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companies to engage in a shared REMS,” 
Gottlieb stated. “Today’s action is a founda-
tional step toward reforms we may imple-
ment in the near future.”

The statement coincided with Gottlieb’s 
appearance at a Federal Trade Commission 
workshop on competition in prescription 
drug markets, at which he reiterated his 
concern about branded companies who 
“game” the system by taking advantage 
of rules or exploiting loopholes to delay 
generic approval. He cited the branded 
companies use of REMS to prevent generic 
firms from acquiring doses of branded 
drugs to conduct bioequivalence studies 
as an example.

Gottlieb told the FTC workshop: “My mes-
sage is this: end the shenanigans.”

BYPASSING SHARED REMS
In his statement on REMS, Gottlieb noted 
that the agency will be providing infor-
mation on how and when generic drug 
applicants can request a waiver from us-
ing a shared system REMS with the inno-
vator company and the factors that FDA 
intends to consider.

The law currently requires branded 
and generic companies to reach agree-
ment on the implementation of a single, 
shared REMS and any generic drug appli-
cation referencing a branded drug with 
a REMS with elements to assure safe use 
(ETASU) must use a single, shared REMS 
with the innovator unless FDA waives 
the requirement.

Gottlieb said the agency knows that ne-

REMS BARRIERS:  
US FDA Takes ‘Foundational Step’  
To Improve Generic Access
BRENDA SANDBURG  brenda.sandburg@informa.com

US FDA Commissioner Scott Got-
tlieb is keeping a spotlight on the 
agency’s efforts to curb brand 

company abuses of the Risk Evaluation 
and Mitigation Strategy (REMS) system 
that block generic entry.

In a Nov. 8 statement announcing FDA’s 
release of a draft guidance for use of a single 
drug master file in a shared REMS submis-
sion, Gottlieb took the opportunity to em-
phasize that FDA is exploring new steps to 
reduce the likelihood that branded drug 
companies can use the existence of REMS to 
slow the entry of generic competition. Spe-
cifically, he said the agency is considering 
allowing generic drug applicants to request 
a waiver from the requirement that they use 
a shared REMS with the innovator company.

The draft guidance, “Use of A Drug Mas-
ter File for Shared System REMS Submis-
sions,” recommends how applicants can 
submit collective sets of files to FDA that 
represent all participating firms.

“My hope is that the use of a standard-
ized process for collecting information in 
the new REMS document template will 
help streamline the drafting and review of 
shared system REMS making it easier for 

“ My message is this:  

end the shenanigans”  

– FDA Commissioner Gottlieb

Sh
ut

ter
sto

ck
: L

igh
tsp

rin
g



29 November 2017 | London Hilton on Park Lane

General Enquiries:
Natalia Kay | Tel: +44 (0) 20 7017 5173 | Email: natalia.kay@informa.com

Sponsorship and Table Booking Enquiries:
Chris Keeling | Tel: +44 (20) 337 73183 | Mobile: +44 (0) 7917 647 859

Email: christopher.keeling@informa.com 

2017

Social Media Sponsor

Book your table at the 
awards ceremony of the 

year, visit scripawards.com 
for details.

Headline Sponsor

scrip_press_ad_11x8.5_v8_HR.pdf   1   2017/11/09   12:56 PM



pink.pharmaintelligence.informa.com November 13, 2017   |   Pink Sheet   |   3

 17 10  15

exclusive online content
CO V E R     REMS Barriers: US FDA Takes ‘Foundational Step’  

To Improve Generic Access

G E N E R I C  D R U G S

 5 More ANDAs To Be Eligible For Priority Review,  
Gottlieb Says

F D A

 6 Gottlieb Promotes ‘Team’ Work For Product Reviews 

R E G U L ATO RY  U P D AT E

 7 New UK Pathway To Cut Access Times For Breakthrough 
Products By Up To Four Years

 10 Novartis Seeks EU Accelerated Review For CAR-T Therapy  

 13 US FDA To Sponsors: No Dice On Appealing Advice 
Through Dispute Resolution 

 17 ‘Not Enough Time’ To Transfer All Marketing Authorizations 
In Case Of ‘No-Deal’ Brexit, says EFPIA 

B I O S I M I L A R S

 12 Biosimilar Coding Policy For Medicare Reversed To 
‘Promote Innovation’

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

 15 FDA Adds ‘Doctor’ To CV Statement For OTC Aspirin 
Labeled With Hearts 

 16 Lost In Translation: Rx Drug Used Where OTC 
Hydrocortisone Belongs

A D V I S O RY  CO M M I T T E E S

 19 Recent And Upcoming FDA Advisory Committees

inside:

Regularly updated information about new submissions, 
pending applications  and FDA actions, online-only 
interactive content at your fingertips 24/7 at  
pink.pharmaintelligence.informa.com/product-
reviews-and-approvals/fda-performance-tracker

FDA performance  
tracker

ONLINE ONLY!

Gottlieb: The Next Janet Woodcock Is Waiting  
To Be Discovered At FDA
https://pink.pharmaintelligence.informa.com/PS121929
In interview with the Pink Sheet, US FDA Commissioner says the 
agency needs new ways for in-house talent to more easily rise to 
supervisory and executive levels.

Pazdur Skeptical Of Separate Geriatric Oncology Trials
https://pink.pharmaintelligence.informa.com/PS121917
US FDA’s Oncology Center of Excellence director cautioned that 
separate geriatric oncology trials can slow down approval of 
cancer drugs – and inhibit direct comparisons between older 
population and general population.

Priority Review Designations In US:  
Third Quarter Spike Continues In 2017
https://pink.pharmaintelligence.informa.com/PS121874
Third quarter saw record total of 26 announcements for priority 
review designations; drop-off now likely.

Congress Crafting Bill To Modify Patent Challenges  
In Wake Of Allergan-Mohawk Deal
https://pink.pharmaintelligence.informa.com/PS121918
House IP Subcommittee Chair Issa suggests legislation may 
address sovereign immunity and ways to make inter partes 
review process more palatable to patent owners.

exclusive online content

pink.pharmamedtechbi.com
pink.pharmamedtechbi.com/product


4   |   Pink Sheet   |   November 13, 2017 © Informa UK Ltd 2017

F D A

gotiations to reach agreement on shared 
system REMS can take extended periods 
of time and block the timely entry of a ge-
neric competitor.

“A waiver would free generic entrants 
from the requirement that they reach 
agreement with a branded firm for a 
shared system REMS,” he stated. “This can 
obviate the ability of branded sponsors to 
use these negotiations as a way to slow 
generic entry.”

Gottlieb has previously raised the pos-
sibility of allowing generics to develop 
their own REMS in testimony at Congres-
sional hearings. (Also see “Brand Exclusivity 
‘Gaming’ To Be Addressed At US FDA Meet-
ing” - Pink Sheet, 25 May, 2017.)

COLLABORATING WITH OTHER 
AGENCIES
Gottlieb has made it a priority to foster 
more robust generic competition since 
taking the helm of the agency in May. He 
has repeatedly criticized the tactics brand 
companies have used to block generic 
entry, including their use of REMS to deny 
generic companies’ access to purchase 
branded drugs for use in bioequivalence 
studies. The issue was discussed at a pub-
lic meeting in July on ensuring the Hatch-
Waxman Act continues to balance access 
and innovation. (Also see “FDA Exploring 
Whether Public Shaming Can Stop REMS 
Abuses” - Pink Sheet, 18 Jul, 2017.)

Gottlieb addressed the topic again 
when he spoke at the National Press Club 
in Washington, DC. Nov. 3. He noted that 
it takes between 2,000 and 5,000 doses of 
a branded drug to run a bioequivalence 

study comparing the generic drug to the 
branded drug and that many generic 
companies have told FDA they cannot get 
access to the drugs to do these studies to 
file their applications.

“Oftentimes we see branded compa-
nies selling drugs through a tight supply 
chain. They might sell through a single 
specialty pharmacy with tight control of 
who the drug can be sold to,” Gottlieb 
said. “I believe they have rules in place 
that make it difficult for the pharmacy or 
the distributor or whoever’s handling the 
drug to actually make the sale to a gener-
ic company, or a sale in bulk fashion to a 
generic company.”

Gottlieb noted that brand activities do 
not always fall within the purview of FDA 
and that he is willing to think of ways to col-
laborate with other agencies to address this.

ALLOWING PURCHASE OF 
BRANDED DRUGS IN EUROPE
Gottlieb also noted that the agency has 
talked about potentially allowing generic 

companies to go to Europe to buy the 
branded drugs.

Asked what the Association for Accessi-
ble Medicines thinks about this idea, AAM 
President and CEO Chip Davis Jr. said the 
best option, and the one that AAM sup-
ports, is for Congress to pass legislation 
like the CREATES Act.

“Should that not happen, using non-
US reference products as samples for 
bioequivalence testing might be an op-
tion, if FDA feels comfortable relying on 
such products as having been demon-
strated to be the same as the reference 
product,” Davis said. “Simply put, a large 
and diverse set of stakeholders have 
come to realize that the current gam-
ing of the system needs to be rectified. 
As such, the FDA and the Administration 
should use whatever tools they have to 
their fullest extent.”

The Creating and Restoring Equal Ac-
cess to Equivalent Samples (CREATES) Act, 
S. 974, would allow generic sponsors to 
sue innovators if a generic firm has ob-
tained a covered product authorization 
from FDA and the brand company fails 
to provide “sufficient quantities” of the 
REMS-covered product. A similar bill in-
troduced in the House, the Fair Access for 
Safe and Timely (FAST) Generics Act, H.R. 
2051, would prohibit innovators from re-
stricting access to covered products to eli-
gible product developers for the purpose 
of avoiding generic competition.  

Published online November 8, 2017
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More ANDAs To Be Eligible For Priority Review,  
Gottlieb Says
DERRICK GINGERY  derrick.gingery@informa.com

The US FDA is ready to again expand the cohort of ANDAs 
that could receive a priority review.

Commissioner Scott Gottlieb would not reveal the new 
categories of generic drugs to be made eligible for priority status, 
but said Nov. 6 they could be announced in the coming days. He 
told the Association for Accessible Medicines’ Fall Tech Confer-
ence that the agency has the staff available to conduct more of 
the truncated reviews.

“We’re still going to announce a couple of areas where we’re 
going to try to give priority focus or prioritize certain applications 
over others,” Gottlieb said. “I think that we have the resources to 
do it. I have raised this question with the OGD staff and they feel 
comfortable that we have the capacity.”

Several application types already are eligible for the faster prior-
ity review under the generic drug user fee program and associated 
agency policy, which worried some in industry that the pathway 
could be damaged by opening it to too many ANDAs.

Gottlieb responded that the Office of Generic Drugs workload 
has not reached “a steady state” where too many applications have 
been prioritized and “everything falls into a priority bucket.”

Under GDUFA II, which launched Oct. 1, ANDAs have two review 
paths. The standard review allows a first action within 10 months 
of filing and the priority review in eight months. (Also see “ANDAs 
Can Get Priority, Eight-Month Reviews Under User Fee Deal” - Pink 
Sheet, 24 Sep, 2016.)

A first action is an approval, tentative approval, complete re-
sponse or refuse to receive action.

FDA created the priority review pathway in part to respond to con-
cerns about rising drug costs. Stakeholders and members of Congress 
argued that allowing more generic competition on the market would 
create more pricing pressure. (Also see “Gott-
lieb Places Drug Pricing Out Front In First Speech 
To US FDA Staff” - Pink Sheet, 16 May, 2017.)

WHICH PRODUCTS WILL BE ADDED 
TO PRIORITY REVIEW SCHEME?
Among the applications that can be pri-
oritized are first generics, those that could 
mitigate a drug shortage, and applications 
part of the President’s Emergency Plan for 
AIDS Relief.

In June, the agency announced that it 
would offer a priority review to applications 
where there are fewer than three ANDAs 
approved for the reference product. (Also 
see “FDA Drug Pricing Policy Offers Short-
Term PR Gain, More Long-Term Actual Ben-

efit” - Pink Sheet, 27 Jun, 2017.)
It is possible that complex products could gain access to the prior-

ity pathway.
FDA has been encouraging entry of generics for so-called complex 

products, which traditionally have been difficult to develop because 
of problems copying the delivery device and other issues. The agency 
already has said it is considering adjusting some regulations around 
complex product equivalence, including instructions for use and de-
vice sameness. (Also see “Generic Combination Products May Be Permit-
ted Delivery Device Variations” - Pink Sheet, 4 Jun, 2017.)

FDA also has been looking to spur competition for several 
drugs where patents and exclusivity have expired, but no gener-
ics have been approved, including some complex products. (Also 
see “FDA’s Off-Patent, Off-Exclusivity List Draws Few Takers Early On” 
- Pink Sheet, 4 Aug, 2017.)

While priority review can be an advantage, it depends on a 
quality application being submitted to 
gain a faster approval. Sponsors also must 
send facility information two months be-
fore the ANDA is submitted so the agency 
can begin inspection planning. (Also see 
“FDA Offers To Expedite ‘Priority’ ANDA Re-
views By Previewing Facility Information” - 
Pink Sheet, 26 Jun, 2017.)

DOES FDA ACTUALLY LEARN 
FROM MULTIPLE REVIEW CYCLES?
FDA also is determining whether the is-
sues causing multiple ANDA review cycles 
are productive for the overall process.

Gottlieb said during the conference 
that during one of his previous stints at 
FDA, new drug sponsors were battling a 

F I R S T - C YC L E
A P P R O VA L  R AT E S

• FY 2015: 10.7%

• FY 2016: 14.3%

• FY 2017: 12.8%

Note: Data as of Oct. 1, 2017. Some 
figures could change depending on 
the outcome of pending applications.

Source: FDA presentation slides
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Gottlieb Promotes ‘Team’ Work For Product Reviews
DERRICK GINGERY  derrick.gingery@informa.com

US FDA Commissioner Scott Gottlieb 
intends to reorganize drug reviewers 
from multiple disciplines into teams 

that would handle a product’s entire life-
cycle, an attempt to break down the siloed 
nature of many areas within the agency.

In a Nov. 3 speech at the National Press 
Club, Gottlieb said agency experts that han-
dle pre-market review also should remain 
involved during post-market monitoring. 
“[Our scientific officers] must have the stew-
ardship over the products they evaluate 
that extends throughout the entire product 
life-cycle,” he said. “The commitments that 
stir our efforts before a product is approved 
for use are equally important after it’s made 
more widely available.”

The reorganization appears related to 
Gottlieb’s idea to create specialized groups 
that could help reviewers with complicated 
issues that they do not usually encounter. 
(Also see “Gottlieb’s FDA: Specialized Groups 
Could Create Review Consistency, Speed” - 
Pink Sheet, 23 Mar, 2017.)

But it’s also an idea that FDA officials 
have considered for some time. When the 
Office of Pharmaceutical Quality was cre-
ated in 2015, it included a life-cycle group 
that its new drugs group gave products to 
after approval.

FDA also has wanted to create teams 
of reviewers that would handle all prod-

ucts in the same drug class and then trans-
fer them to a team that would handle post-
approval supplements and generics. (Also 
see “Woodcock’s Passion Project: CDER Chief 
Shifts Duties To Lead Quality Office” - Pink 
Sheet, 19 Jan, 2015.)

Gottlieb said his reorganization will 
place pre- and post-market experts on the 
same teams. He wants more collaboration, 
such as by encouraging experts to work 
directly with colleagues in other offices 
rather than request a formal consult, as of-
ten happens now.

He said the reorganization is intended 
to move the agency away from “a struc-
ture that had people working in discrete 
organizational units that often operated as 
independent entities” to one that allows re-
viewers “to take a more universal view of the 
products they evaluate.”

Such a move could place surveillance and 
epidemiology staff with reviewers and other 
product-specific staff, itself potentially un-
doing a previous reorganization.

The Office of Surveillance and Epidemiol-
ogy was made a separate entity to empha-
size FDA’s commitment to safety following 
the withdrawal of Merck & Co. Inc.’s COX-2 
inhibitor Vioxx. (Also see “CDER Reorganiza-
tion Takes Effect, With Renamed Offices” - Pink 
Sheet, 15 May, 2006.) But an Institute of Medi-
cine report published in 2006 said there was 
resource imbalance between OSE and the 
Office of New Drugs. (Also see “Sweeping 
Changes At CDER Recommended In IoM Drug 
Safety Report” - Pink Sheet, 22 Sep, 2006.)

The team-based approach could be par-
ticularly useful in the review of combination 
products, which can require reviews by new 
drug as well as Center for Devices and Radio-
logical Health staff. The often-slow process 
has been the subject of congressional and 
FDA streamlining efforts. (Also see “Combo 
Product Review Pilot At US FDA Will Offer All 
Applications Intercenter Consults” - Pink Sheet, 
20 Dec, 2016.)

SINGLE REVIEW MEMO 
POSSIBLE FOR OND
Gottlieb said changes to the OND structure 
also are under consideration “to address 
how new science is changing the nature of 

similar issue and the agency determined that many of the ad-
ditional review cycles were not necessary and did not lead to 
new learning.

Gottlieb said he wants the agency to “look hard at the reasons for 
that and make sure when applications do undergo multiple cycles, 
we’re getting something for it.” He added that more guidances and 
internal policy documents are expected to help systematize the 
ANDA review process.

Indeed, as of Oct. 1, the first-cycle approval rate for ANDAs sub-
mitted in the first three years of formal review goals (during GDUFA 
I) has not exceeded 15%. (See box, p. 5.)

OGD Director Kathleen Uhl said during the conference that the 
multiple review cycles are not a good use of FDA resources and 
that the current rate is behind the trend established during the life 

of the prescription drug user fee program, GDUFA’s’ older sibling.
Uhl said OGD is expected to benefit from prior experience and 

adapt faster.
“There’s a lot of expectations out there that we will go from 

where we are now at the end of GDUFA I to something much bet-
ter than that, and quickly,” she said. “And the only way that’s going 
to happen is together, FDA and industry.”

Many applications require three or more review cycles for ap-
proval. While an improved first-cycle approval rate is desired, FDA 
also would like to cut the average number of review cycles needed 
to two, if possible. (Also see “ANDA Reviews: First-Cycle Desired, But 
Two-Cycles OK?” - Pink Sheet, 27 Jul, 2015.)  

Published online November 7, 2017

F D A

US FDA Commissioner  
Scott Gottlieb



pink.pharmaintelligence.informa.com November 13, 2017   |   Pink Sheet   |   7

F D A

New UK Pathway To Cut Access Times For Breakthrough 
Products By Up To Four Years
IAN SCHOFIELD  ian.schofield@informa.com

The UK government has backed the creation of an “acceler-
ated access pathway” (AAP) under which a handful of se-
lected breakthrough innovations – drugs, medical devices, 

diagnostics and digital products – could reach patients up to four 
years earlier than under standard assessment procedures.

The new pathway, to be introduced in April 2018, is expected to 
shorten the overall time to market for certain “transformative” new 
drugs in England, mainly by allowing cost-effectiveness evalua-
tions to be carried out in tandem with the regulatory approval pro-
cess. It will also offer companies early price negotiations and the 
potential for “flexible and confidential commercial arrangements.”

Candidate products will be selected by a new “Accelerated Ac-
cess Collaborative” chaired by former GlaxoSmithKline chief execu-
tive Sir Andrew Witty and comprising representatives of national 
regulatory and evaluation bodies, with input from industry, pa-
tients and clinicians. The AAC will be set up by the end of the year 
and the first products to enter the new pathway are expected to be 
identified from April 2018.

The government makes clear, though, that a commitment to 
faster access to what will no doubt be expensive new drugs must 

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

how new drugs are developed.”
FDA launched an OND make-over fol-

lowing the departure of long-time director 
John Jenkins, spearheaded by Center for 
Drug Evaluation and Research Director Ja-
net Woodcock. It includes making reviews 
more uniform between divisions. (Also see 
“CDER Director Woodcock Plans Changes To 
Drug Reviews During OND Transition” - Pink 
Sheet, 6 Mar, 2017.)

OND now is organized into the Offices of 
Drug Evaluation I-IV, as well as the Office of 
Antimicrobial Products and Office of Hema-
tology and Oncology Products. NDAs upon 
filing flow to the various groups for review.

Gottlieb said OND also is piloting one 
common shared review memo that “will 
ensure early cross-disciplinary interaction 
among scientists and clinicians who have 
specialized knowledge in disease that in-
form product review.”

“A single review memorandum will also 
be much more accessible to the biomedi-

cal research community,” he added.
[Editor’s note: Gottlieb and Woodcock will 

both be speaking at the FDA/CMS Summit 
on Dec. 5. For more information, please visit 
the conference homepage.] 

MORE DISEASE-FOCUSED 
OFFICES PLANNED
Reorganization at the agency is not uncom-
mon. Commissioner Margaret Hamburg in 
2011 created a directorate system, including 
an Office of Medical Products and Tobacco 
to oversee drug, device and tobacco opera-
tions. (Also see “FDA Reorganization Adds “Di-
rectorate” Layer, But Sharpens Agency’s Focus” 
- Pink Sheet, 18 Jul, 2011.)

Within CDER, Woodcock also has overseen 
several organizational changes, including the 
creation of OPQ and elevation and growth of 
the Office of Generic Drugs into a super of-
fice. (Also see “Generic Drugs Gain Status Boost 
Within CDER” - Pink Sheet, 7 Sep, 2012.)

Gottlieb also wants to create an Office of 

Patient Affairs as a central contact point for 
patient groups and advocates. (Also see “US 
FDA’s Centralized Patient Affairs Office Aims 
For No Disruption” - Pink Sheet, 13 Sep, 2017.)

In addition, the 2016 21st Century Cures 
Act created the Oncology Center of Ex-
cellence at FDA, which centralized oncol-
ogy resources across the agency. (Also see 
“FDA’s Oncology Center Of Excellence On 
Equal Terms With CDER In New Org Chart” 
- Pink Sheet, 28 Jul, 2017.)

Gottlieb added during the speech that 
he planned more disease-focused offices 
at FDA to provide stakeholders a single 
point of contact.

There has been talk of creating addi-
tional centers of excellence, but FDA and 
stakeholders have warned that too much 
subdividing could create problems. (Also 
see “Don’t Rush To Reorganize FDA, McClel-
lan Says” - Pink Sheet, 29 Feb, 2016.)  

Published online November 3, 2017

Plans will “guarantee collaboration 
between the life sciences sector and 
the NHS post-Brexit – benefiting the 
economy and creating jobs”  
– Lord O’Shaughnessy
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be balanced against the financial sustainability of the National 
Health Service. The new pathway, it says, must be “cost neutral” for 
the health service and “must deliver improved value to the taxpay-
er.” To this end, a new strategic commercial unit will be established 
within NHS England to negotiate what the government calls “cost-
effective deals”

The proposals are contained in the government’s long-awaited 
response to the Accelerated Access Review (AAR), an independent 
report produced in October 2016 by Professor Sir John Bell and 
supported by the Wellcome Trust. In its response, the government 
broadly supports the proposals outlined in the AAR, which looked at 
ways of speeding up access to innovative new health technologies. 

Health minister Lord O’Shaughnessy said the new arrangements 
would not only benefit patients but would “guarantee future col-
laboration between the life sciences sector and the NHS post-Brex-
it – benefiting the British economy and creating jobs.”

Life science companies have been pushing for mechanisms to 
shorten times to market for innovative products and strengthen 
the life sciences sector, particularly as uncertainty mounts over 
the UK’s relationship with the EU after Brexit in March 2019. The 
key AAR proposals were reiterated in the industry-led Life Sciences 
Industrial Strategy revealed on Aug. 30. (Also see “UK Life Science 
Strategy Urges Adoption Of Accelerated Access Review, As Govt Pre-
pares Response” - Pink Sheet, 7 Sep, 2017.)

It’s no surprise then that industry has broadly welcomed the 
government’s announcement – albeit with some caveats about 
the need for high-level political leadership and NHS commitment 
to make the project succeed.

Steve Bates, CEO of the BioIndustry Association, said the govern-
ment’s response to AAR was “a key piece in the jigsaw of UK gov-
ernment life science policy that will set the environment for our 
sector in the lead up to Brexit and beyond. It fits between the pub-
lication of the Life Sciences Industrial Strategy in the summer and 
ahead of both an anticipated Sector Deal and the outcome of the 
Treasury-led Patient Capital Review later in the year.”

The new fast-track pathway should speed up access for NHS pa-
tients to the latest therapies “and help to ensure the UK remains a 
globally attractive cluster in which to start, scale and grow leading 
life sciences businesses,” Bates said.

The fact that Sir Andrew would be chairing the AAC meant “sig-
nificant industrial insight into the selection process for products 
able to access this new accelerated route to market,” he added.

However, Bates pointed out that “no strategy can succeed with-
out a corresponding plan of action. Polling undertaken by the BIA 
earlier this year showed that 82% of NHS staff were unaware of ei-

ther the Accelerated Access Review or the proceeding government 
strategy Innovation, Health and Wealth.”

Moreover, he said, while the government refers to numerous 
other initiatives such as NHS Test Beds and the Innovation Score-
card, BIA polling “reveals that only 5% of NHS staff are aware of 
these two programmes. If the Review’s ambition for innovation is 
to truly take hold then it requires both NHS buy-in and top-level 
government leadership.”

The Association of the British Pharmaceutical Industry declared 
that the move “should benefit thousands of NHS patients as well 
as delivering significant long-term savings for the health service if 
appropriate investment in these transformative therapies is made 
available.” Its executive director of commercial policy, Richard Tor-
bett, said it was “incumbent on everyone to tear down the barriers 
which have prevented access to medical progress of this kind.”

On the academic research side, Professor Paul Workman, chief 
executive of the Institute of Cancer Research, welcomed the new 
pathway, noting that while the number of treatments and tech-
nologies that secured a breakthrough designation “could be quite 
small,” this was “a genuine opportunity” to accelerate access to real 
innovations.

However, he added, “we also need changes to the way apprais-
als are made to favour the most innovative drugs ahead of the 
‘me-toos’, and crucially we need action to bring down the sky-high 
prices of many new medicines.”

THE ACCELERATED ACCESS PATHWAY
The core of the initiative is the new accelerated access pathway, which 
is intended to align and coordinate regulatory, reimbursement, eval-
uation and NHS diffusion processes for breakthrough innovations. 
“We will make the process from bench to bedside quicker, cheaper, 
and easier for innovators and the NHS,” the government says.

Its aim is to “bring forward by up to four years patient access to 
these selected, highly beneficial and affordable innovations.” As well 
as drugs, devices, diagnostics and digital products, these could in-
clude “repurposed medicines where a new indication is found for an 
existing product.”

The AAP is designed to complement existing UK initiatives such as 
the National Institute for Health and Care Excellence’s fast-track ap-
praisal process, the NICE/NHS England budget impact test, the Early 
Access to Medicines Scheme, and the Cancer Drugs Fund. Products 
will be able to be on the EAMS at the same time as the AAP.

The government expects around five innovations a year to gain 
breakthrough designation and go onto the new pathway, but stress-
es the need to avoid any extra costs to the NHS. Any products placed 
on the AAP “that are cost additive will need to be offset by products 

“ If the Review’s ambition for 
innovation is to truly take hold then 
it requires both NHS buy-in and  
top-level government leadership”  
– BIA CEO Steve Bates

Aim is to “bring forward by up to four 
years patient access to selected, 
highly beneficial and affordable 
innovations” – UK government
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that deliver cost savings, beyond those already factored into NHS 
plans,” it says. “Efforts will be focused on those products that will de-
liver the greatest benefit to patients and improve value for money.”

Each breakthrough product will benefit from “bespoke case man-
agement, which will coordinate across partners to streamline the 
journey,” according to the government. “In return for these commer-
cial benefits, we expect industry to come forward with a cost propo-
sition that delivers additional value for patients and the NHS beyond 
that achieved under the current system, and is affordable.”

To spur collaboration between companies and the NHS when ne-
gotiating commercial agreements, the government says that a new 
strategic commercial unit is to be established in NHS England to give 
it “enhanced commercial capability” by April 2018. There is “clear de-
mand” from innovators for win-win commercial deals and the new 
function will be able to develop these types of arrangement.

In parallel, the commercial liaison team at NICE will support 
commercial engagement between companies and NHS England, 
“creating a smooth interface for companies throughout the ap-
praisals process.”

To speed things up even more, the government also plans to trans-
fer the role of agreeing patient access schemes from the Department 
of Health to NHS England, which means that from early 2018 com-
panies will need to “begin only one dialogue for each medicine.” This, 
it says, will remove the risk of delays to guidance and “grant earlier 
certainty for companies about the process of approval.”

“TRANSFORMATIVE” DESIGNATION
The government in its response does not go into great detail about 
the criteria a product will have to meet to merit “transformative” 
(breakthrough) designation, saying only that “a new transforma-
tive designation should be applied to those innovations with the 
potential for greatest impact.”

The AAR itself defined such innovations as “the most strategi-
cally important products with the potential to deliver significant 
benefits in cost or outcomes,” and suggested criteria such as signifi-
cant improvement to patient-relevant outcomes, improved afford-

ability, unmet need, strategic importance to the NHS, alignment 
with NHS priorities, and clear and measurable outcomes.

HORIZON SCANNING
An important component of the new scheme will be the early 
identification of what is coming through company pipelines. The 
new pathway will offer horizon scanning for new technologies to 
identify a subset of potential breakthrough products that could 
benefit from the AAP, the government says, adding that this will 
be a “key capability required for a forward-looking NHS that can 
articulate its priorities to industry, and prepare to deliver against 
those priorities.”

It notes that the PharmaScan database currently enables hori-
zon scanning for pharmaceutical products, and that NHS England 
is currently building on these capabilities to create a parallel sys-
tem suitable for medical technologies. In addition, the recently 
established National Institute for Health Research Innovation Ob-
servatory is now using data analytics to “explore trends in health in-
novation across drugs, medical technologies, diagnostic tools and 
healthcare services.”

ACCELERATED ACCESS COLLABORATIVE
The job of selecting candidates for the new pathway will fall to 
the new AAC, which will comprise representatives of the NIHR, 
NICE, the Medicines and Healthcare products Regulatory Agency 
(MHRA), NHS England, NHS Improvement and the government.

Input to the AAC will be sought from industry and patient groups 
that have “sufficient breadth of experience and independence to 
allow them to inform AAC discussions on the different technology 
types and conditions those technologies might benefit.” Further 
details will be published on the membership of the AAC, which the 
government expects to be in place in late 2017.

The government stresses the importance of understanding 
and evaluating the impact of the new pathway over time. In line 
with the AAR’s recommendation, it says, “we believe that the AAC 
should be responsible for measuring and evaluating the impact 
of our accelerated access programme and assessing the industry 
response to it. The views of the AAC will be informed by parties 
across the system, who will be represented in the group.”  

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

Commercial engagement will create 
“a smooth interface for companies 
throughout the appraisals process”
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Novartis Seeks EU Accelerated Review For CAR-T Therapy
NEENA BRIZMOHUN  neena.brizmohun@informa.com

Novartis has applied for approval 
to market its CAR-T cell therapy 
CTL019 (tisagenlecleucel) in the 

EU, and should soon find out whether the 
European Medicines Agency will agree to 
fast track its assessment.

The company, which made history in 
August when CTL019 became the first 
CAR-T therapy to be approved in the US, 
this week said it had submitted a market-
ing authorization application (MAA) to the 
EMA to market the product as a treatment 
for leukemia and lymphoma.

Meanwhile, the agency’s scientific com-
mittee, the CHMP, is to decide over the 
next few days whether to evaluate the 
product under the EU’s accelerated assess-
ment (AA) procedure. AA can cut the time 
it takes the CHMP to review a MAA under 
the centralized procedure from 210 days 
(not counting clock stops when applicants 
have to provide additional information) to 
150 days. Products granted speedy review 
must be of major interest for public health 
or show therapeutic innovation. CTL019 
has been granted orphan status in the EU.

“We cannot speculate on the EU assess-
ment procedures or regulatory timelines,” 
a spokesperson for Novartis told the Pink 
Sheet in response to a question about the 
AA. “We have submitted a robust and com-

prehensive dossier with our MAA. We expect 
a CHMP opinion for our application in 2018.”

AN IMPORTANT STEP
Novartis appears to be the second compa-
ny to publicly disclose that it has applied to 
market a CAR-T therapy in the EU. Its clos-
est rival in the CAR-T space, Kite Pharma, 
said in July that it had submitted an MAA 
to the EMA for axicabtagene ciloleucel for 
treating lymphomas, and that it had been 
granted accelerated assessment.

Kite, which has since been acquired by 
Gilead Sciences, has also received US ap-
proval for axicabtagene ciloleucel. The 
product – branded Yescarta in the US – was 
authorized in October, bringing the total 
number of CAR-T therapies approved by 
the Food and Drug Administration to two.

Novartis is seeking to market CTL019 in 
Europe for the treatment of children and 
young adults with relapsed or refractory 
(r/r) B-cell acute lymphoblastic leukemia 
(ALL) and for adult patients with r/r dif-
fuse large B-cell lymphoma (DLBCL) who 
are ineligible for autologous stem cell 
transplant (ASCT).

The approval for the product in the US 
– where it is called Kymriah – covers chil-
dren and young adults with B-cell ALL that 
is refractory or has relapsed at least twice. 

(Also see “Novartis Beats CAR-T Competitors 
To The Pricing Punch With Kymriah Approv-
al” - Scrip, 31 Aug, 2017.) Novartis has since 
submitted a marketing application to the 
FDA for the DLBCL indication. 

In Europe, Novartis is hoping to build on 
its US experience with r/r B-cell ALL, and 
said it was “working closely with [the] EMA 
and European treatment centers to make 
CTL019 available in this region.”

According to Datamonitor Healthcare 
analyst Ali Al-Bazergan, the EU submission 
is “an important step to the company’s 
goal in leveraging Kymriah to provide a 
comprehensive solution to B-cell cancers. 
By opening its market to Europe and to 
DLBCL, Novartis will be well entrenched to 
achieve its touted blockbuster sales.”

As for the company’s efforts outside Eu-
rope and the US, the Novartis spokesper-
son said there were plans for “additional 
regulatory submissions for CTL019 in pedi-
atric and young adult patients with r/r B-
cell ALL and adult patients with r/r DLBCL 
in Canada, Australia, Switzerland and Ja-
pan in 2018. Additional markets are being 
evaluated in order to provide greater pa-
tient access to CTL019.”

EMA’S PRIME
Notably, CTL019 and axicabtagene ciloleu-
cel in Europe had both been granted access 
to PRIME, the EMA’s popular priority medi-
cines scheme for getting drugs for unmet 
medical needs to patients faster. Drug de-
velopers accepted on the scheme are of-
fered early and proactive support from the 
EMA to help optimize their development 
plan, and the opportunity of having their 
eventual MAA reviewed under the AA pro-
cedure. Of the 31 products to have been 
accepted on the scheme since its launch in 
March last year, Novartis and Kite appear to 
be the first companies to have publicly dis-
closed they had reached the MAA stage.

THE EU SUBMISSION
Novartis’s EU MAA is based on Phase II 
results from the company’s global, multi-

3d illustration of CAR T-cell therapy
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center, ELIANA and JULIET trials.
ELIANA, which assessed CTL019 in pa-

tients with ALL, is “the first pediatric global 
CAR-T cell therapy registration trial, exam-
ining patients in 25 centers in the US, Can-
ada, Australia, Japan and the EU,” Novartis 
said. The Phase II results had been used to 
support US approval for the ALL indication.

JULIET is the first multicenter global 
registration study for CTL019 in adult 
patients with r/r DLBCL. It is also the larg-
est study examining a CAR-T therapy ex-
clusively in DLBCL, Novartis said, adding 
that the trial is enrolling patients from 27 
sites in 10 countries across the US, Cana-
da, Australia, Japan and Europe. Phase II 
JULIET study results have been used to 
support Novartis’s US submission for the 
DLBCL indication.

Data from the six-month primary analy-
sis of JULIET are to be presented at the an-
nual meeting of the American Society of 
Hematology (ASH) in December 2017, the 
company noted.

CTL019 is manufactured for each indi-
vidual patient using their own cells at No-
vartis’s Morris Plains, New Jersey facility. 
Novartis said it had designed “a reliable 
and integrated manufacturing and sup-
ply chain platform that allows for an indi-
vidualized treatment approach on a global 
scale.” Having manufactured CAR-T cells for 
more than 250 patients from 11 countries 

across various indications in clinical trials, 
Novartis said it had demonstrated a repro-
ducible product.

The company also noted that it had es-
tablished the CTL019 manufacturing pro-
cess at the Fraunhofer-Institut for cell ther-
apy and immunology (Fraunhofer-Institut 
für Zelltherapie and Immunologie) facility 
in Leipzig, Germany, which currently sup-
ports the manufacturing of CTL019 for 
global clinical trials.

PATISIRAN ALSO SEEKING AA
CTL019 is one of two products that the 
CHMP is assessing with regard to granting 
an AA at its monthly meeting this week. 
The other is Alnylam Pharmaceutical’s or-
phan drug patisiran for treating polyneu-
ropathy in patients with ATTR amyloidosis. 
Patisiran, an investigational RNAi thera-
peutic, met its primary efficacy endpoint 
and all secondary endpoints in the Phase 
III APOLLO study, the company said in Sep-
tember. (Also see “APOLLO Success Clears 
Alnylam For Lift-Off” - Scrip, 20 Sep, 2017.) 
Alnylam formed an alliance with Sanofi 
Genzyme in 2014 to accelerate the ad-
vancement of RNAi therapeutics as a po-
tential new class of innovative medicines 
for patients with rare genetic diseases.  

From the editors of Scrip Regulatory Affairs. 
Published online November 7, 2017

JULIET is the first 
multicenter global 
registration study 

for CTL019 in adult 
patients with r/r 
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the largest study 
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in DLBCL,  
Novartis said.
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Biosimilar Coding Policy For Medicare Reversed  
To ‘Promote Innovation’
CATHY KELLY  catherine.kelly@informa.com

The US Centers for Medicare and 
Medicaid Services (CMS) has agreed 
to change its approach to reimburs-

ing biosimilars under Medicare Part B in a 
way that will promote more innovation and 
competition, the agency says in a final rule 
released Nov. 2.

Beginning Jan. 1, 2018, all biosimilars 
will be reimbursed using unique Medicare 
payment codes, known as Healthcare Com-
mon Procedure Coding System (HCPCS) 
codes, based on individual prices. The approach has been strongly 
supported by biosimilar developers. (Also see “Medicare Coding 
Change For Biosimilars Could Save $65bn, Firms Say” - Pink Sheet, 14 
Sep, 2017.) CMS’ decision was published as part of the 2018 Medi-
care physician fee schedule final rule.

CMS had previously announced it would reimburse biosimilars 
referencing the same innovator drug under the same code and at 
a single blended price. CMS announced in July it was considering 
reversing that policy in the proposed version of the physician pay-
ment rule and requested public comments on the change. (Also see 
“Biosimilars Payments In Medicare: CMS Signals Willingness To Change” 
- Pink Sheet, 17 Jul, 2017.)

The earlier policy, released in January 2016, reflected the Obama 
Administration’s concern with keeping biosimilar prices in check. 
CMS’ decision to reverse it reflects the current Administration’s 
willingness to re-evaluate past approaches in a way that addresses 
industry’s concerns.

‘WE ARE PERSUADED’
“We seek to promote innovation, to provide more options to patients 
and physicians, and to encourage competition to drive prices down,” 
CMS says in the new rule.

“Based on the review of the comments … we are persuaded that 
changing the Part B biosimilar payment policy to provide for the 
separate coding and payment for products approved under each 
individual abbreviated application, rather than grouping all bio-
similars with a common reference product into codes, will meet 
this stated goal.”

There is no change to the requirements that Part B payments for 
biosimilars will be based on their average sales price (ASP) plus 6% 
of the ASP of the reference drug or that reference drugs are reim-
bursed separately under their own codes.

The decision to reverse the policy was applauded by the Bio-
similars Forum, a group representing biosimilar developers. “The 
Biosimilars Forum is delighted to learn of CMS’ decision, which is a 
huge win for patients,” said President Stacie Phan.

“It’s clear that CMS valued the additional 
thought and analysis provided by the count-
less number of stakeholders who expressed 
concern that the long-term stability of the 
biosimilar market would be jeopardized un-
less they reconsidered its policy.”

GUIDANCE ON CODING  
DETAILS COMING
The agency will issue “detailed” guidance on 
coding in the coming months, including in-

structions for new codes for biosimilars that are currently grouped 
into a common payment code, and on the use of modifiers, CMS says.

Of the three biosimilars currently on the market in the US, two 
that reference Johnson & Johnson’s Remicade– Merck & Co. Inc.’s 
Renflexis (infliximab-abda) and Pfizer Inc.’s Inflectra (infliximab-
dyyb) – currently share a code and would be impacted by the 
change in policy. (Also see “What Renflexis Pricing Says About Medi-
care’s Biosimilars Policy” - Pink Sheet, 27 Jul, 2017.)

CMS’ previous coding policy involved the use of modifiers in addi-
tion to the suffixes required by FDA to help distinguish biosimilars in 
claims data for safety monitoring.

The process of revising biosimilar coding systems is expected to 
take about six months. “Completion of these changes, which will 
require changes to the claims processing systems, is planned to 
occur as soon as feasible, but should not be expected to be com-
pleted by Jan. 1, 2018,” the agency cautions.

“We anticipate that this will be done by mid-2018 and we plan 
to issue instructions using sub-regulatory means, such as change 
requests/transmittals to contractors and the ASP website.”

In an analysis comparing the use of separate and single codes for 
biosimilars, CMS predicts that separate codes will lead to greater 
uptake of biosimilars, more biosimilars on the market, and decreas-
ing (or at least stable) reference product prices after 10 years.

However, the agency notes there is little data so far on the biosimi-
lars market and it may undertake further analysis in this area as the 
market develops. Issues that could be addressed in the future include:

 •  Whether small molecule drug pricing, utilization and models 
apply to biosimilars; 

 •  To what extent experience with nationwide reference pricing, 
such as in Europe, informs Medicare pricing policy; and 

 •  The key parameters for determining the “optimal tradeoff 
between short-run price savings and long-run incentives to 
innovate.”  

Published online November 3, 2017
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US FDA TO SPONSORS:  
No Dice On Appealing Advice Through Dispute Resolution
SUE SUTTER  sue.sutter@informa.com

Drug and biologic product sponsors 
may request higher level review of 
US FDA advice on development 

programs, just not through the agency’s 
formal dispute resolution process.

In a final guidance announced in the 
Federal Register Nov. 6, FDA stands by its 
view, staked out in a September 2105 draft 
guidance, that advice conveyed to spon-
sors in meeting minutes or correspon-
dence is not an appropriate subject for a 
formal dispute resolution request.

That position had drawn objections from 
pharmaceutical industry representatives, 
who argued in comments on the draft 
guidance that FDA was inappropriately 
narrowing the scope of issues that could 
be appealed through dispute resolution.

Although the agency was unswayed, 
the final guidance explains that sponsors 
may approach a higher management level 
to further discuss agency advice in meet-
ings established under the prescription 
and generic drug and biosimilar user fee 
programs.

FDA’s final guidance also makes clear 
that the formal dispute resolution process 
is intended for drug and biologic product 
sponsors and not for nonsponsors.

COMPLETE RESPONSE LETTERS 
STILL APPEALABLE …
The final guidance, “Formal Dispute Reso-
lution: Sponsor Appeals Above the Divi-
sion Level,” explains procedures for re-
solving scientific and medical disputes 
between sponsors and the Center for Drug 
Evaluation and Research (CDER) or the 
Center for Biologics Evaluation and Re-
search (CBER) that cannot be resolved at 
the division level.

Historically, few dispute resolution ap-
peals are granted in full, although sponsors 
often get clarity on a path forward. (Also see 
“If At First You Don’t Succeed, Try Dispute Reso-
lution” - Pink Sheet, 9 Dec, 2013.)

In rare cases, a dispute resolution re-

quest may lead to an advisory committee 
meeting or a sponsor’s preferred outcome. 
(Also see “FDA Reverses Position On Fabre-
Kramer’s Gepirone, Clearing Way For Ap-
proval” - Pink Sheet, 17 Mar, 2016.)

Some companies have used the for-
mal dispute resolution pathway multiple 
times for the same product. PTC Thera-
peutics Inc. twice appealed refusal-to-file 
letters for its muscular dystrophy drug 
Translarna (ataluren). Both appeals were 
denied, and the new drug application 
eventually was filed under protest. (Also 
see “Exondys Revisited? Translarna Brings 
Efficacy Woes Into US Panel Review” - Pink 
Sheet, 26 Sep, 2017.)

Following a negative advisory commit-
tee review of the ataluren NDA, FDA issued 
a complete response letter in October, re-
questing additional clinical data to dem-
onstrate substantial evidence of efficacy. 
(Also see “PTC To Appeal Translarna’s Com-
plete Response Letter From US FDA “ - Pink 
Sheet, 25 Oct, 2017.) During PTC’s Nov. 2 
earnings call, CEO Stuart Peltz said the 
company expected to file a formal dispute 
resolution letter and looked forward “to 
interacting with the Office of New Drugs 
during the course of this appeal.”

Complete response letters are one of 
several regulatory actions identified in the 
final guidance as appropriate for formal 

dispute resolution. Others include: an in-
vestigational new drug application (IND) 
clinical hold; denial of a breakthrough 
therapy designation request; denial of 
a proprietary name review request; and 
refuse-to-receive letter for an abbreviated 
new drug application (ANDA).

… BUT DEVELOPMENT 
PROGRAM ADVICE IS NOT
As in the draft guidance, the final docu-
ment explains that agency communica-
tions such as meeting minutes or general 
advice letters typically include recommen-
dations or advice to a sponsor that general-
ly convey CDER’s or CBER’s current thinking 
on a particular topic and are not appropri-
ate for formal dispute resolution. (Also see 
“Dispute Resolution Strategies: FDA Clarifies 
Which Issues Can Be Appealed” - Pink Sheet, 
21 Sep, 2015.)

“Sponsors are not bound by such rec-
ommendations and/or advice,” the final 
guidance states. “Sponsors can follow the 
advice in meeting minutes or other corre-
spondences, or they can use an alternative 
approach, if the approach satisfies the re-
quirements of the applicable statutes and 
regulations.”

The Pharmaceutical Research and Man-
ufacturers of America (PhRMA) and the law 
firm Hyman Phelps and McNamara had 

Sponsors may approach a 
higher management level to 
further discuss agency advice 
in meetings established  
under the prescription and 
generic drug and biosimilar 
user fee programs.
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both objected that by eliminating the abil-
ity to appeal agency advice on drug de-
velopment programs, the draft guidance 
significantly narrowed the scope of dis-
agreements that can be appealed through 
the formal dispute resolution pathway.

“FDA often communicates decisions of 
great significance to sponsors – particu-
larly essential study design decisions – in 
these letters, even if they are not officially 
binding,” PhRMA’s December 2015 com-
ments on the draft guidance state.

“Excluding these disputes from the FDR 
process significantly narrows its scope in 
a manner that is likely to harm sponsors’ 
ability to gain certainty and a fair hear-
ing during drug development – espe-
cially when a particular division may be 
adamant about its position on a key study 
design issue,” PhRMA said. “Without an 
appeal right, these sponsors will face the 
choice of proceeding with a study design 
‘at risk’ or conducting the study the divi-
sion has demanded, which may be un-
necessarily more burdensome.”

PhRMA also asserted the draft guidance 
was inconsistent with the Prescription 
Drug User Fee Act V (PDUFA V) commit-
ment letter provisions on dispute reso-
lution. The commitment letter includes 
“no limitation on the manner in which a 
dispute must arise for the PDUFA goals to 
apply – and certainly no restriction to reg-
ulatory actions having scientific and/or 
medical significance, nor situations where 
sponsors are bound by FDA’s stated posi-
tion,” PhRMA said.

Hyman Phelps and McNamara said dis-
allowing use of the formal dispute resolu-
tion process for agency advice communi-
cated in meetings and letters would mark 
a “substantive change” in practice.

Although the outcome of an End-of-
Phase II meeting may not be a “regula-
tory action” as that phrase was used in the 
draft guidance, “it is an agreement – or 
lack of agreement – on an important topic 
that may significantly affect development 
of the product at issue,” Hyman Phelps’ 
comments state.

“An inability to appeal through the 
FDR process leaves sponsors with the 
untenable choice set forth in the 2015 
draft guidance: follow the advice in the 

meeting minutes or use an alternative 
approach ‘if the approach satisfies the 
requirements of the applicable statutes 
and regulations,’” Hyman Phelps said, not-
ing that the “key question” is whether the 
sponsor’s alternative approach will meet 
the legal requirements.

MEETING OPPORTUNITIES 
UNDER USER FEE PROGRAMS
Despite the objections raised in public 
comments, the final guidance reiterates 
that advice communicated in meeting 
minutes and other correspondence is 
not a regulatory action taken by CDER or 
CBER and, therefore, is inappropriate for 
formal dispute resolution.

However, the final document explains 
that sponsors may approach the review 
division or the next highest management 
level to further discuss advice provided 
in meeting minutes or other correspon-
dences related to a clinical development 
program outside of a formal dispute reso-
lution request.

The forum for such interactions should 
be meeting opportunities provided un-
der PDUFA, the Biosimilar User Fee Act 

(BsUFA) and the Generic Drug User Fee 
Act (GDUFA).

“For example, sponsors may request a 
Type C guidance meeting under PDUFA, 
a biosimilar biological product develop-
ment (BPD) Type 2 meeting under BsUFA, 
or a meeting under GDUFA with the re-
view division, and request the next high-
est management level be present at the 
meeting (typically in a nondecisional ca-
pacity),” the guidance states.

FDA’s tweaking of the final guidance 
seems unlikely to satisfy those who ob-
jected to the draft guidance provisions.

“In short, I didn’t see the finalized guid-
ance as making any real changes,” said 
Josephine Torrente, a director at Hyman 
Phelps who submitted the firm’s com-
ments on the draft guidance.

DISPUTE RESOLUTION 
RESERVED FOR PRODUCT 
SPONSORS
In the final guidance, FDA clarifies that 
the formal dispute resolution procedures 
are only for sponsors and do not apply 
to other individuals or entities that wish 
to appeal a scientific or medical issue 
regarding an application regulated by 
CDER or CBER.

“Except in unusual circumstances, CDER 
and CBER generally do not intend to ac-
cept requests by nonsponsors for internal 
agency review of a scientific and/or medi-
cal issue regarding an application or sub-
mission,” the agency states in a footnote.

“The agency believes that it is highly 
unlikely that an individual or entity other 
than the sponsor would have access to 
the information necessary to support 
a request for internal agency review of 
these types of decisions,” the guidance 
states. “The agency also believes that it is 
highly unlikely that a nonsponsor would 
be in a position to evaluate any product 
development considerations that may be 
affected by an agency decision for which 
a nonsponsor might wish to request inter-
nal agency review.”

The final guidance also was updated to 
reflect the GDUFA II timelines for reviewing 
disputes involving ANDAs.  

Published online November 6, 2017

“Except in unusual 
circumstances, CDER 
and CBER generally 

do not intend to 
accept requests by 
nonsponsors for 

internal agency review 
of a scientific and/or 

medical issue regarding 
an application or 

submission.”  
– FDA



pink.pharmaintelligence.informa.com November 13, 2017   |   Pink Sheet   |   15

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

FDA Adds ‘Doctor’ To CV Statement For OTC Aspirin 
Labeled With Hearts
MALCOLM SPICER  malcolm.spicer@informa.com

OTC aspirin makers often use cardiovascular imagery on 
packages to attract consumers interested in using the 
products to help reduce chances of a heart attack or 

stroke. FDA now is instructing US marketers to include information 
more pointedly suggesting that these consumers consider first 
seeking physician advice,

In final guidanceannounced Nov. 6, FDA makes clear that it not 
only expects OTC aspirin marketers to include a statement refer-
ring to doctors when package labels include a heart or other im-
age suggesting a CV indication, but also that they bear this specific 
statement: “Talk to your doctor or other healthcare provider before 
using this product for your heart.” A draft issued nine months earli-
er proposed a similar but shorter and more general recommended 
statement, using “Consult your healthcare provider …” rather than 
“Talk to you doctor or other healthcare provider …” (Also see “Aspi-
rin Wearing Hearts On Packages Needs CV Statement, Too – CDER” 
- Pink Sheet, 12 Jan, 2017.)

Issued by FDA’s Center for Drug Evaluation and Research, the 
policy applies to aspirin-containing OTCs with CV-related imagery 
marketed under the tentative final monograph for internal anal-
gesic, antipyretic and antirheumatic OTC drugs. It does not set a 
specific date or period of time for compliance with the policy.

In response to the new final guidance, Bayer AG said it is con-
sidering how it will change labeling currently used for most Bayer 
Aspirin products that includes a statement similar but not identical 
to FDA’s recommended language.

A spokesman for Bayer’s US consumer products business said 
most Bayer Aspirin formulations labeled with CV imagery already 
include the statement, “aspirin is not appropriate for everyone, so 
be sure to talk to your doctor before you begin an aspirin regimen.”

The firm “is currently reviewing the FDA guidance and will con-
sider how to incorporate FDA’s new recommended statement into 
its aspirin labeling,” the spokesman said.

Other firms subject to the guidance also face adding the 15-
word statement in a manner that satisfies FDA, a potential chal-
lenge given limited space on package fronts and other multiple 
information items required there.

The guidance says the recommended statement should appear 
in reasonable proximity to the CV-related imagery and with simi-
lar prominence in at least 6-point type size font on the principal 
display panel. It also states that it does not address alternative lan-

guage, other health imagery or other CV claims on consumer-di-
rected label or labeling that “may otherwise misbrand the product.”

Potential side effects from long-term aspirin therapy prompted 
the agency to recommend that any CV-related imagery on OTC as-
pirin labels be paired with a statement that reminds consumers to 
talk to doctors or other health care providers before using aspirin 
for the professional indication of secondary prevention of cardio-
vascular diseases, the guidance says.

“More specifically, FDA does not intend to take action against 
manufacturers of single-ingredient aspirin, buffered aspirin, and 
aspirin in combination with an antacid, marketed pursuant to the 
TFM for IAAA Drug Products because the product label includes 
cardiovascular-related imagery such as the heart image, if the label 
also includes the” statement printed in the guidance, CDER says.

In addition to hearts, CV-related imagery displayed on some 
OTC aspirin principal display panels include electrocardiography 
graphics and stethoscopes around heart images. Aspirin’s indica-
tion for the secondary prevention of CV events, such as recurrent 
heart attack or ischemic stroke, is approved only under the direc-
tion of a physician.

OTC aspirin products that do not include cardiovascular-related 
imagery on PDPs are not subject to the guidance.  

From the editors of the Tan Sheet. Published online November 6, 2017

Firms subject to the guidance face 
adding the 15- word statement 
in a manner that satisfies FDA, a 
potential challenge given limited 
space on package fronts and multiple 
information items required there.

WE HAVE AN ONLINE PAGE FOCUSED 
ON THE CONSUMER DRUGS SECTOR. 

https://pink.pharmaintelligence.informa.com/consumer-drugs
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LOST IN TRANSLATION:  
Rx Drug Used Where OTC Hydrocortisone Belongs
MALCOLM SPICER  malcolm.spicer@informa.com

A manufacturer in China incorrectly 
translated ingredient names and 
“always” has used the Rx corticoste-

roid dexamethasone in a drug distributed 
in the US as an OTC hydrocortisone topical, 
according to FDA.

The product made by Zhanjiang Jimin 
Pharmaceutical Co. Ltd., of Guangdong, 
China, was distributed in the US by Lucky 
Mart Inc. under the brand Piyanping Anti-
Itch Lotion and has been on recall since 
Aug. 30. FDA assigned its most urgent re-
call classification, for products that pose 
reasonable probability of serious adverse 
health consequences or death, to the Pi-
yanping Anti-Itch recall, the agency’s recall 
database indicates.

In a warning letter published Nov. 7, the 
Office of Manufacturing Quality in the Of-
fice of Compliance of FDA’s Center for Drug 
Evaluation and Research said during a May 
inspection of Zhanjiang Jimin Pharmaceu-
tical’s plant, investigators questioned the 
firm about a discrepancy between labeled 
active ingredients and finished product 
testing records for the hydrocortisone-
labeled product.

“They were told that there was a trans-
lation mistake where firm management 
had thought hydrocortisone was the 
same material as dexamethasone. Your 
firm further explained that they had al-
ways purchased dexamethasone acetate 
for use in Piyanping Anti-Itch Lotion and 
had never purchased hydrocortisone API,” 
the letter states.

However, dexamethasone is not includ-
ed in any OTC drug monograph for any 
indication, including external analgesic 
antipruritic uses, and FDA is not aware of 
evidence a product with the same formu-
lation as Piyanping Anti-Itch Lotion is oth-
erwise eligible for inclusion in ongoing 
monograph rulemakings.

Zhanjiang Jimin Pharmaceutical re-
ceived from FDA a National Drug Code 
number needed to market the product in 

April 2011. Piyanping Anti-Itch labeling 
includes Mandarin language characters as 
well as English text, indicating the product 
is targeted for an immigrant community.

According to FDA’s Orange Book, dexa-
methasone-containing Rx ointments are 
ophthalmic treatments, used for steroid-
responsive inflammatory ocular conditions 
for which a corticosteroid is indicated and 
where bacterial infection or a risk of bacte-
rial ocular infection exists. The ingredient 
also is available Rx in oral delivery formats.

In its announcement of the recall fol-
lowing FDA’s inspection of Zhanjiang 
Jimin Pharmaceutical, Lucky Mart said 
multiple-daily uses of a dexamethasone-
containing topical could cause serious 

side effects including whitening or thin-
ning skin; adrenal suppression such as 
high blood sugar, weakened immunity, 
electrolyte imbalances, emotional labil-
ity and slowing of growth in children; 
and glaucoma and cataracts. The South El 
Monte, Calif., firm said it had not received 
any reports of adverse events related to 
the product.

GMPS AT CORE OF PROBLEM
FDA advised Zhanjiang Jimin Pharmaceu-
tical that using dexamethasone as the ac-
tive pharmaceutical ingredient rather than 
hydrocortisone is an indication of good 
manufacturing practices problems. The er-
ror showed the firm did not have adequate 
quality control unit for approving or reject-
ing ingredients and all other components 
that make up a drug product manufactur-
ing process, CDER’s OMQ said in the letter 
submitted Oct. 30.

Additionally, although Zhanjiang Jimin 
Pharmaceutical recalled all lots of the non-
compliant drug product distributed to the 
US, FDA is not confident the mistake will 
not recur.

“You have not provided details of an 
investigation of the failure of your quality 
unit and your action plan to prevent recur-
rence. You also have not provided details 
of an evaluation to ensure all the drug 
products you released for distribution to 
the US were manufactured with appropri-
ate components,” the letter states.

Another GMP problem at Zhanjiang Ji-
min Pharmaceutical was the absence of 
appropriate laboratory determination of 
satisfactory conformance to final specifi-
cations for a drug product, for each batch. 
“Testing your active ingredients is essential 
to ensuring the drug products you manu-
facture meet their established specifica-
tions for chemical attributes they purport 
to possess,” FDA advises the firm.

Additionally, Zhanjiang Jimin Pharma-
ceutical was noncompliant with the drug 

FDA advised the company 

that using dexamethasone 

as the active 

pharmaceutical ingredient 

rather than hydrocortisone 

is an indication of good 

manufacturing practices 

problems. 
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GMP requirement to establish adequate 
written procedures for production and 
process control designed to assure that 
the drug products its manufactures have 
the identity, strength, quality and purity 
they purport or are represented to possess

FDA recommended Zhanjiang Jimin 
Pharmaceutical retain a regulatory con-
sultant to guide its remediation into GMP 
compliance. In addition to providing insuf-
ficient information on its recall procedures, 
the firm’s Aug. 16 response to FDA’s findings 
did not convince the agency that it has:

 • quality control test methods and speci-
fications to analyze each drug batch 
prior to a batch release decision, in-
cluding chemical and microbial quality 
attributes;

 • “a clear commitment” to testing prod-
ucts for identity and strength of active 
ingredients and all other appropriate 
quality attributes, including total count 
and objectionable microorganisms;

 • specific timelines for process perfor-
mance qualification for each products 
and a detailed summary of its ap-
proach for routinely monitoring intra-
batch and inter-batch variations.

Piyanping Anti-Itch Lotion also was 
misbranded because with the API dexa-
methasone, it is not indicated for its la-
beled use, “Temporarily relieves itching 
associated with minor skin irritations, in-
flammation, & rashes.”

OTC drugs intended for the relief of itch-
ing and other external analgesic uses are 
available under a tentative final monograph 
as FDA evaluates their classification as gen-
erally recognized as safe and effective.

The FDA warning to Zhanjiang Jimin 
Pharmaceutical is one of a spate of drug 
GMP warning letters to foreign manu-
facturers in recent months, particularly 
to firms in Asia. Of FDA’s 110 drug GMP 
warning letters in 2016, 29 went to firms 
in Asia, most of them in China and India. 
(Also see “FDA Hits Two More Asian Firms 
With Drug GMP Warning Letters” - Pink 
Sheet, 20 Sep, 2017.)  

From the editors of the Tan Sheet.  
Published online November 8, 2017

‘Not Enough Time’ To Transfer All 
Marketing Authorizations In Case 
Of ‘No-Deal’ Brexit, says EFPIA
IAN SCHOFIELD  ian.schofield@informa.com

Almost half of the member compa-
nies of the European pharmaceu-
tical industry federation, EFPIA, 

expect delays to trade in medicines if the 
UK leaves the EU without a deal and falls 
back on World Trade Organization rules.

In such an event there would not be 
enough time in the period to the March 
2019 Brexit date to transfer up to 12,000 
European marketing authorizations 
held in the UK, and thousands of review 
months would be required to move batch 
release activities out of the UK. Moreover, 
half of the 1,500 clinical trials underway in 
the EU with a UK-based sponsor will still 
be ongoing by the Brexit date.

These are just a few of the alarming sta-
tistics to emerge from a survey conducted 
by EFPIA among its members. Concerns 
about trade, marketing authorizations, 
and other regulatory implications of Brexit 
have already been widely aired (Also see 
“Massive Reallocation of UK Rapporteur-
ships Likely As EMA Plans For Future; UK’s 
Interim Role Uncertain” - Pink Sheet, 11 May, 
2017.) but the survey results serve to put 
some flesh on the bones.

The survey’s results underline “the 
sheer scale and importance of the medi-
cines issues that must be addressed as 
part of the Brexit discussions in order to 
protect public health,” EFPIA said.

Stressing the need for urgent action 
on some form of regulatory collabora-
tion agreement post-Brexit, the federa-
tion’s director general, Nathalie Moll, said 
the UK and the EU “cannot afford to wait 
any longer to ensure that the necessary 
cooperation on medicines is in place 
from the day the UK leaves the EU.”

To illustrate some of the challenges 
facing the industry in the event of a “no-
deal” Brexit, EFPIA noted that more than 
2,600 finished medicinal products sold 
across the EU have some part of their 
manufacturing process conducted in 
the UK. Around 45 million product packs 
are supplied from the UK to the other 27 
EU and EEA (European Economic Area) 
member states each month, and more 
than 37 million packs travel in the oppo-
site direction.

“In this context, 45% of EFPIA mem-
bers expect trade delays if the UK and 
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Europe fell back to WTO rules,” EFPIA said. 
To prevent these delays, the EU and UK 
“should agree a comprehensive agree-
ment that ensures maximum alignment 
between EU and UK pharmaceutical laws.”

It noted that 400 centrally authorized 
products have a UK legal entity as the mar-
keting authorization (MA) holder, and giv-
en that there are multiple MAs per product, 
a total of 2,400 MAs will need transferring 
to a legal entity in the EU if they are to 
continue being marketed. EFPIA estimates 
that these transfers will take up a total of 
5,000 review months based on a standard 
60-day transfer timeline.

There will also be problems for products 
approved through the decentralized and 
mutual recognition systems in Europe: 
5,800 MAs held by UK legal entities will 
need to be transferred.

There is not enough time between now 
and March 2019 to transfer all these mar-

keting authorizations and “a more flexible 
approach is needed from regulators,” EF-
PIA said.

BATCH RELEASE AND  
CLINICAL TRIALS
Another area where additional costs and 
disruption are inevitable in the event of a 
no-deal Brexit is the need to move batch 
release activities out of the UK. At pres-
ent, according to EFPIA, 60% of its mem-
bers conduct batch release from the UK, 
amounting to a total of 1,300 products 
sent out for EU distribution from UK sites.

Moving these sites would involve some 
4,000 review months based on a 90-day 
standard Type II CMC (chemistry, manu-
facturing and controls) variation time-
line, EFPIA said. It also noted that 40% of 
its member companies believe that their 
qualified person and laboratory capacity 
is insufficient for the retesting of products 

released from the UK, raising the specter of 
shortages and supply disruptions.

On the clinical trials front, a total of 
1,500 studies are currently under way 
in multiple EU countries with the UK as 
sponsor, and half of those will still be on-
going in March 2019, the survey found. 
The figures “underline the importance 
of scientific research collaboration be-
tween the UK and EU. Scientific col-
laboration strengthens the EU’s global 
position in life sciences, attracting global 
life science investment to the EU,” EFPIA 
commented.

“Even in the context of the Brexit ne-
gotiations where all sectors are looking 
for clarity on the future, it is important 
to recognise that the medicines sector is 
different,” Moll stated. “The medicines we 
make impact directly on peoples’ health. 
Securing ongoing cooperation on medi-
cines regulation between the UK and EU 
is the best way of ensuring that patients 
across Europe continue to have access to 
safe and effective medicines.”  

From the editors of Scrip Regulatory Affairs. 
Published online November 7, 2017

Survey underlines “the sheer scale and importance 
of the medicines issues that must be addressed as 
part of the Brexit discussions” – EFPIA

The balance of power behind the prescribing decision is changing: 
payers are ever more in charge. That means that insight into how 
payers make decisions – how they evaluate drugs, one against 
another – will be crucial to any successful drug launch.

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

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

Maximize Your 
Reimbursement Potential

Discover RxScorecard today. 

Visit https://goo.gl/8Q9QWU to review the selection of RxScorecards 
today. Interact with the data. Compare drugs on clinical, safety, 
and economic metrics. See the payer perspective. 
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Recent And Upcoming FDA Advisory Committee Meetings
TOPIC ADVISORY COMMITTEE DATE

Clinical development plan for Pfizer’s Staphylococcus aureus vaccine intended for pre-
surgical prophylaxis in elective orthopedic surgical populations

Vaccines and Related 
Biological Products

Nov. 7

Bayer HealthCare Pharmaceuticals’ ciprofloxacin inhalation powder for reduction of 
exacerbations in non-cystic fibrosis bronchiectasis adult patients (>18 years of age) with 
respiratory bacterial pathogens

Antimicrobial Drugs Nov. 16

Bulk drug substances nominated for inclusion on the Sec. 503A Bulks List and drug 
products nominated for inclusion on the list of drug products that present demonstrable 
difficulties for compounding under Sec. 503A and 503B (“Difficult to Compound List”)

Pharmacy Compounding Nov. 20-21

Discussion of patient selection criteria and clinical trial design features, including accept-
able endpoints, for demonstrating clinical benefit for drugs intended to treat interstitial 
cystitis and bladder pain syndrome. Also discussion of whether bladder pain syndrome 
and interstitial cystitis reflect overlapping or different populations, and whether it is ap-
propriate to assess efficacy in the same way for both conditions

Bone, Reproductive and 
Urologic Drugs

Dec. 7
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