
malignant tissue during glioma surgery

Medical Imaging Drugs May 10

Considerations for evaluation of respiratory syncytial virus vaccine candidates in  
seronegative infants

Vaccines and Related  
Biological Products May 17

Proposed protocol modifications to Sarepta’s efficacy and safety study of SRP-4045 and  
SRP-4053 in patients with Duchenne muscular dystrophy

Pediatric, and Pediatric  
Ethics Subcommittee May 18

Puma Biotechnology’s neratinib maleate for single-agent, extended adjuvant treatment  
of adults with early-stage HER2-overexpressed/amplified breast cancer who have received 
prior adjuvant trastuzumab-based therapy

Oncologic Drugs May 24

Emmaus Medical’s L-glutamine powder (oral solution) for the treatment of sickle cell disease Oncologic Drugs May 24  
(afternoon)

Hospira’s (Pfizer) proposed biosimilar to Amgen Inc.’s Epogen/Procrit (epoetin alfa) for all  
of the indications on the reference biologic’s labeling Oncologic Drugs May 25

A D V I S O R Y  C O M M I T T E E S
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