
Pharma intelligence
informa

SheetPink
Vol. 79 / No. 6   February 6, 2017

Continued on page 4

pink.pharmamedtechbi.com

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

RegulatoRy update

Roche’s Immuno-oncology therapy on 
Course to Indian debut? p. 25

MaRket aCCess

Meps and Health advocates pile the 
pressure on eu drug pricing, p. 9

Fda

CdeR’s 50 open leadership posts  
Could Be Bigger Hiring Challenges  
after trump Freeze, p. 7

he supports the need for continued bio-
medical innovation in the United States, 
including the need to make our tax code 
more competitive,” Merck & Co. Inc. said 
in an email. 

Amgen Inc. said: “The President and the 
Administration made it clear that they wish 
to be Amgen’s ally on two critical fronts:   
first, in the war we wage against serious ill-
ness through biotechnological innovation; 
and, second, in ensuring that jobs – good, 
highly-skilled and high-paying jobs – are 
created in the United States.”

Merck Chairman and CEO Ken Frazier 
and Amgen Chairman and CEO Robert 
Bradway were two of six biopharmaceu-
tical executives attending the meeting. 
The others were Celgene Corp. Executive 
Chairman Bob Hugin, Eli Lilly & Co. Presi-
dent and CEO Dave Ricks, Novartis AG CEO 
Joseph Jimenez and Johnson & Johnson 
Pharmaceuticals Chairman Worldwide 
Juaquin Duato. 

Also attending was Pharmaceutical Re-
search and Manufacturers of America Pres-
ident and CEO Stephen Ubl. Vice President 
Mike Pence was also present, as was House 
Energy & Commerce Committee Chairman 
Greg Walden, R-Ore., who could oversee 
some of the legislative changes that were 
raised out at the session. 

Trump set the stage for the meeting 
with a few minutes of on-the-record re-
marks and then he dismissed the press 
for what was presumably a more in-depth 
discussion with attendees. He opened by 
criticizing industry pricing practices but 

Carrots and Stick:  
Biopharma At The White House
Cathy Kelly  catherine.kelly@informa.com 

President Donald Trump offered a deal 
to the biopharmaceutical industry 
during a high-profile meeting with 

several company representatives at the 
White House on Jan. 31. 

He told them to lower drug prices and 
expand US jobs, and in return, his Admin-
istration will make the tax and regulatory 
environment in this country more favor-
able to business. 

The session served as a forum for Trump 
to repeat earlier threats about government 
price controls, which may be intended to 
coerce better industry behavior. At the 
same time, Trump was more specific than 
in the past about potential quid pro quos. 

He also emphasized his intention to fos-
ter continued innovation in the industry, a 
sentiment that could play into industry’s 
defense against government price con-
trols. The reaction of attendees after the 
meeting was generally upbeat.  

“We had a positive discussion with the 
president today. We’re encouraged that 

“ The pricing has been 
astronomical for our 
country. We have to do 
better,” Trump said.
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The balance of power behind the prescribing decision is changing: payers are ever more in charge.  That means 
that insight into how payers make decisions – how they evaluate drugs, one against another – will be crucial to 
any successful drug launch.
 
RxScorecard objectively, authoritatively, and systematically assesses marketed and pipeline drugs in a 
therapeutic indication from the payer’s point of view. Developed by senior medical and pharmacy leaders from 
major payers and pharmacy benefit managers, RxScorecard delivers practical and powerful insight into your 
drug’s reimbursement potential and how you can maximize it.  

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

Maximize Your 
Reimbursement Potential

Discover RxScorecard today. 

Visit https://goo.gl/mIof2t to review the selection of 
RxScorecards today.  Interact with the data. Compare 
drugs on clinical, safety, and economic metrics. See the 
payer perspective. 
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also implied he was in deal-making mode.
“The US drug companies have produced 

extraordinary results for our country but 
the pricing has been astronomical for our 
country. We have to do better,” Trump said. 
“We have to get prices down for a lot of 
reasons,” he added. “We have no choice, for 
Medicare, for Medicaid, we have to get the 
prices way down. So that’s what we’re go-
ing to be talking about.” 

Trump also said that “competition is the 
key to lowering drug prices,” and mention-
ing Medicare, said “we can increase com-
petition and bidding wars big time, we 
have to, into that program.”

At the same time he stated, “I’ll oppose 
anything that makes it harder for smaller 
younger companies to take the risk of 
bringing a product to a vibrantly competi-
tive market.” So “we’re going to basically 
work on innovation, we’re going to work on 
price. We can save tens of millions of dollars 
and you people are going to do great.”

Commenting on the meeting and 
Trump’s stance on drug pricing, PhRMA 
reiterated a commitment to market-based 
solutions like value-based purchasing but 
said regulatory and legislative obstacles 
are standing in the way. 

“Our industry takes seriously the con-
cerns raised about the affordability and 
accessibility of prescription medicines, 
and we have expressed our commitment 
to working with the administration to ad-
vance market-based reforms,” the trade 
group said. 

“The current system needs to evolve to 
enable the private sector to lead the move 
to a value-driven health care system. To do 

this, we need to reform existing laws and 
regulations that are currently preventing 
private companies from negotiating bet-
ter deals and paying for medicines based 
on the value they provide to patients and 
our health care system.”

The industry has pointed to several 
regulatory obstacles to broader adoption 
of value-based payments, including FDA 
restrictions on communications between 
manufacturers and payers, a lack of legal 
“safe harbors” from anti-kickback rules and 
concerns that prices negotiated under out-
comes-based contracts will trigger a new 
“best price” requirement in Medicaid.

RegulatoRy, tax Relief to 
encouRage uS expanSion
Trump suggested that his Administration 
would work to reduce the tax and regula-
tory burden on US companies to encour-
age them to retain factories in this country 
or move production back from locations 
abroad. He promised faster FDA approvals 
as one important regulatory reform. 

“A lot of companies have moved out. 
They don’t make the drugs in our country 
any more. A lot of that has to do with regu-
lation,” he commented. 

“I want you to move your companies 
back to the US. I want you to manufacture 
in the US. We’re going to be lowering tax-
es, big league. We’re going to be getting 
rid of regulations that are unnecessary, 
big league.”

“We’re also going to be streamlining the 
[approval] process. So from your stand-
point, when you have a drug, you can ac-
tually get it approved if it works instead of 
waiting many, many years. … We’re going 

to be changing a lot of 
the rules.”

At the start of the meet-
ing, Novartis’ Jimenez told 
Trump that lowering the 
corporate tax rate globally 
would be a “massive” help 
to companies.

“Yep, we’ll get it,” Trump answered.
Trump also suggested that he would 

work to ensure companies get a better re-
turn on drugs sold abroad. 

“We’re going to be ending global free-
loading. Foreign price controls reduce the 
resources of American drug companies to 
finance drug R&D and innovation. I think 
you people know that very well. It’s very 
unfair to this country. Our trade policies 
will prioritize that foreign countries pay 
their fair share for US manufactured drugs 
so our drug companies have greater finan-
cial resources to accelerate the develop-
ment of new cures.” 

He also pledged to work against curren-
cy “devaluation” in foreign markets to help 
bring operations back to the US. 

“A lot of countries take advantage of us 
with their money supply and devaluation 
because we don’t know anything about 
it. Our country has been run so badly we 
don’t know anything about devaluation. 
Every other country lives on devaluation. 
You look at what China is doing, you look 
at what Japan has done over the years. 
They play the money market, they play the 
devaluation market and we sit here like a 
bunch of dummies.”  

Published online January 31, 2017
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CEOs Tell Trump Tax Cuts Could Bring 
More Biopharma Plants To US
Bowman Cox  bowman.cox@informa.com 

President Donald Trump’s strategy of cutting taxes and regula-
tion to bring more biopharmaceutical manufacturing to the 
US could dovetail with the industry’s plans to make next-gen-

eration products near leading research hubs.
Lower taxes could make the US more competitive with Europe as 

a destination for new biotech manufacturing capacity.
Regulatory reform could prove beneficial as well, although 

drug makers might balk at Trump’s idea of stripping away 80% of 
FDA regulations.

Meanwhile, some aspects of the new approach to strengthen-
ing the US biopharmaceutical sector could pose challenges for 
generics firms.

Good Jobs With Less taxes
The Pharmaceutical Research and Manufacturers of America es-
timates that negotiating “stronger trade agreements that respect 
and value intellectual property,” reducing the US corporate tax rate 
to 15% from 35% and reforming FDA regulations modestly could 
bring nearly 70,000 additional biopharmaceutical jobs and nearly 
280,000 other jobs in the US over the next decade.

Although new manufacturing facilities can take years to build, 
PhRMA sees a near-term opportunity for research-based firms to 
boost US manufacturing by retrofitting or acquiring and retrofit-
ting existing facilities.

When PhRMA representatives met with President Trump Jan. 31 
at the White House, pharmaceutical executives crowed about ef-
forts already underway to grow their US manufacturing base.

CEO Bob Bradway told the president that Amgen will be add-
ing 1,600 US jobs, while CEO Ken Frazier said Merck is bringing im-
mune-oncology drug manufacturing back to the US, Executive VP 
Joaquin Duato touted the 50,000 employees that Johnson & John-
son already has in the US and CEO Joe Jimenez talked up Swiss 
drug maker Novartis’ global R&D headquarters in Cambridge, Mass.

The topic also came up in quarterly earnings calls.
If US taxes were lower, AbbVie Inc. could consider moving Hu-

mira manufacturing back to Massachusetts or more likely to Puerto 
Rico, CFO William Chase suggested during a Jan. 24 earnings call.

And Pfizer CEO Ian Read told analysts on a Jan. 31 earnings call 
that “if there is no penalty by the border adjustment for manufac-
turing inside the United States to supply your markets outside of 
the United States, that will encourage us to put more jobs in the 
United States.”

good pRoduct With leSS Regulation
Trump suggested during the brief public portion of the PhRMA 
meeting that the FDA commissioner he appoints will remove as 

much as 80% of the agency’s regulations in an effort to allow the 
pharmaceutical industry to function.

“Other countries have no regulation and you go there for that 
reason, and you produce good product. You want to produce good 
product also. So we’re going to produce good product. We’re going 
to streamline the FDA.”

If nothing else, the anti-regulatory mandate will make it easier for 
FDA officials to resist industry’s constant clamor for more detailed 
regulatory guidance on how it interprets good manufacturing prac-
tices regulations mandated by the Food, Drug and Cosmetic Act.

good pRiceS foR dRugS abRoad
During the meeting, Trump again called for drug makers to reduce 
prices or face the threat of government price controls, while exco-
riating other countries for “freeloading” with price controls to avoid 
paying their “fair share” for US manufactured drugs. 

neW pReSSuReS on geneRicS
Some of the measures Trump has discussed for helping grow 
domestic pharmaceutical manufacturing could add stress to the 
generics sector.

Although new manufacturing facilities 
can take years to build, PhRMA sees a 
near-term opportunity for research-

based firms to boost US manufacturing 
by retrofitting or acquiring and 

retrofitting existing facilities.

T r U m P  A d m I N I S T r AT I o N

pink.pharmamedtechbi.com
mailto:bowman.cox@informa.com


6   |   pink sheet   |   February 6, 2017 © Informa UK Ltd 2017

Negotiating unilateral trade agreements that protect intellectual 
property more than, for example, the Trans-Pacific Partnership that 
Trump scuttled could come at the expense of generics and biosimi-
lars firms if they provide for longer patent life like the 12 years of data 
protection for biologics that PhRMA originally sought for the TPP.

Also, relying on the threat of major tariff increases to negotiating 
partners could result in high tariffs for an undetermined period of 
time. Reciprocal tariff increases could exacerbate the situation.

High tariffs on active pharmaceutical ingredients, some 80% of 
which are imported, could prove especially challenging to the eco-
nomic viability of older generic drugs, possibly generating short-
ages if they persist.

the old paRadigm
Trump’s promotion of US manufacturing comes as the biopharma-
ceutical sector is outgrowing the globally outsourced paradigm of 
the past 15 years.

That paradigm focused on mature products, typically small mole-
cule drugs prescribed by primary care physicians who could choose 
among multiple products in each class, AstraZeneca’s Andrew Skibo 
explained in November at the International Society for Pharmaceuti-
cal Engineering’s Facilities of the Future conference in Bethesda, Md.

The imperative was for lean, low cost, high utilization, low inven-
tory manufacturing operations. API manufacturing was outsourced, 
as was much of the drug product manufacturing. Some 60% or more 
of the APIs were from emerging market suppliers that came with 
difficult-to-discern degrees of risk, explained Skibo, who is AstraZen-
eca’s head of global biologics operations & global engineering.

Although much of the manufacturing took place in emerging 
markets, most of the product went to developed markets.

This paradigm, which has now largely been ceded to the gener-
ics sector, put relentless downward pressure on prices and quality.

the neW paRadigm
Biopharmaceutical manufacturing is on the cusp of a new para-
digm that serves specialty physicians with patient-critical drugs 
that often have no substitutes.

These low volume, high value products require resilient, agile man-
ufacturing infrastructure with greater control over API manufacturing. 

And because of their critical nature, it’s important to carry much 
larger inventories of these products, something Skibo said top ex-
ecutives have been slow to understand. Merck’s Keytruda, for ex-
ample, can’t be managed like just another statin.

Today with 95% of AstraZeneca’s revenues coming from small 
molecules, the company has fielded a manufacturing network of 

55,000 people, Skibo said.
By 2022, biotech will account for half the company’s revenues, 

and just 6,000 employees of a network that will total only 20,000 
to 21,000 workers.

Skibo said that in just five years, biotech will be “delivering the 
same value proposition with less than half the people and prob-
ably a quarter of the footprint.”

expanSion undeRWay
There is a $20b expansion in global biotech manufacturing capac-
ity expected over the next seven years, of which $13b is already in 
the field, under construction, Skibo said.

It’s an expansion that dwarfs the previous $10b peak in pharma-
ceutical and biotech expansion 15 years ago.

Major plant expansions are underway around the world, includ-
ing at Amgen in Singapore, Genentech and AstraZeneca in the US, 
Bristol-Myers Squibb in Ireland and Biogen in Switzerland, he said.

Much of the focus has been on breakthrough products for spe-
cialty care markets with 50,000 to 200,000 patient populations. But 
that could change. Third- and fourth-line immuno-oncology treat-
ments could move into first-line care, with potential use in 10 mil-
lion or 20 million patients.

Some of the expansions underway, like the one at Biogen for a 
possible Alzheimer’s treatment, are potentially massive. If just one 
of the products Biogen is developing succeeds, that plant in Swit-
zerland could swell to more than seven times the size of AstraZen-
eca’s Frederick, Md., plant.

peRSonnel RequiRementS tRump tax bReakS
This biotech expansion will require an influx of new workers, Skibo 
said – on the order of 30,000 employees in manufacturing and 
quality globally throughout the industry.

Some 25% to 30% of these requirements will be for “high-val-
ue employees” who have PhDs and 10 or 15 years of experience. 
“These are not just workers on the floor,” he explained.

The need to find these employees is factoring into siting decisions. 
No longer are companies offshoring facilities to achieve zero-dollar 
tax savings: “It might be zero dollars in tax, but you can’t staff it.”

This is why companies are building biotech plants in European 
countries like Switzerland, Sweden, the United Kingdom and Ire-
land despite tax rates of 10% or 12%.

And if the Trump tax incentives are enacted, perhaps there will 
be more of these plants in the US as well.  

From the editors of the Gold Sheet. Published online February 1, 2017

Let’s get
Social

We are tweeting, liking and sharing the latest industry news and 
insights from our global team of editors and analysts, join us!

@PharmaPinksheet
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CDER’s 50 Open Leadership Posts Could Be Bigger Hiring 
Challenges After Trump Freeze 
Kate Rawson  pinkeditor@informa.com

The federal hiring freeze imple-
mented by the Trump Administra-
tion adds another challenge to the 

ongoing struggle by FDA’s Center for Drug 
Evaluation & Research to recruit and retain 
qualified individuals to fill both open ex-
ecutive leadership positions and vacancies 
within its drug review teams.

While CDER’s recruitment challenges are 
longstanding and well-publicized by the 
21st  Century Cures legislative discussion, 
the Jan. 23  hiring freeze on civilian em-
ployees will exacerbate the issue, at least 
temporarily. The number of CDER vacan-
cies has hovered stubbornly around 600 
FTEs – despite the fact that recruitment 
has been a top priority for CDER Director 
Janet Woodcock. The Trump freeze halts 
any efforts to fill those posts.

The freeze provides an opportunity to 
look at CDER’s recruitment challenges in 
a freeze-frame view.  The center for drugs 
is currently 591 positions under the hiring 
ceiling, including 50 open positions within 
the senior management ranks. Of those, 18 
are senior level positions and 32 are division 
director/deputy division director positions.

The recently established and centralized 
drug quality operations, CDER’s Office of 
Pharmaceutical Quality, may feel the effects 
of the hiring freeze more than other offices; 
OPQ has 10 open leadership positions, and 
four of its six sub-offices do not yet have in 
place a director or deputy director, accord-
ing to information available on CDER’s web-
site (last updated Sept. 30, 2016). 

While an outlier in vacancies among 
CDER offices, OPQ is a representative il-
lustration of the challenges FDA faces in 
recruiting top officials. OPQ was stood up 
more than two years old to great fanfare by 
CDER’s Woodcock, who stepped in to over-
see the office until a permanent director 
(Michael Kopcha) could be named.

The fact that 25 months have passed 
since without CDER able to staff so many 
leadership positions speaks to the chal-

lenges the agency has in recruiting man-
agement-level talent.

not 50 empty officeS, 
neceSSaRily
It is important to note that the 50 open se-
nior management positions do not neces-
sarily translate into 50 empty offices. First, 
CDER counts all “acting” positions as va-
cancies; some acting division directors can 
be expected to assume their positions on 
a permanent basis, once the government 
hiring red tape is cleared.

Furthermore, most CDER offices have 
just a few vacancies each. In most cases 
where there is an opening, the sub-offices 
are staffed by either a director or a deputy 
director (the Office of Program and Strate-
gic Analysis is one exception). 

The Office of New Drugs, which houses 
the review teams that work directly on drug 
applications, is in relatively good shape at 
the division management level, with just two 
open deputy director positions at the Office 
of Drug Evaluation level (ODE I and III). OND, 
however, has one significant vacancy at the 
top of the organization; OND Director John 
Jenkins left the agency in January. 

Jenkins joined Greenleaf Health as Princi-
pal of Drugs and Biologics, effective Feb. 1.

Woodcock has assumed the role of OND 
director since Jenkins’ departure. This role 
could stretch Woodcock and CDER thin dur-
ing the period of trying to ensure that the 
PDUFA VI agreement gets through Congress 
against the cross-currents caused by the 
start-up of the Trump Administration. Some 
of the pressure on adding additional staff at 
OND may be tempered in the short-term by 
an anticipated review of the status and orga-
nization of it. That type of review seems likely 
– especially in the wake of the formation of 
the new Oncology Center for Excellence. 

pdufa Vi and ‘cuReS’ at RiSk
The long-term impact of the hiring freeze 
on FDA is unclear. It is possible the re-
strictions will be lifted by the Trump Ad-
ministration. The White House Office of 
Management & Budget (OMB) has been 
directed by the Administration to prepare 
a long-term government reduction plan 
by April 23 (90 days from President Trump’s 
executive memo). FDA will remain without 
a forceful voice for staffing until a new per-
manent commissioner is confirmed.

It is also possible that the ban stays 
in place, and FDA is able to revise some 
workarounds. An updated implementa-
tion memo issued Jan. 31 by the OMB out-
lines some exemptions that could apply to 
FDA, including hires that address “national 
security” or “public safety responsibilities.” 
FDA may also be able to use internal career 
ladder promotions and reallocation of per-
sonnel to address workload issues.

In addition to day-to-day regulatory 
operations, the freeze has two major near-
term consequences for FDA and industry: 

1. Implementation of hiring provi-
sions contained in the “21st  Cen-
tury Cures” Act, and 

2. Upcoming reauthorization of the 
Prescription Drug User Fee Act.

F d A

CDER’s Office of 
Pharmaceutical 
Quality may feel  
the effects of the  

hiring freeze more  
than other offices;  

it has 10 open 
leadership positions.
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The “21st  Century Cures” Act  included 
a number of provisions to ease FDA’s re-
cruitment procedures, including raising 
salary caps and a streamlined hiring pro-
cess. Those are now on hold under both 
the hiring freeze and an executive order 
on regulatory reform. 

The freeze and the “two for one” regula-
tory reform may also have implications for 
PDUFA VI. The user fee agreement includes 
the hiring of 230 additional employees 
over the five-year period. Unless otherwise 
interpreted by OMB, those additional hires 
(in addition to the current vacancies) ap-
pear to fall within the federal hiring freeze. 

OMB’s initial  guidance seems to rein-

force the President’s assertion that the 
freeze applies to all executive depart-
ments and agencies (except military per-
sonnel), regardless of the source of fund-
ing. And the user fee agreement itself (in 
addition to agreed-to guidance docu-
ments with PDUFA VI) would be subject to 
the regulatory reform order, and require 
the removal of two regulations for each 
new one implemented.

When – or whether – the hiring freeze 
is lifted at FDA may depend in part on 
who Trump picks for commissioner. So far, 
four names have been floated, from the 
more traditional Republican pick (Scott 
Gottlieb) to more disrupter-style choices, 

like Silicon Valley executives James O’Neill 
and Balaji Srinivasan to author and ardent 
FDA critic Joe Gulfo.

An announcement on an FDA commis-
sioner nominee could be in the near-term; 
President Trump told a group of pharma-
ceutical CEOs on Jan. 31 that he will be re-
vealing a name soon.

That timing may depend to some degree 
on the Senate confirmation of HHS Secre-
tary nominee Tom Price. His nomination 
cleared the Senate Finance Committee – 
with no Democrats present – on Feb. 1.  

From the editors of the RPM Report.  
Published online February 2, 2017

FDA’s ANDA Approvals
sponsoR aCtive ingRedient dosage; FoRmulation appRoval date

Mylan Azithromycin EQ 500 mg base/vial 1/26/2017

Nostrum Methylphenidate HCl 2.5 mg, 5 mg and 10 mg; chewable tablet 1/26/2017

Par Tizanidine HCl EQ 2 mg base and EQ 4 mg base; tablet 1/26/2017

Jiangsu Hengrui Cisatracurium besylate preser-
vative free

EQ 2 mg base/mL; injection 1/27/2017

Amneal Donepezil HCl/ memantine HCl 10 mg/14 mg and 10 mg/28 mg; extended-release capsule 1/27/2017

Fresenius Kabi Oxaliplatin 50 mg/10 mL, 100 mg/20 mL and 200 mg/40 mL; injectable, IV 
infusion

1/31/2017

Perrigo Israel Olopatadine HCl 0.665 mg; metered nasal spray 1/31/2017

Mylan Granisetron HCl EQ 4 mg base/4 mL (EQ 1 mg base/mL); injection 1/31/2017

Apnar Cyproheptadine HCl 4 mg; tablet 1/31/2017

Newgen Amantadine HCl 100 mg; tablet 1/31/2017

Apicore Tetrabenazine 12.5 mg and 25 mg; tablet 1/31/2017

Aurobindo Levalbuterol HCl EQ 0.25% base; inhalation solution 1/31/2017

Dr. Reddy’s Nystatin/ triamcinolone  
acetonide

100,000 units/gm 0.1%; topical ointment 1/31/2017

Tentative Approvals

Apotex Cabazitaxel 60 mg/1.5 mL (40 mg/mL); IV solution 1/26/2017

Strides Fingolimod 0.5 mg; capsule 1/31/2017

G e N e r I c  d r U G S
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MEPs And Health Advocates Pile The 
Pressure On EU Drug Pricing
ian sChoField  ian.schofield@informa.com 

Access to expensive new medi-
cines has again come under the 
spotlight after a group of health 

activist organizations added their voice 
to that of an influential European Parlia-
ment committee in pressing for a better 
balance between public and private in-
terests, more transparency on the costs of 
R&D, and guarantees on access to innova-
tion that has benefited from EU funding. 

On Feb. 1, the parliament’s environ-
ment and public health committee (ENVI) 
adopted a report on “EU options for im-
proving access to medicines” that calls on 
the European Commission and member 
states to begin a “high-level strategic dia-
logue” with stakeholders with the aim of 
ensuring the sustainability of healthcare 
systems and a competitive pharmaceuti-
cal industry that results in affordable pric-
es and faster access to medicines.

The parliament said that prices of new 
drugs had increased during the past 
few decades to the point of being unaf-
fordable for many European citizens and 
threatening the sustainability of national 
healthcare systems. 

“Public health systems in Europe are 
a key part of the identity of the EU and 
something which we value highly,” said 
Soledad Cabezón Ruiz, the Spanish MEP 
who drafted the report. “Access to medi-
cines must be guaranteed and in order 
to achieve that, we need to rebalance the 
negotiating power of European member 
states compared to that of the pharma-
ceutical industry” she declared.

The NGO Health Action Internation-
al welcomed the report, saying it was 
pleased with its focus on “the key barriers 
hindering access to affordable medicines 
and therapeutic advancement.”

The report was first published in Sep-
tember 2016 and outlined a range of issues 
affecting market access in Europe, such as 
high drug prices, misuse of intellectual 

property protections, and strategies to de-
lay generic entry. 

amendmentS
While many of the provisions of the draft 
remain in place, the version adopted by 
the committee includes a number of com-
promise amendments, some of which wa-
ter down the rather industry-unfriendly 
wording in the original version. For in-
stance, among the barriers to medicines 
access it has removed the mention of 
“rigid” patent rules and added “delays be-
tween the marketing authorization and 
the subsequent pricing and reimburse-
ment decisions.” 

Its description of “most medicines” as 
“’me-too’ or ‘evergreening’ products” has 
been diluted to say that while some new 
medicines are examples of breakthrough 
innovations, “other new medicines dem-
onstrate insufficient therapeutic added 
value to be deemed genuine innovation,” 
and that the “repurposing and reformula-
tion of known molecules and the devel-
opment of new medicines for the same 

indication (‘me-too’ substances) should 
be carefully assessed.” It also calls for a 
common definition of “added therapeutic 
value” to be agreed.

While the original version said it “re-
grets that the research priorities of the 
pharmaceutical industry are profit-orient-
ed rather than patient-oriented,” it now 
says that research priorities “must address 
patients’ health needs” while “recognising 
the interest of pharmaceutical companies 
to generate financial returns on their in-
vestment. 

But the report still pushes for wider ac-
tion on questions such as drug pricing, 
stressing the importance of “increasing 
voluntary collaboration among member 
states” in the area of pricing and reim-
bursement to ensure the “sustainability of 
healthcare systems.” 

The issue of fast-track approvals (for 
example through conditional marketing 
authorizations as part of the adaptive 
pathways procedure) also comes under 
scrutiny in the report, which says that 
such approvals should only be granted “in 

m A r K e T  A c c e S S
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exceptional circumstances where a clear 
unmet medical need has been identified,” 
and that a “post-authorization process 
should be in place to monitor safety, qual-
ity and efficacy.”

high-leVel dialogue
In order to discuss these and a range of 
other issues including patent settlement 
deals, orphan drugs and antimicrobial re-
sistance, the report suggests establishing 
a “high-level strategic dialogue with all the 
relevant stakeholders,” together with rep-
resentatives of the European Commission, 
the European Parliament, the member 
states, patient organisations, paying agen-
cies, healthcare professionals, represen-
tatives from the academic and scientific 
world as well as industry.” 

This would cover current and future 
developments in the EU pharmaceutical 
system, with the aim of establishing short, 
medium and long-term holistic strate-
gies for access to medicines, ensuring the 
sustainability of healthcare systems and a 
competitive pharmaceutical industry, and 
resulting in affordable prices and faster ac-
cess to medicines, it says.

efpia Reaction
The European industry federation EFPIA 
said it welcomed the report’s “recognition 
that medicines enable patients to live lon-
ger and healthier lives and that both the 
public and private sectors play an impor-
tant role in discovering new treatments 
for patients” and its acknowledgment that 
“the pharmaceutical industry is one of the 
most significant contributors to the Euro-
pean economy.”

EFPIA said it also supported the com-
mittee’s recommendation on the need for 
a stable and predictable intellectual prop-
erty and regulatory framework, which was 
“essential to create and maintain an inno-
vation-friendly environment, supporting 
patient access to innovative treatments.”

The idea of a high-level strategic dialogue 
with stakeholders was also welcomed by 
the federation – not surprisingly, since it 
called for such a dialogue in September af-
ter the release of the draft report.

Ancel.la Santos, policy advisor at the 
NGO Health Action International, said the 

report included “many recommendations 
that we’ve long been making at Health 
Action International.” She welcomed the 
committee’s support for an analysis of the 
social impact of IP rules, more transparen-
cy in R&D costs, and greater public return 
on investment in publicly funded R&D. 

Santos also hoped the European Medi-
cines Agency would take note of the com-
mittee’s call for adaptive pathways and early 
access schemes to be used “only in situa-
tions of high unmet medical need.”

ENVI rapporteur Cabezón Ruiz said she 
was “very satisfied with the political message 
which we managed to send out from the 
ENVI committee in response to an important 
problem raised by European citizens.” 

“The industry must be competitive when 
it comes to producing quality innovation, 
while at the same responding to the needs 
of patients with medicines which are safe, ef-
fective and accessible. I believe all of all this is 
well reflected in the report” she added.

The report will now be debated by the full 
parliament, probably at its session in early 
March.

hai focuSeS on eu-funded 
ReSeaRch
Meanwhile, the issue of drug pricing and 
the role of publicly funded research has 
also been raised in a position paper sent 
to the commission by HAI and a number of 
other organizations including KEI Europe 
and the MSF Access Campaign. They call 
on the commission to make “substantial 
changes” to the way that it funds R&D into 
biomedical products, particularly through 
the €80bn Horizon 2020 (H2020) program, 
in order to ensure wider access to the in-
novations it helps to finance.

“Though the challenge of access to med-
icines has long been a concern for low- and 
middle-income countries, high prices now 
also threaten equitable access to treat-
ment in the world’s wealthiest countries, 
including Europe,” they say.

The public interest in H2020 invest-
ments is “not sufficiently protected,” ac-
cording to the position paper. “Many lead-
ing experts and governments – including 
EU member states - have highlighted 
the need to improve the way public bio-
medical research and development (R&D) 

funding is managed.” They say that knowl-
edge “generated by EU-taxpayer financed 
research should maximise the general 
public benefit and not predominantly 
lead to returns for large private actors.”

The position paper outlines a number of 
key principles that should drive the next 
funding framework program to enhance 
the quality and efficiency of Horizon 2020 
biomedical R&D spending:

 • Put more public investment into bio-
medical R&D under Horizon 2020 and 
subsequent R&D funding programs.

 • Set biomedical R&D priorities on the 
basis of public health needs while en-
suring balanced stakeholder involve-
ment and more transparency in the 
decision-making process.

 • Ensure that any taxpayer funding of bio-
medical R&D serves the public good in 
terms of affordability of and equitable 
access to research results. The paper 
notes that in the US, the University of 
California, Berkeley has collaborated 
with several pharma firms on licensing 
agreements to ensure affordable pric-
ing in low-income countries for prod-
ucts stemming from university research, 
covering areas like TB vaccine research, 
malaria-artemisinin combination thera-
pies, and potential HIV treatments.

 • Rather than the current market ex-
clusivity model, which gives effective 
monopolies and leads to high prices 
as it locks out competition, alternative 
incentive mechanisms should be ex-
plored, such as milestone prizes and 
market entry rewards, with conditions 
including affordable access, access to 
research data, and pro-public health 
management of IP. Policy-makers 
should “actively seek to break the link 
that today binds biomedical innovation 
to drug sales and high prices backed by 
exclusivity rights,” the paper says. 

It also proposes establishing an innova-
tion fund for cancer drugs that includes 
an allocation for innovation inducement 
prizes to reward new drugs for cancer.  

From the editors of Scrip Regulatory Affairs. 
Published online February 3, 2017
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RAT Race Begins: FDA Accepting Regenerative Advanced 
Therapy Designation Requests
miChael mCCaughan  pinkeditor@informa.com

FDA’s newest “special status” pathway is open for business – 
but sponsors may wonder how best to announce the receipt 
of a “RAT” as a good news event. 

FDA has, apparently, decided on RAT as the straightforward ac-
ronym for the “Regenerative Advanced Therapy” designation, cre-
ated by the 21st Century Cures Act that became law Dec. 13. 

The pathway was formally announced by the agency in a brief 
notice posed on its website Jan. 19, as part of a flurry of pre-Inau-
guration Day publication by FDA. 

The notice is similar to FDA’s initial communication about the 
“Breakthrough Therapy” designation enacted in 2012: a very brief, ad-
ministrative update on the process to request the new designation.

For the new regenerative medicine pathway, FDA simply notes 
the terms of the new statutory provision. To wit, products may 
qualify for the designation if:

 • “The drug is a regenerative medicine therapy, which is defined 
as a cell therapy, therapeutic tissue engineering product, hu-
man cell and tissue product, or any combination product using 
such therapies or products, except for those regulated solely 
under Section 361 of the Public Health Service Act and part 
1271 of Title 21, Code of Federal Regulations;

 • “The drug is intended to treat, modify, reverse, or cure a serious 
or life-threatening disease or condition; and

 • “Preliminary clinical evidence indicates that the drug has the 
potential to address unmet medical needs for such disease or 
condition.”

In keeping with the purely administrative nature of the post-
ing, FDA doesn’t offer much by way of interpretation beyond the 
statutory language. The agency does, however, advice sponsors to 
consult its guidance, Expedited Programs for Serious Conditions – 
Drugs and Biologics, for the agency’s definition of “serious or life-
threatening” diseases. 

The more interesting interpretation will be how FDA defines 
“preliminary clinical evidence” in the context of the new pathway. 
That language sounds similar to the “Breakthrough” standard – but 
with a very important difference. The “Breakthrough” designation 
specifically requires evidence that the treatment may be a “sub-
stantial advance” over existing therapy. 

The regenerative medicine pathway sets a lower bar: evidence 
indicating that the drug “has the potential to address unmet medi-
cal needs.” That sounds closer to the Fast Track standard than the 
“Breakthrough” standard – but Fast Track designation does not re-
quire any clinical evidence (preliminary or otherwise) to support a 
designation. 

It will thus be very interesting to see how FDA interprets the new 
standard. For “Breakthrough,” FDA set what it felt to be a very high 
bar – and still found itself granting an unexpectedly large number 
of designations. 

As with Breakthrough, where the bar is set will almost certainly 
be defined in the context of the agency’s initial designations, and 
those may start coming soon. As FDA notes, it has 60 days to re-
spond to designation requests. In theory, that means the first des-
ignations could begin in February. 

However, the context is very different. FDA helped develop the 
“Breakthrough” model and the senior drug review management 
eagerly embraced the concept of playing a more hands-on role in 
the development pathway for medicines with significant efficacy. 

For regenerative medicine, FDA management has been playing 
a more skeptical role of trying to fend off efforts that the agency 
worries might be undermining regulatory standards. The new leg-
islation was watered down considerably from its starting point, 
but there is still reason for sponsors to worry that FDA may not be 
overly enthusiastic about implementing the pathway. 

That oh-so-suggestive abbreviation in FDA’s notice won’t quell 
those concerns. Put another way, sponsors may smell a “RAT.”  

From the editors of the RPM Report. Published online January 31, 2017

One interesting issue will be  
how FDA defines “preliminary 
clinical evidence” in the context  
of the new pathway.
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Buoyant Biocon Bullish On US Biosimilar 
Interchangeability
anju ghanguRde  anju.ghangurde@informa.com 

K iran Mazumdar-Shaw, chair and managing director 
of Indian firm Biocon Ltd., is upbeat on biosimilar 
prospects in the US, helped by the new inter-

changeability guidelines. 
Speaking after her firm’s strong showing in the 

third quarter, which also saw the acceptance of Bio-
con and partner Mylan’s first Biologics License Ap-
plication (BLA) for their proposed biosimilar trastu-
zumab by the US FDA, she welcomed the recent draft 
guidance on interchangeability from the US regulator, 
noting that it was an area that was still evolving. 

“The interchangeability guidelines are very welcome 
because it puts clarity on what everyone was second guessing. It’s 
going to evolve over time. We don’t believe that the first approval will 
come with interchangeability. I don’t think we are very concerned 
about the interchangeability rule affecting many of our products,” 
she told Pink Sheet in a telephone interview after the Q3 results.

She believes that oncology products are unlikely to get “that 
impacted” by interchangeability and it would perhaps only be in 
the case of chronic therapies like say adalimumab or some of the 
insulins where it will count.

“Even there I think it is an evolving space and there are lots of 
questions and answers at this point in time,” she observed. 

Biocon is preparing to file its biosimilar adalimumab in both the 
US and the EU.

Asked whether she sees payors driving interchangeability in any 
way, Mazumdar-Shaw reiterated that it’s an evolving space and it 
depends on what discounts biosimilars are available at. “And then 
you will have payors taking many decisions, based on this.” 

foRcing the iSSue
In a post results investor call on Jan. 25, Biocon’s management noted 
how, overall, the FDA guidance on interchangeability with reference 
products “is not a surprise” and really doesn’t change the firm’s strat-
egy, in line with its “prior conversations” with the FDA on the subject.

“But FDA is also clear from early on about the unlikely prospects 
of getting interchangeability with an initial approval and there 
would likely to be a second stage, and this guidance is in line with 
that,” Paul Thomas, who heads up the biosimilars unit at Biocon, 
said in response to an analyst’s query.

Referring to the generally high levels of switching and market share 
uptake of biosimilars that “looks a lot like an interchangeable kind of 
an approach” in parts of Europe, Thomas said that it shows that even 
without an official interchangeability designation in Europe there are 
other levers that will drive quick switching outside of this.

“And the same will apply in other places and I think there are ini-
tial signs in the US also with some recent launches. Payers, tenders 

and governments can have a significant impact on driving 
switching,” he commented.

The FDA interchangeability guidance, he added, is 
“a positive step” lending more clarity on the issue, but 
he underscored there are lot of other factors in the 
market that are moving things in the “positive direc-
tion” for switching as well.

He referred to Express Scripts, CVS excluding origi-
nators from their formulary and “forcing the issue” 
even without an interchangeability designation. 

“The importance of this on its own as a designation 
or any advantage from it is much diluted than what 

was earlier considered.”
Significantly, there has been some concern over whether the 

new Trump Administration’s latest regulatory freeze could slow 
the FDA’s release of new guidance documents in 2017, though 
early comments from experts suggest uncertainty about - but 
potentially no immediate bearing on - biosimilar and commu-
nications draft guidances released in the closing weeks of the 
Obama Administration.

filing detailS
The third quarter saw the acceptance for FDA review of Biocon and 
Mylan’s BLA for biosimilar trastuzumab, the duo’s first US regulato-
ry submission through the 351(k) pathway. On Jan. 11, the partners 
said that the anticipated action date set under the Biosimilar User 
Fee Act for their product is Sept. 3, 2017. 

Informa’s Biomedtracker has placed the likelihood of approval 
for Biocon-Mylan’s biosimilar trastuzumab at 82%, which is the 
same as the average probability of FDA approval for marketing in 
the US for the specified disease group, based on the historical per-
formance of medicines in the same development phase. 

In Europe, the EMA has accepted for review the two companies’ 
marketing authorization application (MAA) for their proposed bio-
similar trastuzumab. 

Biocon is also gearing up to file biosimilar insulin glargine in the 
US, and the MAA for insulin glargine co-developed by Biocon and 
Mylan has already been accepted for review by the EMA.

Biocon and partner Fujifilm Pharma Co. Ltd. in the second quar-
ter launched biosimilar insulin glargine in Japan, and the product 
continues to gain market share and has been introduced in several 
emerging markets. 

The partners aim to capture a significant share of the $144m 
Japanese glargine market - the second largest outside of North 
America and Europe and largely dominated by disposable pens.  

Published online January 28, 2017

B I o S I m I L A r S

Kiran Mazumdar-Shaw, 
chair and managing 

director of Biocon Ltd.
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ANDA Guidance: Reference Listed Drug Vs.  
Reference Standard Explained
sue sutteR  sue.sutter@informa.com 

A new guidance from the US FDA 
explaining the difference between 
a reference listed drug and a ref-

erence standard should help ensure that 
generic drug sponsors submit correct and 
complete applications, potentially speed-
ing generic approvals in the process.

The draft guidance, “Referencing Ap-
proved Drug Products in ANDA Submis-
sions,” aims to clear up what the agency 
says is stakeholder confusion about the 
terms reference listed drug, reference stan-
dard and basis of submission.

FDA said it anticipates the guidance will 
help companies understand the meaning 
of terms related to abbreviated new drug 
applications (ANDAs) and “help them iden-
tify the previously approved products that 
need to be referenced in an ANDA submis-
sion, thereby, facilitating the submission 
and review of ANDAs.”

With the guidance, FDA makes clear that 
an ANDA must relate back to a reference 
listed product that was approved under 
a new drug application (NDA) and that a 
generic drug cannot serve as the reference 
listed drug, one industry source told the 
Pink Sheet. 

While the guidance includes several 
policy changes aimed at expediting the 
availability of generic drugs, the source 
doubted it would do much to help speed 
approvals. Rather, “it’s a matter of citing the 
right product in the right place in your ap-
plication,” the source said.

addReSSing confuSion
The guidance defines the terms reference 
listed drug (RLD), reference standard and 
basis of submission, and explains the roles 
they play in an ANDA (see box).

“FDA now is making a distinction be-
tween the designation of an RLD (the drug 
upon which an ANDA may be based) and 
a reference standard (the drug that FDA 
expects the firm to use for establishing bio-
equivalence),” Robert Pollock, senior advisor 

and outside director to the board at Lach-
man Consultants, said a Jan. 16 blog post.

The distinction has become important, 
Pollock said, because “it is believed that er-
rors in the designation of RLD, [reference 
standard] or the drug cited as the basis for 
an ANDA submission may result in any-
thing from a refuse-to-receive to an Infor-
mation Request at filing time.”

However, FDA told the Pink Sheet that the 
agency is not making a new distinction be-
tween the RLD and reference standard. “A va-
riety of factors led to confusion about these 
terms,” the agency said. “The purpose of this 
guidance is to clear up this confusion.”

FDA said the discontinued marketing of 
many approved products has resulted in 
confusion. In addition, FDA has historically 
identified reference standards in the Orange 
Book using the same symbol that it uses for 
RLDs in the print version and under the same 
column as RLDs in the electronic version.

“Because of the confusion regarding use 
of these terms up until now, previously is-
sued CDER guidance may not use these 
terms as we are clarifying them,” FDA said 
in the draft guidance published Jan. 17. 
The document was part of the flurry of 
regulatory actions issued in the waning 
days of the Obama Administration. 

The agency also said that, to date, it has 
not issued refuse-to-receive letters for AN-
DAs where an applicant has mistakenly 
identified a reference standard as its refer-
ence listed drug.

What qualifieS aS an Rld?
The guidance clarifies what types of prod-
ucts may serve as RLDs.

An RLD must be approved under Section 
505(c) of the Food, Drug and Cosmetic Act. 
Generally, the agency will not designate a 
drug approved under the 505(b)(2) pathway 
as an RLD if a product with the same active 
ingredient, dosage form, route of adminis-
tration and strength has been approved in a 
505(b)(1) application. 

G e N e r I c  d r U G S

Definitions

•	 Reference Listed Drug: Drug 
product that the proposed 
generic is intended to duplicate 
and to which the ANDA ap-
plicant must refer in its ANDA; 
must be a listed drug approved 
under Section 505(c) based on 
a demonstration of safety and 
effectiveness

•	 Reference Standard: Specific 
drug product that the ANDA ap-
plicant must use in conducting 
any in vivo bioequivalence test-
ing to support ANDA approval; 
it is selected by FDA and may or 
may not be the same as the RLD

•	 Basis of Submission: Statement 
in an ANDA and Form FDA 356h 
that includes the RLD and RLD 
application number

Drugs approved under 
an ANDA may serve as a 
reference standard but not 
as a reference listed drug.
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“However, to ensure that a drug product 
approved in a 505(b)(2) application is not 
shielded from generic competition (e.g., 
where the drug product approved in a 
505(b)(2) application has a different indica-
tion than the drug product approved in a 
505(b)(1) application), FDA may designate 
the drug product approved in a 505(b)(2) 
application as an additional RLD if request-
ed to do so,” the guidance states.

A listed drug approved under Section 
505(c) that appears in the Orange Book’s 
Discontinued section may be eligible to be 
an RLD unless FDA determines it was with-
drawn for safety or effectiveness reasons.

The guidance includes a policy change 
aimed at speeding approval of generics for 
certain withdrawn drugs.

“Historically FDA generally did not ap-
prove ANDAs for which the agency had 
made a determination that the RLD was 
not withdrawn from sale for reasons of 
safety or effectiveness until after that de-
termination was published in the Federal 
Register,” the guidance states.

“In order to expedite the availability of 
generic drugs, FDA now will approve a 
generic drug for which it has made a final 
determination that the RLD was not with-
drawn from sale for safety or effectiveness 
reasons even if that determination has not 
yet published in the Federal Register, and 
will proceed with Federal Register publica-
tion as expeditiously as is practicable.”

RefeRence StandaRd 
Selection
While an ANDA applicant designates the 
RLD, FDA selects the reference standard, 
which is the drug product that a generic 
drug applicant must use for in vivo bio-
equivalence testing.

“To facilitate generic drug development, 
FDA generally selects a single reference 
standard that ANDA applicants must use 
in any in vivo testing conducted to support 
a demonstration of bioequivalence,” the 
guidance states. “FDA selects a single refer-
ence standard to ensure the greatest level 
of consistency between a generic drug 
and its RLD and among generic drugs.”

While the reference standard is usually 
the RLD, there may be situation in which 
they are different, such as when the RLD is 
no longer marketed.

In such cases, “FDA generally will se-
lect a previously approved ANDA that 
referred to the RLD as the reference stan-
dard. If there are multiple approved ge-
neric products that referred to the RLD 
and have the same active ingredient, 
dosage form, route of administration, and 
strength, FDA usually will select the ge-
neric market leader, based on units sold, 
as the reference standard.”

Even if FDA selects a reference standard 
different from the RLD, an ANDA appli-
cant still must demonstrate that its pro-
posed generic meets the statutory and 
regulatory requirements for sameness 
relative to the RLD.

FDA is expanding the factors it will con-
sider in deciding whether to select a new 
reference standard.

Historically, the agency has considered 
whether the drug that is the reference 
standard is no longer marketed, whether 
the RLD has been withdrawn for reasons 
of safety and effectiveness, and whether 
selecting a new reference standard would 
help prevent a drug shortage.

“Now FDA also will consider selecting a 
new reference standard when the agency 
determines that the quantity of the cur-
rent reference standard in distribution 
is so limited that a potential ANDA ap-
plicant is not able to obtain a sufficient 
quantity for in vivo bioequivalence test-
ing,” the agency said.

The guidance also seeks to change the 
commonly used nomenclature around ref-
erence standards.

“It is common practice for some stake-
holders to refer to some generic drugs that 
are reference standards as second RLDs,” 
FDA said. “That description is not accurate, 
and has generated confusion regarding 
generic drug development and the role of 
the reference standard for both industry 
and the agency.”

The agency often receives citizen peti-
tions requesting designation of a second 
RLD, when in fact the petitioner is actually 
requesting that FDA select a new reference 
standard. “In addition, ANDA applicants 
mistakenly have compared their proposed 
generic drugs to a reference standard to 
meet requirements for approval other than 
in vivo bioequivalence,” the agency said.

oRange book changeS 
ahead
The delineation between an RLD and ref-
erence standard will now be made clear in 
the Orange Book.

Starting on Jan. 25, Orange Book search 
results and drug listings will clarify which 
drugs are RLDs and which are reference 
standards. Listings also will indicate which 
products in the Discontinued section may 
be referred to as an RLD.

In the electronic version, there will be 
separate columns for RLDs and reference 
standards. In the printed version, RLDs will 
be identified by a plus sign, while reference 
standards will be identified by an exclama-
tion point.  

Published online February 1, 2017
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FDA will now approve a 
generic drug after a final 
determination that the 
RLD was not withdrawn 

for safety or effectiveness 
reasons even if that 
decision has not yet  

been published in the 
Federal Register.

FDA will consider 
selecting a new 

reference standard when 
there is a very limited 

quantity of the current 
reference standard.
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EU Generic Industry Group Looks At Radical Options  
To Simplify Pharmacovigilance Tasks
viBha shaRma  vibha.sharma@informa.com 

The generics and biosimilars industry body, Medicines for 
Europe, has some “radical proposals” on its wish list for sim-
plifying certain current requirements of the EU pharmaco-

vigilance legislation that it believes are onerous and burdensome. 
Among other things, it suggests introducing the concept of “certi-
fied vendors” to reduce the number of audits undertaken by com-
panies, and developing a new EU-wide portal to ensure greater 
consistency of educational materials disseminated to healthcare 
professionals and patients.

The pharmacovigilance legislation requires all companies to 
have in place a risk-based self-inspection/audit program covering 
in-house activities, as well as those of vendors, commercial part-
ners and any other stakeholders that are part of the company’s 
pharmacovigilance system. All these entities may also be inspected 
by regulatory authorities as they form part of the marketing autho-
rization holder’s pharmacovigilance quality management system.

In case a vendor worked with 10 companies, say, then it is likely 
that the vendor would face “a lot of audits and inspections and it 
could be annoying not only for the vendor but also for us [com-
panies],” said Wendy Huisman, who chairs Medicines for Europe’s 
pharmacovigilance working group. 

At the first-of-its-kind meeting that the industry had with the 
European Medicines Agency’s Pharmacovigilance Inspectors 
Working Group (PhV IWG) in September last year, Huisman said 
the concept of “certified vendors” was discussed. It was suggested 
at that meeting that a vendor inspected by a regulatory authority 
could be issued with some sort of certification so that companies 
would not to have to undertake repeat audits of those vendors 
for the next four years. 

“Would the inspectors approve of that? Would the inspectors be 
satisfied that having a certified vendor means that we would not 
need to do an audit? All those kinds of discussions [took place at 
the September meeting with PhV IWG],” Huisman told delegates 
at the Medicines for Europe’s 10th Pharmacovigilance Conference 
that took place in London on Jan. 25, where she identified the ge-
nerics group’s priorities for 2017.

Huisman, who is Teva’s EU qualified person for pharmacovigi-
lance (QPPV), pointed out that companies are constantly auditing 
their vendors and commercial partners. While there are sometimes 
good reasons to do audits, this can be “a nightmare” as some com-
panies can have an audit every other week, she added. 

Last year, the generics association established a “compliance 
work stream” to look at how the pharmacovigilance audit pro-
cesses could be simplified without compromising patient safety. “I 
am really hoping that they would come up with new approaches,” 
Huisman said.

Harmonized assessment of risk 
management Plans 
Another key area where the generics group will press for simplifica-
tion in 2017 is the assessment of risk management plans (RMPs). 
Specifically, it would advocate for harmonized assessment of RMPs 
by member states.

As per the pharmacovigilance legislation, generic companies are 
required to prepare and submit RMPs with their initial marketing 
authorization applications, based on the safety concerns of the 
reference medicinal product (i.e., the innovator’s RMP). However, 
generic companies face a number of challenges on this front:

 • There are inter- and intra-authority differences in the assess-
ment of RMPs for the same active substance. “It is strange that 
a [medicinal] product… from one company has one set of risks, 
while the same product from another company has another set 
of risks… I think we can do better than this,” said Huisman.

 • The maintenance/preparation of multiple RMPs is resource in-
tensive for both the marketing authorization holder and the 
national competent authority.

 • An initiative launched by the EU Coordination Group for Mutu-
al Recognition and Decentralised Procedures – Human (CMDh) 
to publish a centralized list of safety concerns of medicines has 
been somewhat helpful, but the list is not yet complete. 

 • There is no mechanism in place to align generic RMPs, or raise 
awareness for affected generic companies, when changes are 
made to the reference medicinal product. 

While the EMA has significantly revised its RMP guidance and 
related template, and these changes have been welcomed by ge-
neric companies, Huisman believes that EU-wide assessment of 
RMPs should be the next step towards harmonization as it would 
bring greater clarity for healthcare professionals and patients. She 
believes that it is the only way forward to improve patient safety. 

Citing the example of periodic safety update reports (PSURs), 
which were earlier separately evaluated by each member state 
but are now subject to a single EU-wide assessment, Huisman said 
that “harmonized assessment of RMPs is our next radical wish.” To 
support this, the generics group has developed a position paper 
on work sharing for RMPs and alignment with PSURs and plans to 
pursue these proposals further this year.

ema WebSite foR educational mateRialS?
Also with respect to RMPs, Medicines for Europe believes there is 
much room for improvement on how companies prepare and dis-
seminate educational materials for healthcare professionals and 
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patients as required in their risk management plans. 
At present, these materials are prepared by individual marketing 

authorization holders in different languages and approved by the 
concerned national competent authority (NCA). Huisman pointed 
out that things can be confusing, especially for patients, if they get 
inconsistent information – for example, with the same content, but 
expressed in a different layout. 

During a breakout session on this topic at the conference, which 
was attended by delegates from industry as well as national au-
thorities, it was suggested that an EU website should be created, 
where there should be only one version of educational materials 
for each active substance in every language. As soon as the need 
for educational material was identified for an active substance and 
there was clarity on the messages that needed to be conveyed, all 
affected marketing authorization holders in each member states 
should be asked to cooperate and prepare a single document that 
could then be approved by the NCA and hosted on the EU website. 
This would ensure that educational materials convey clear, effec-
tive and relevant information to users.

Also, it was suggested that the website should be hosted by the 
EMA as information on the risks and safety of medicines coming 
from regulatory agencies is generally considered “more trustwor-
thy” by healthcare professionals and patients, Huisman said.

To direct healthcare professionals and patients to the site, it was 
suggested that a standard sentence could be included in the medi-
cines leaflet. It was also proposed that there should be a “request 

button” on the website to allow users to request educational mate-
rials about a drug to be sent to an email address.

In addition, it was suggested that the requirement for compa-
nies to disseminate educational materials should be abolished 
when it was no longer necessary. “It should not be something that 
is ongoing for years and years without any thought about whether 
it is still useful or not,” Huisman said.

Some of the other topics on which the generics group is looking 
for simplification include:

 • signal detection – The industry is concerned about potential 
duplication of efforts and complying with strict deadlines to 
report emerging safety issues when companies are allowed for 
the first time to access information in EudraVigilance (the EU 
pharmacovigilance database) in November this year. 

 • Medical Literature monitoring – While the service, which re-
quires the EMA to monitor thousands of medical journals to check 
for suspected adverse drug reactions to 400 active substance 
groups, “didn’t work in the best way”, Huisman said the group is 
now awaiting the agency’s roadmap to improve the system. 

 • assessment of PsURs – While a lot has been achieved on this 
front, Huisman said there is still scope for improvement.  

From the editors of Scrip Regulatory Affairs. Published online  
February 1, 2017
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FDA’s New Commodity-Based Inspection 
Approach To Take Effect In May 
joanne eglovitCh  joanne.eglovitch@informa.com 

An FDA official has announced that 
its long-awaited “program align-
ment” of inspections to a commodi-

ty based program will go into effect May 15.
Ginette Michaud of FDA’s Office of Regu-

latory Affairs made this announcement 
Jan. 24 at the Well-Characterized Biologic 
Products (WCBP) 2017 conference spon-
sored by the California Separation Science 
Society (CASSS) in Washington.

The plan includes retaining the current 
location of the agency’s 20 district offices. 
Michaud said that “our districts will continue 
to exist and will retain the same name and 
retain the same geographical coverage.”

The main difference is that each district 
office will focus on a particular product area. 

These six core commodity areas are medical 
devices, tobacco, human drugs and veteri-
nary drugs, biologics, food and bioresearch 
monitoring. Each of these offices will have 
a person in charge within the ORA respon-
sible for each commodity program.

Boston, Florida and Los Angeles offices 
are expected to host new FDA divisions 
dedicated to coordinating inspections of 
device manufacturers.

FDA told the Pink Sheet in an e-mail that 
“while ORA’s operational staff will special-
ize in a single program area, moving from 
geographic management to program 
management for operations, many other 
critical functions will still be based on ge-
ography. Staff in the districts (including the 

district directors) will be specialized into 
different programs. While the district di-
rectors will specialize in one program area 
for operations (investigations and com-
pliance) they will still be responsible for 
day-to-day oversight of the entire district, 
which will be comprised of operational 
staff from many or all of the programs.”

FDA further said that “the district directors 
retain their current district responsibilities 
and also specialize in one program as pro-
gram division directors. The district directors 
will also remain the most senior FDA official 
locally. What will change is that the district 
directors will be aligned operationally in one 
program area, reporting into a program di-
rector rather than a regional director.”

m A N U FA c T U r I N G  Q U A L I T y
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FDA’s NDA And BLA Approvals: Tepadina, ArmonAir, Corphedra, 
Vyvanse, Xyzal Allergy
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

Adienne Tepadina (thiotepa)

15 mg/vial and 100 mg/vial for reducing the risk of graft rejection 
when used as part of a preparative regimen for allogeneic hemato-
poietic progenitor (stem) cell transplantation for pediatric patients 
with class 3 beta-thalassemia

S, 5 1/26/2017

Teva ArmonAir RespiClick  
(fluticasone propionate)

Use of Teva’s RespiClick dry powder inhaler to deliver the corticosteroid 
for maintenance treatment of asthma in patients age 12 and older S, 4 1/27/2017

Teva 
AirDuo RespiClick 
(fluticasone propionate/  
salmeterol)

Use of the RespiClick inhaler to deliver the corticosteroid/long-
acting beta agonist (LABA) combination to treat asthma in patients 
age 12 and older

S, 4 1/27/2017

Par Corphedra  
(ephedrine sulfate)

Injection for treatment of clinically important hypotension occur-
ring in the setting of anesthesia S, 5 1/27/2017

Shire Vyvanse (lisdexamfet-
amine dimesylate)

Chewable tablet formulation of the CNS stimulant to treat attention 
deficit/hyperactivity disorder and binge eating disorder S, 3 1/28/2017

Sanofi Xyzal Allergy 24HR 
(levocetirizine diHCl)

Rx-to-OTC switch of the 5 mg tablet to temporarily relieve symptoms 
of hay fever and other upper respiratory allergies such as runny nose; 
sneezing; itchy,watery eyes or itching of the nose or throat

S, 8 1/31/2017

Sanofi Xyzal Allergy 24HR 
(levocetirizine diHCl)

Rx-to-OTC switch of the oral solution to temporarily relieve symptoms 
of hay fever and other upper respiratory allergies such as runny nose; 
sneezing; itchy,watery eyes or itching of the nose or throat

S, 8 1/31/2017

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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Michaud said that “we are optimistic that 
we will be able to stand up the reorganiza-
tion this fiscal year.”

The move stems from recommendations 
by FDA’s Program Alignment Group, which 
was tasked by former FDA Commissioner 
Margaret Hamburg to foster better align-
ment between FDA’s district offices and 
medical product centers. In February 2014 
the group recommended that ORA be bet-
ter integrated with the various centers it 
serves and realign based on the various ar-
eas regulated by FDA.

Michaud said that this reorganization has 
been a major undertaking, given the size of 
ORA. “We have close to 5,000 employees that 
are dispersed throughout the country. We 
have 20 district offices which cover over 170 
resident posts throughout the nation so we 
have a pretty big footprint.”

She said that the increasing complexity 
of inspections coupled with publication of 
new regulations and new legislation neces-
sitated this new, more tailored approach 
to inspections. “We recognize the need to 
have individuals involved in the inspections 

that are specialized in the product area. We 
think this is essential in order for our staff 
to remain abreast of technological innova-
tions and we also believe that specialization 
will give our staff the necessary knowledge 
and experience to better integrate their ac-
tivities with those of their counterparts in 
the centers.”

Michaud said that more details will be an-
nounced soon.  

From the editors of Gold Sheet. Published 
online February 1, 2017
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Pilot Aims To Help Manufacturers Measure Quality Culture
joanne eglovitCh  joanne.eglovitch@informa.com 

T he Parenteral Drug Association is 
testing a pilot program that allows 
pharmaceutical manufacturers to as-

sess the quality culture of their companies by 
linking behaviors that cannot be measured 
to quality attributes that can be assessed.

John Paul Zonnenberg, a partner with 
PricewaterhouseCoopers, discussed the pi-
lot at a recent PDA outsourcing meeting in 
Washington, DC. Zonnenberg is a member 
of PDA’s Quality Culture Team, which devel-
oped the program. The team has 14 mem-
bers drawn from industry, regulators and 
PDA staff.

The goal of the pilot, which started in May 
2016, is to obtain experience with the assess-
ment tools and collect feedback to improve 
them and ensure readiness for launch. There 
are 26 companies participating in the pilot, 
and each firm is conducting the quality cul-
ture assessment on at least two sites.

FDA’s revised guidance on quality met-
rics released in November puts a hold on 
plans to require manufacturers to collect 
quality culture data. The revisions made 
metrics reporting voluntary and set aside 
quality culture metrics.

Yet Zonnenberg said that pharmaceuti-
cal manufacturers should still assess the 
quality culture in their organizations, and 
not doing so puts them at a compliance 
risk. “I deal with a lot with companies that 
have had warning letters or untitled letters 
and companies that have consent decrees 

and when you dig deep enough, the root 
cause is always the culture of the organi-
zation. It is never because they didn’t have 
the technical knowledge. The root cause 
of severe quality issues or compliance is-
sues is because the quality culture of the 
organization was not sufficient to meet the 
needs of patients.”

He said that it also makes sense to mea-
sure quality culture from a business stand-
point. He cited a Harvard Business School 
survey in 2014 that concluded that com-
panies with highly developed quality cul-
tures spend an average of $67m less annu-
ally fixing mistakes than companies with 
poorly developed quality cultures.

cultuRe iS tough to meaSuRe
Yet he admitted that quality culture is 
tough to measure. “The challenge is always 
how do we measure quality culture? We 
can feel it. We can see it. But how can we 
measure it?” 

One issue that the team grappled with 
is coming up with the use of surrogates 

for measuring quality culture behaviors 
and to see if a link existed between qual-
ity culture behavior and mature quality 
attributes that are objective and verifiable. 
He said that PDA examined this issue in a 
quality culture survey in 2014. The survey 
concluded that there was a relationship 
between behavior and mature quality at-
tributes. The team set about identifying 
behaviors and relating them to outcomes 
or measurable attributes.

He said that “behaviors are what we do 
on a day-to-day basis. What we say and 
what we don’t say. How we prioritize. 
These are endeavors but they are difficult 
to measure because there is no tangible 
evidence of this.” Yet he said that “mature 
quality attributes can be measured. QbD, 
risk management, rewards and recogni-
tion, how you qualify people, these are the 
quality measurements we can measure. If 
you can measure those in an organization, 
these are very strong predictors of what 
the quality behaviors will be and the over-
all quality culture.”

fiVe behaVioRS
The team identified five behaviors in an 
organization that can be linked to mature 
quality attributes. The five behaviors are: 
leadership commitment, communication 
and collaboration, employee ownership, 
continuous improvement and technical 
excellence.

In terms of the first metric, he said that 
“we all know that leadership sets the tone. 
Do they prioritize financials or getting 
product out the door? Will they cut corners 
if there is a quality issue?”

Within the five behaviors are 12 at-

m A N U FA c T U r I N G  Q U A L I T y
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The team identified five behaviors in an organization 
that can be linked to mature quality attributes: 
leadership commitment; communication and 
collaboration; employee ownership; continuous 
improvement and technical excellence. 
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Flat Fees Across Europe On Agenda  
Of New Regulatory Group
neena BRizmohun  neena.brizmohun@informa.com 

European drug regulators and indus-
try stakeholders are forming a group 
with a difference for optimizing 

regulatory processes in that they will har-
ness experts from both the business and 
IT spheres to develop a series of business 
cases for consideration by Europe’s Heads 
of Medicines Agencies.

The Regulatory Optimisation Group, or 
ROG, is almost in operation, Stan van Bel-
kum, deputy director of the Dutch Medi-
cines Evaluation Board, said at a confer-
ence in London on 26 January.

The first business case that it plans “to 
put on the table” for the HMA this year 
will be a proposition for more EU mem-
ber states to follow Austria and the Neth-
erland’s lead and introduce annual flat 
fees for companies using Europe’s varia-
tions procedure to make changes to the 
terms of their marketing authorization. 
Adopting a system of flat fees is expect-
ed to benefit regulators and industry in 
a number of ways, for example, by reduc-
ing the complexity involved with calcu-
lating what each country charges for the 
different types of variations. 

Another priority area for the ROG in 

2017 will focus on how to handle Type IA 
variations more efficiently. 

“Don’t expect the ROG to do every-
thing,” van Belkum said of the forthcom-
ing business cases. The group will be “very 
focussed” on a single topic each time and 
will “try to deliver on that single topic,” he 
told delegates at the 16th Regulatory and 
Scientific Affairs Conference, hosted by 

tributes and 26 sub-attributes that allow 
behaviors to be measured. For example, 
under the behavior of leadership commit-
ment, there are two attributes: leadership 
commitment to quality and enabling capa-
ble resources. Under this attribute of lead-
ership commitment is one sub-attribute: 
accountability and quality planning.

Under the behavior of employee owner-
ship, the two attributes are understanding 
quality goals and safety culture. The sub-
category of understanding quality goals is 
impact on product quality.

Employees are given a survey in which 
they are asked to rank whether they under-
stand quality goals on a one-to-five scale. A 
score of one means that associates cannot 
clearly explain their role and how this im-
pacts quality, while a score of three means 
that associates can clearly explain what they 
have to get done and what the critical pro-
cess parameters are. A score of five means 
that associates at all levels can explain pro-
cess capabilities and their impact on specific 
product critical quality attributes.

Under the behavioral metric of con-
tinuous improvement, one of the subcat-
egories is CAPA (corrective and preventive 
action) robustness and root cause and hu-
man error, which can be measured. Zon-
nenberg said that “this is the level where 
we can measure quality culture. We all have 
CAPA metrics. … On the other hand if you 
go to an organization and you do an as-
sessment on your quality culture, do peo-
ple make investment in the CAPA, and not 
just on paper, are people measuring such 
things as human error? Those are the type 
of things we think about when we’re mea-
suring quality culture.”

Zonnenberg said that PDA is collecting 
all the data. Survey responses are due in 
June and PDA expects to report on the re-
sults in September.

PDA is also holding a meeting on qual-
ity metrics and quality culture Feb. 21-23 
in Bethesda, Md. Several regulators have 
been invited to discuss quality metrics and 
the quality culture topic, and there will be 
updates on the PDA quality culture assess-
ment pilot.  

From the editors of Gold Sheet. Published 
online January 27, 2017
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The Regulatory 
Optimisation Group, 

or ROG, is almost 
in operation, Dutch 
regulatory official 
Stan van Belkum 

reported.
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European generic and biosimilar industry 
association Medicines for Europe.

For example, the ROG this year will focus 
on a subset of Type 1a variations that par-
ticipants at a European Medicines Agency 
workshop last year felt could be handled in 
a more efficient way.

Each business case will include poten-
tial solution options, the estimated costs 
and resources that would be involved, an 
impact assessment and the key benefits 
of the proposal and a realization plan. The 
expectation is for the ROG to deliver a busi-
ness case at each HMA meeting, starting 
with the HMA’s second meeting this year 
(the HMA meets twice during each presi-
dency which lasts six months).

By bringing together experts in the 
fields of business and IT, the ROG is expect-
ed to determine how to leverage Europe’s 
technology platforms and databases and 
make regulatory procedures more effi-
cient, helping regulators and industry re-
duce their workload and waste less time 
on administrative task.

The decision to form the group was 
made at an HMA meeting last June in-
volving the national competent author-
ity (NCA) heads in Europe and their IT 
directors, where “everybody thought it’d 
be a good idea to bring business and IT 
more together,” according to van Bel-
kum. Among the topics discussed were 
developments to exchange information, 
stimulate interaction between business 
and IT and confirm actions at NCA-level, 
particularly around the forthcoming 
ISO identification of medicinal product 
(IDMP) standards for identifying and ex-
changing information on drugs and the 
related substance, product, organization 
and referential (SPOR) data.

“We need to critically review the data 
within submissions, identifying and 
eliminating duplicate, redundant data 
and structures,” Kevin Horan, Director 
of ICT and Business Services at Ireland’s 
Health Products Regulatory Agency, 
told delegates at the conference. The 
way in which data can be captured in a 
structured way should also be explored, 
Horan said, adding that the information 
and communication technology (ICT) 
systems “should be designed and built 

for the long-term network vison.”
Potential simplifications for the varia-

tions procedure were highlighted during 
a presentation at the conference by Caro-
line Kleinjan, Chair of the Regulatory and 
Scientific Affairs Committee at Medicines 
for Europe. 

For example, Europe for Medicines 
would like the regulators to explore intro-
ducing “bulk variation concepts” said Klein-
jan, who is also Head of the Regulatory 
Competence Centre EU at Sandoz.

Also, in view of the forthcoming ISO 
identification of medicinal product (IDMP) 
standards for identifying and exchanging 
information on drugs, she said it would 
be worth analyzing the suitability of types 
of variations that might be reported via “a 
database”, The ability to report “admin type 
variations” via a database should also be 
looked into, she added. 

The ROG is still finalizing its mandate 
and deciding who exactly will be in the 
group. It will comprise the NCAs, the EMA, 
the HMA’s Co-ordination group for Mutual 
recognition and Decentralised procedures 
– human (CMDh), IT and industry stake-
holders with regulatory, scientific, opera-
tional and IT expertise. The group will be 
led by the MEB and the UK Medicines and 

Healthcare products Regulatory Agency. 
It will also include business analysts and 

information analysts. “We have people 
from IT…[and] from the regulatory side 
[but]… we need people with a clear eye 
on how we are doing our business,” van 
Belkum noted.

As for how the group will operate, the 
regulators “will cooperate and work to-
gether with industry” on the business cas-
es, van Belkum said, but it will be up to the 
regulators to decide which business cases 
will be sent to the HMA, which in turn will 
take the final decision on each case. 

flat fee adVantageS
As for variation fees, Christa Wirthumer-
Hoche of the Austrian Federal Office for 
Safety in Health Care, BASG, said that the 
annual flat fee system in her country was 
working very well. 

Having an annual flat fee reduces the ad-
ministrative burden for regulators when it 
comes to the complicated business of cal-
culating what they need to charge for each 
type of variation (Type IA/IB/II), Wirthumer-
Hoche told delegates at the conference. 
Staff involved with invoicing, calculating 
the right amount and correcting mistakes 
in calculation can be freed up to focus on 
other activities. It should be easier for com-
panies too to understand what they have 
to pay in each country. 

A flat fee system also helps agencies 
achieve a more sustainable financial model 
and makes budget planning more predict-
able. It can help marketing authorization 
holders better predict the “lifecycle costs” 
of their products. In addition, it can benefit 
patients since companies can introduce 
a variation more quickly because they do 
not have to think about how much it will 
cost, she noted.

Wirthumer-Hoche recognized that 
national legislation in certain member’s 
states might prevent the adoption of flat 
fees. But she said that this was also the case 
in Austria and that the regulator had found 
a way around this by agreeing that the flat 
fees would not only cover variations but a 
package of activities.  

From the editors of Scrip Regulatory Affairs. 
Published online February 1, 2017

The ROG is still 
finalizing its 
mandate and 

deciding who exactly 
will be in the group. 

It will be led by 
the MEB and the 

UK Medicines and 
Healthcare products 
Regulatory Agency.
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African Regulatory Harmonization Project Cuts Drug 
Approval Times And Saves Scarce Resources
ian sChoField  ian.schofield@informa.com 

T he African Medicines Regulatory Harmonization (AMRH) ini-
tiative, a project aimed at strengthening and harmonizing 
drug regulatory systems in Africa, is being expanded after 

a trial of joint regional assessments and other collaborative review 
practices showed it was possible to secure timely drug approvals 
and avoid duplication of effort. 

Under a joint assessment pilot carried out with a number of 
drugs in five East African countries in 2015-16 as part of the AMRH, 
the median timeline from dossier submission to national market-
ing authorization fell to seven months, compared with the one to 
two years that would typically have been the case with separate 
national applications – a reduction of 40-60%. 

The AMRH, whose stakeholders hope it will improve patient access 
to safe, effective and quality medicines in a continent where they are 
often in short supply, is now being extended to other African regions. 
It will also be expanded to cover clinical trial approvals and pharmaco-
vigilance activities as well as marketing authorization (MA).

Coordinated by the African Union’s technical body, the New Part-
nership for Africa’s Development (NEPAD), the focus of the AMRH is 
on the countries of sub-Saharan Africa. Partners in the venture include 
the World Health Organization, the African Union Commission (AUC), 
the Bill and Melinda Gates Foundation (BMGF), the World Bank, the 
UK Department for International Development (DFID), the US govern-
ment, and the Global Alliance for Vaccines and Immunization (GAVI). 

Industry is represented by the International Federation of Phar-
maceutical Manufacturers & Associations (IFPMA), which has set 
up an African Regulatory Network (ARN) to work with regulatory 
bodies and other stakeholders.

The conception of the AMRH in 2009 as driven by the need to 
remove the barriers that hinder patient access to healthcare prod-
ucts, a problem that afflicts many low- and middle-income coun-
tries (LMICs) but is particularly pressing in sub-Saharan Africa. 
Research has shown that the introduction of new vaccines and 
medicines in poor countries can take four to seven years longer on 
average in poorer countries than in richer ones. 

The reasons for these delays include: 

 • Different regulatory standards and requirements among  
countries.

 • Limited resources and technical capabilities.

 • Lengthy approval times.

 • Failure to leverage review work already done by the WHO and 
better resourced national regulatory authorities (NRAs).

 • A lack of clarity over the roles of the various national regula-
tory authorities and ethics committees in the area of clinical 
trial authorization. 

Trevor Mundel, president of global health at the BMGF, says that in 
poorer countries different regulatory authorities sometimes conduct 
the same evaluations and visits to manufacturing sites, “so a process 
that should only take a few months can stretch into years.” For exam-
ple, he said, “a drug used to treat HIV received regulatory approval 
in the US after just six months; seven years later, some countries in 
sub-Saharan Africa were still waiting for local registration.”

The initial focus of the AMRH was on strengthening and aligning 
regulatory requirements for marketing authorizations, but now, on 
the basis of results to date with approvals, it is being extended to 
cover clinical trial approvals and pharmacovigilance activities. 

the concept 
As Vincent Ahonkhai, senior regulatory officer for global health 
delivery at the BMGF, explains, the seeds of the initiative were 
sown some eight years ago. “We convened a meeting of all regula-
tors in Africa, from the regional economic communities [RECs], in 
2009, and the consensus was that yes this was a problem, and it 
was agreed that it was well worth tackling through a partnership,” 
Ahonkhai told the Pink Sheet. “High-level standards were to be ap-
plied so that we can have good quality products, and this meant 
we also had to find the resources and use them in a smarter way.”

This was to be done by encouraging NRAs in Africa to rely more on 
work performed by other major regulators (including the European 
Medicines Agency and the US Food and Drug Administration) and 
the WHO in order to reduce duplication and allow local regulators 
to focus on value-added activities, and harmonizing regulatory stan-
dards and requirements among NRAs within the same REC. 

Specific actions included the development of harmonized tech-
nical guidelines and procedures for marketing authorizations, 
clinical trials and pharmacovigilance, and their implementation 
through joint reviews and other resource-sharing activities coor-
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dinated at regional level. 
Harmonization on such a vast scale might seem like an impos-

sible task in a continent where regulatory systems are often frag-
mented and rudimentary. It was therefore decided to focus initially 
on generic MAs and later on to include other kinds of medical 
products (included branded medicines) and to extend the initia-
tive to cover clinical trials and pharmacovigilance. There was also 
the question of how to fund such a venture in a continent with 
many very resource-poor countries. 

“What I am talking about is hugely complex and very detailed 
and laborious set of activities that had to be put in place,” Ahonkhai 
says. “We structured a financing system not only to enable our 
funds but also to encourage other funders to put their contribu-
tions into a trust fund. We then approached the World Bank and 
they agreed to manage the trust fund under certain conditions, 
and this has been helpful as it is a reputable global body that do-
nors are not scared to put their funds into.”

The trust fund is meant to allow the pooling of donor funds, ensure 
fiscal accountability, and drive projects through the World Bank’s in-
country management expertise, with RECs receiving the necessary 
resources “in a flexible and coordinated manner,” the AMRH says. 

The AMRH is actually the first project to be funded from the Glob-
al Medicines Regulatory Harmonization (GMRH) Multi-Donor Trust 
Fund, which was established in 2011 with an initial contribution of 
$12.5m from the BMGF. Funding for the AMRH is also being provided 
by DFID, the US PEPFAR (President’s Emergency Plan for AIDS Relief), 
GAVI and the Swiss Agency for Development and Cooperation.

The goal, says Ahonkhai, is “not to equalize capacity in all the 
countries – that is not possible – but to leverage a sense of collabo-
ration and working together to enable all member states to ben-
efit from the pool of resources that is now available. The resources 
were designed with actual needs in mind, rather than the theoreti-
cal need for a strong regulatory body.”

He says it is also vital that the direction of the initiative should be 
dictated by the needs and priorities of the countries themselves, 
rather than trying to impose one regulatory model on them all.

model laW
In order to help countries in their harmonization efforts, a new “Mod-
el Law on Medical Product Regulation” was adopted by govern-
ments of the African Union (AU) in January 2016. The law is intended 
to be a template for the RECs wanting to strengthen their regulatory 
practices and align themselves with other countries in the region.

Paul Dearden, head of emerging markets at AbbVie in the UK, ex-
plained the need for such a move. “We have seen a lot of regulators 

who are very keen to collaborate but can only go so far because na-
tional legislation prevents them from doing so,” he said. “The Model 
Law allows them to collaborate in a formal way.”

According to Mercè Catura, global access regulatory lead for Africa 
and the WHO at the Johnson & Johnson subsidiary Janssen Pharma-
ceutica, the Model Law was put in place to address legislative gaps in 
African Union states that were hampering effective medicines regu-
lation. “It would be a guide to follow when developing their own lo-
cal laws,” she told the Pink Sheet. “Some countries have already ad-
opted the model law.”

For example, Lesotho, Seychelles, Swaziland and Zimbabwe 
have used the Model Law to review and develop their own laws, 
although there are concerns that the regions are not taking a com-
prehensive and systematic approach to meeting the needs of their 
member states.

Caturla agrees that this is work in progress. “From an industry per-
spective it is good to have the Model Law, but we would like to see 
harmonized regional and local laws. The regions should be talking to 
each other so that, for example, the EAC (East African Community) 
can also learn from ECOWAS [Economic Community of West African 
States] and vice-versa. It is not happening that much yet.”

Ahonkhai adds that in order to foster sustainability and consis-
tency of regulatory practices, the procedures need to be approved 
at the legislative level and published, and all RECs should adopt the 
same policies. 

eaSt afRican Joint ReVieW pilot
In order to keep things on a manageable scale, the stakeholders 
agreed at the outset that it made sense to start small and gradually ex-
pand the initiative. This was mainly because financial resources might 
be inadequate to support full-scale execution of all regulatory func-
tions at the beginning, and even when they were sufficient, staffing 
and other resources might be in short supply. Taking on a single work 
stream would allow for trust building across NRAs and for early learn-
ing, and “quick wins” would help to build up enthusiasm and commit-
tee to this “transformative effort,” according to the AMRH. 

The focus was therefore narrowed to marketing authorizations in 
the East African Community, which comprises Burundi, Kenya, Rwan-
da, Tanzania, Uganda (and – since April 2016 – South Sudan). 

With help from the WHO, the EAC launched a pilot project in 2012 
to test out joint assessments by the countries’ regulators, focusing on 
high-priority medicines including those from essential medicines lists 
of member countries. It involved a common technical document, a 
platform for sharing information, a team of assessors conducting joint 
assessments, and a framework for mutual recognition of regulatory 
decisions. The manufacturer had to agree to the sharing of informa-
tion on dossier assessment results among the member countries. 

Following successful trials with a number of generics, in 2013-
14 EAC ministers endorsed the joint review procedure as well as 
a set of harmonized requirements and guidelines for drug reg-
istration that had been drawn up and reviewed by stakeholders 
including the IFPMA. 

It was also agreed to extend the procedure to branded origina-
tor products, beginning with a review in October 2015 of Roche’s 

The AMRH is the first project funded 
from the Global Medicines Regulatory 
Harmonization Multi-Donor Trust 
Fund, established in 2011.
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Avastin (bevacizumab) and Herceptin (trastuzumab). As of Decem-
ber 2016, more than 27 MA applications had been received through 
the EAC regional system, and four products with regionally-agreed 
positive MA opinions had been approved at national level. 

Historically, the time taken to submit separate applications to 
each NRA and gain separate approvals had historically taken one to 
two years. Under the joint review procedure, the median time from 
filing to country-level MA was seven months for these four products, 
representing a reduction in timelines of 40-60%. Several joint good 
manufacturing practice inspections were also carried out. 

expanSion time
The AMRH is now in a geographical expansion phase. The initiative 
has been launched in ECOWAS, which has 15 member countries 
and could present more challenges given that a number of differ-
ent languages are spoken, including English, French and Portu-
guese. Nonetheless, the AMRH stakeholders say harmonization of 
technical standards and requirements “is already nearing comple-
tion” in ECOWAS and that “joint product marketing application re-
view and authorization will follow.” 

Harmonization efforts have also begun in the Southern African 
Development Community (SADC), starting with the ZaZiBoNa group 

(Zambia, Zimbabwe, Botswana and Namibia). “Modest” activities are 
under way in the Economic and Monetary Community of Central Af-
rica (CEMAC) covering six countries, and in the Intergovernmental 
Authority for Development (IGAD) in the Horn of Africa (eight). 

AbbVie’s Dearden says that the initiative is bearing fruit, not only 
for the regulators and patients but for industry too. “Now the agen-
cies are beginning to ask challenging questions, probably because 
they are being assisted by WHO and supporting each other. They 
are asking robust questions which suggests that they are learning 
from the process.”

Moreover, he notes, approvals should be faster so that drugs be-
come available more quickly to patients. “There are delays of up 
to four or five years in some countries compared with rest of the 
world, but this is just a process issue that could be avoided to a 
great extent. Also, there is more awareness of the agencies’ review 
activities and what information is needed for their decision, and 
more transparency in the process.” And for companies “there is also 
more reliability and predictability. It’s good to know what time-
frames are going to look like.”  

From the editors of Scrip Regulatory Affairs. Published online January 
30, 2017

Xyzal Switch Extends Sanofi Into OTC 
24-Hour Children’s Antihistamine
malColm spiCeR  malcolm.spicer@informa.com 

Sanofi receives approval from FDA to 
make the allergy ingredient levoceti-
rizine dihydrochloride available OTC 

for the first time, including a formulation 
indicated for children age 2 and up.

The Jan. 31 approval of Xyzal Allergy 
24HR expands Sanofi’s US consumer 
health product lineup and moves it into 
the 24-hour pediatric antihistamine arena. 
The French pharma’s other OTC antihista-
mine, the Allegra Allergy (fexofenadine 
hydrochloride) line, currently is limited to 
a 12-hour product for children, while oth-
er nonprescription antihistamine brands 
such as Claritin and Zyrtec and private la-
bel versions of those already offer 24-hour 
formulations for children. 

The firm announced on Feb. 1 that FDA 
approved a new drug application submit-
ted by Sanofi-Aventis US LLC to switch its 

Xyzal Rx allergy treatment to OTC in 5 mg 
tablets indicated for children 6 and up and 
adults and in a 2.5 mg per 5 mL “Tutti-Frut-
ti” flavor oral solution, indicated for chil-
dren 2 and up as well as older children and 
adults. Launch is targeted for this spring.

Sanofi submitted the NDA in March 
2016 for OTC formulations of Xyzal tablets 
that had been approved as a prescription 
drug in the US in 2007 and for the oral solu-
tion approved for Rx in 2008. According to 
FDA’s Orange Book, a supplemental NDA 
to include children 2 and up in the liquid 
product’s indication was approved in 2009.

With levocetirizine dihydrochloride long 
available as an Rx ingredient with a strong 
safety profile, FDA did not ask for a clinical 
trial as part of Sanofi’s NDA and the firm 
will not have market exclusivity for the OTC 
product. Xyzal’s patents have expired and 

c o N S U m e r  d r U G S

The safety profile has 
particular resonance
because although the 
product is indicated 
for once-daily dosing, 
caregivers might 
confuse Xyzal with 
antihistamines taken 
twice a day.
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generics of the Rx product are available. 
Sanofi medical executive Alankar Gupta 

noted that OTC Xyzal will compete with 
Allergy Allegra as well as other brands 
and private label products in the non-
prescription antihistamine market. There 
is room for another competitor as not all 
allergy patients are satisfied with the cur-
rent OTC selections, said Gupta, a physi-
cian and global head of medical switches 
for Sanofi.

“You still have 60% of the people not 
feeling full relief. That’s where having an al-
ternative option will be important,” he said 
in an interview.

24-houR indication SellS
Once-a-day dosing for a children’s medi-
cine is a strong selling point to parents and 
other caregivers, not only for the conve-
nience but also to remove the necessity of 
administering a second dose later in a day, 
which might not be practical.

“A lot of children aren’t with their par-
ents throughout the day because they’re 
in school or day care and making sure they 
receive a second dose sometimes isn’t 
possible,” noted Bridgette L. Jones, an as-
sociate professor of pediatrics at Children’s 
Mercy hospital in Kansas City, Mo. and 
member of the American Academy of Pe-
diatrics Committee on Drugs.

Levocetirizine – which was developed 
from the same root molecule as cetirizine, 
the active ingredient in Zyrtec marketed 
by Johnson & Johnson Consumer Inc. – has 
a strong safety history as an Rx product to 

support its OTC use, including by children.
The safety profile has particular reso-

nance because although the product is 
indicated for once-daily dosing, caregivers 
might confuse Xyzal with antihistamines 
taken twice a day.

“Anytime a new medication is introduced 
in the market in the same drug class but 
is used differently, there is a likelihood for 
some confusion about dosing,” said Jones, a 
specialist in pediatric clinical pharmacology 

and allergy/asthma/immunology
“With the safety profile for levocetiri-

zine, you probably could take a larger dose 
without any significant safety concerns. 
That’s anecdotal, of course,” she added.

Gupta also notes that levocetirizine’s 
safety profile should preclude adverse 
events from mis-dosing. “As being a parent 
myself, I can see that this is a very effica-
cious product from a molecule well-estab-
lished for safety,” he said.

limitS on otc indication 
Safety
While a boost to Sanofi’s OTC play, the 
switch indication is not one seen by the 
pharma industry as among the more 
promising areas for Rx-to-OTC moves. 
Those areas are chronic conditions such as 
high cholesterol, high blood pressure, dia-
betes and asthma.

FDA has encouraged firms to develop 
switch applications for ingredients target-
ing those conditions, but the agency also 
has set a high bar for showing in trials that 
consumers will accurately self-select wheth-

er they need to use a drug that is available 
without prescription and adhere to follow-
up directions to determine if they should 
continue treatment with the product. 

The chronic condition with most rel-
evance in the pediatric population is asth-
ma, and Jones is among the physicians 
who doubt that nonprescription sales of 
emergency asthma treatments is benefi-
cial to public health. 

Like other experts who have comment-
ed to FDA about making asthma medi-
cation inhalers available OTC, Jones said 
there is a chance that children and other 
asthma patients would conflate emergen-
cy treatment with a nonprescription prod-
uct with receiving treatment from their 
doctors. Instead of treating their condition 
and improving their health, consumers re-
lying on emergency inhalers would allow 
their health to worsen.

“I would fear that if asthma products are 
available over the counter, you would have 
that perception. That’s where you start to 
get into trouble,” she said.

Questions about an OTC indication for 
an asthma treatment prompted Merck & 
Co. Inc. in 2014 to request approval for a 
nonprescription version of its Rx asthma 
treatment blockbuster Singulair with an 
indication only for allergy relief in adults. 
However, after FDA advisory committee 
members discouraged FDA from OTC ap-
proval of montelukast 10 mg partly due 
to off-label use risk, Merck & Co. has not 
moved on its plans for an OTC Singulair.

FDA advisors’ concern also has influ-
enced the agency’s evaluation of Ampha-
star Pharmaceuticals Inc.’s NDA for return-
ing its Primatene Mist emergency inhaler 
to the market with the original active in-
gredient, epinephrine, but with hydro-
fluoroalkane replacing ozone-depleting 
chlorofluorocarbons as a propellant. FDA 
has submitted two complete response let-
ters to Amphastar with requests including 
additional human factor validation trials 
to assess consumers’ ability to use the ac-
tuated, or breath-triggered, epinephrine 
inhalation aerosol without the guidance of 
a doctor or pharmacist.  

From the editors of the Tan Sheet. Published 
online February 2, 2017

c o N S U m e r  d r U G S

Xyzal Allergy 24HR oral solution states its indication for children 2 and up at the top of the PDP, 
while the 5mg tablet formulation will be available in 10-, 35- 45-, 80- and 110-count packages.
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Roche’s Immuno-Oncology Therapy  
On Course To Indian Debut?
anju ghanguRde  anju.ghangurde@informa.com 

A subject expert committee (SEC), which advises India’s drug 
regulator on trial-related permissions as part of a layered 
approval process, has recommended conditional market-

ing authorization for Roche’s anti-PD-L1 cancer immunotherapy 
Tecentriq (atezolizumab).

The SEC approval permits a clinical trial waiver “at this stage” for 
the product in view of it fulfilling “unmet need” and being for “seri-
ous/life threatening” disease, and since there is no alternate thera-
py for metastatic urothelial carcinoma. 

“The drug has shown unprecedented safety and efficacy; the 
firm has ensured that the global clinical trial (Phase III) in three in-
dications including metastatic urothelial carcinoma would be con-
ducted in India,” details culled from recommendations of an SEC 
(oncology and hematology) meeting on Jan. 12 state. 

India currently follows a three-tier review process for clinical trials, 
under which applications are initially evaluated by specialized SECs. 
The recommendations of the SECs are then generally vetted by a tech-
nical review committee and finally cleared by an “apex committee”.

benefit-Risk decisions
The SEC suggested that an approval for Tecentriq may be consid-
ered, subject to Roche submitting postmarketing surveillance data 
of the drug in the “said indication” in the Indian population. Howev-
er, it specifies that the firm will need to submit the Phase III global 
clinical trial protocol and start enrolling subjects before marketing 
the drug in the country.

Asked whether enrolment of Indian subjects for the Phase III 
study in India had commenced and the proposed enrolment num-
bers, Roche told Pink Sheet that it is awaiting the formal approval 
from the regulatory authorities, including the clinical trial waiver, 
and would not be able to comment at this time. 

“Roche respects and supports the role of regulatory authorities 
in making the benefit-risk decisions that determine access to new 
products and will abide by the directions of the regulatory authori-
ties,” the Swiss multinational stressed. 

Phase II data “generated in the US” has been presented to the 
Indian regulator, the SEC meeting observed.

In May 2016, the US FDA granted Tecentriq accelerated approval 
for people with a specific type of advanced bladder cancer. In Janu-
ary, this year, the product received priority review in an additional 
type of advanced bladder cancer; the US agency is expected to 
make a decision on this approval by April 30.

Other immune checkpoint inhibitors such as Merck & Co. Inc.’s 
Keytruda (pembrolizumab) and Bristol-Myers Squibb Co.’s Opdivo 
(nivolumab) have also made regulatory headway in India. Last year, 
Keytruda was reported to have received regulatory approval in the 

country, while the SEC had recommended marketing authoriza-
tion for Opdivo. 

tRial WaiVeRS
It will be interesting to see how the trial waiver exemption is ap-
plied in the case of Tecentriq, given certain recent tweaks pro-
posed around the clause including allowing such exemption for 
drugs already approved in ICH (International Conference on Har-
monization) countries, subject to specific conditions. Some of the 
new proposals are not yet part of the legal framework, though.

Last month, India’s Drugs Technical Advisory Board (DTAB), 
which is the highest technical body under the national Drugs and 
Cosmetics Act, proposed that a waiver of clinical trials for medi-
cines already approved in ICH countries be considered subject 
to specific conditions, including an inspection by India’s Central 
Drugs Standard Control Organization (CDSCO) of R&D facilities for 
“batches manufactured for regulatory approval” of the drug.

“It may also be ensured that the drug [for which a waiver is being 
sought] is being marketed in the country of origin,” the DTAB said, as 
per details in the minutes of its 75th meeting held on Jan. 3, 2017. 

WaiVeR pRoceduReS
Then on Jan. 17, the CDSCO - referencing a Nov. 2016 decision of 
the apex committee - said that in future, cases of waivers need not 
be taken to the technical/apex committees and should be “consid-
ered and disposed of” by the central licensing authority as per the 
regulations. The technical committee will act as an appellate com-
mittee in cases of disputes, the CDSCO stated.

Asked whether the new requirements, including an inspection 
of R&D facilities, would perhaps apply to the Tecentriq trial waiver, 
Roche reiterated its position on the role of regulatory authorities in 
making the benefit-risk decisions, but declined further comment 
since “these decisions are under the purview of the regulators”. 

Some industry experts had previously questioned the additional 
value that the inspection of innovator R&D sites would bring under 
the proposed new trial waiver clause, given that most of the data 
would have probably been vetted by reputable regulators; such plans 
could also require a more coordinated effort with foreign regulators.

Currently, a waiver of clinical trials in the Indian population for 
new drugs, which have already been approved outside India, is 
permitted only in cases of “national emergency, extreme urgency, 
epidemics and for orphan drugs for rare diseases and drugs indi-
cated for conditions/diseases for which there is no therapy.”  

From the editors of PharmAsia News. Published online  
February 2, 2017
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Recent And Upcoming FDA Advisory Committee Meetings
topiC advisoRy Committee date

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

Pediatric March 6-7

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

Vaccines and Related Biological 
Products March 9

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

Drug Safety and Risk  
Management; Anesthetic and 
Analgesic Drug Products

March 13-14

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

Pharmaceutical Science and 
Clinical Pharmacology March 15
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BIO-EUROPE S P R I N G ®  

BARCELONA,
SPAIN // MARCH 20–22

2017

FIND OUT MORE! ebdgroup.com/bes

With a focus on European innovation and global collaboration, 
BIO-Europe Spring® is the premier springtime partnering conference 
bringing together a “whoʼs who” from biotech, pharma and finance 
in the most innovative biopharma clusters in Europe. 

Expected numbers for next event:
• 2,400+ attendees
• 12,500+ one-to-one meetings
• 2,700+ licensing opportunities posted

Save EUR 100
on Registration

with code
BES17-PinkSheet


