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Suspense Continues Over Formal  
EMA Hosting Criteria, October Decision 
On New Home Likely
IAN SCHOFIELD  ian.schofield@informa.com

T he cities that want to house the Eu-
ropean Medicines Agency when it 
leaves London will officially find out 

the conditions they will need to fulfil when 
the European Council presents the require-
ments at its next meeting on June 22-23.

The criteria will then be formally com-
municated to member states, which it 
seems could have until July or August to 
formalize their candidacies and explain 

why they believe the meet the conditions. 
A final decision on the new location is ex-
pected in October. At least 20 countries 
have shown some degree of interest in be-
ing the agency’s new home.

The candidate cities will have to be able 
to provide, among other things, excellent 
international air links and transport from 
the airport to the agency, accommoda-
tion for thousands of visiting experts, and 

appropriate housing and educational fa-
cilities for employees and their families. 
Good employment opportunities for em-
ployees’ spouses or partners is also likely 
to be a factor.

There were suggestions that the criteria, 
drawn up by the European Commission, 
would be announced on April 29 when 
the Council agreed its Brexit negotiat-
ing guidelines. (Also see “EMA And Brexit: 
Rental Liabilities Could Add €350m To Re-
location Costs” - Pink Sheet, 28 Apr, 2017.)
(Also see “Brexit: UK Could Be Asked To Foot 
EMA Relocation Bill; Bidding Criteria Draft-
ed” - Pink Sheet, 20 Apr, 2017.) This didn’t 
happen. Instead Commission president 
Jean-Claude Juncker and Council presi-
dent Donald Tusk are understood to have 
presented only a short “overall approach” 
to the relocation. As for why the criteria 
were not discussed, a source close to the 
discussions suggested the Council may 
have thought the proper process for send-
ing the criteria to the member states was 
not in place yet, or that the criteria were 
“not ambitious enough.” 

Up to 22 countries are expected to put 
their names forward officially, once the 
criteria are known. It would be then up to 
the General Affairs Council (representing 
member state European affairs ministers) 
to whittle this down to a handful of coun-
tries – probably at the beginning of the 
week of Oct.16 – and then send the result-
ing shortlist to the European Council for a 
final decision at its meeting on Oct. 19-20.

The next Council meeting after that is on 
Dec. 14-15, This would leave it very tight in 
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EU Network Alerts Drug Companies To Legal 
Repercussions Of Brexit
VIBHA SHARMA  vibha.sharma@informa.com

The EU medicines network has issued guidance on some of 
the legal repercussions that drug companies may be faced 
with when the UK leaves the EU and the steps they should 

take to keep their products on the market.
Specifically, companies with centrally authorized and certain na-

tionally authorized products may have to consider changing the 
terms of their marketing authorizations in view of Brexit in order 
to ensure their continuous validity and exploitation. They may also 
have to adapt their processes as some activities – such as those 
relating to pharmacovigilance, batch release, etc – must be per-
formed in the EU or the European Economic Area. Some 350 cen-
trally authorized products are affected.

The UK biotech industry association (BIA) explained to the Pink 
Sheet that the guidance has been published to make companies 
aware of the potential implications of the Brexit negotiations and 
to encourage them to consider what they would need to do to 

terms of there being sufficient time for the 
agency to relocate to its new premises, the 
source told the Pink Sheet. 

Once the new site has been finalized, 
the EMA will have to complete its reloca-
tion before the UK formally leaves the EU 
on April 1, 2019. Given the floor space re-
quired by the agency (some 30-40,000sq 
m), as well as considerations such as spe-
cialized IT and security systems, only cer-
tain buildings will fit the bill. It will have to 
be an existing building as there will not be 
enough time to construct new premises, 
the source suggested.

R&D HEADS CALL FOR RAPID 
DECISION
Like the EMA itself and EU parliamentar-
ians, pharmaceutical industry stakeholders 
are keen for a rapid decision. (Also see “Poli-
tics Could Get In Way Of Quick Decision On 
New EMA Home” - Pink Sheet, 6 Apr, 2017.) 
European industry federation EFPIA and 
19 heads of R&D at major pharmaceutical 
companies in late April published an open 
letter in which they called for a decision “as 

early on as possible”. 
The signatories to the letter include 

heads of research from companies such 
as Amgen, AstraZeneca, GlaxoSmithKline, 
Novartis, Pfizer, Roche, Sanofi and Teva. For 
more than two decades, they wrote, “EU 
member states have benefitted from and 
relied upon the critical work undertaken 
by the EMA in relation to the approval of 
new medicines, pharmacovigilance and 
safety monitoring activities.”

No punches are pulled in the letter. It is, 
the signatories said, “a stark and alarming 
reality that such fundamental activities 
would undoubtedly be impeded were the 
operations of the agency to be disrupted 
as a result of the United Kingdom’s exit 
from the EU. To put it concisely: in the 
event of obstruction or failure, Europe pos-
sesses no backup option.”

They said that the Council’s deliberations 

on the agency’s future location needed 
to be conducted “on the basis of very es-
sential criteria and put for decision as early 
on as possible, preferably at its meeting in 
June this year.”

The signatories also called for “appropri-
ate transition arrangements” to be put in 
place to allow the agency’s work to con-
tinue while the relocation is taking place.

If there were no rapid resolution on the 
future location of the EMA, or if the site 
chosen did not meet the “minimum pre-
requisites”, the quality of the agency’s work 
and the future of the EU regulatory network 
would be placed in jeopardy, they said. “The 
extent of the severe and significant negative 
repercussions for public and animal health 
in Europe would be indeterminable.”  

From the editors of Scrip Regulatory Affairs. 
Published online May 2, 2017

CONTINUED FROM COVER “ In the event of obstruction or failure, Europe 
possesses no backup option.”  
– EFPIA and industry R&D chiefs

E M A

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

Drug companies formally 

told to prepare for legal  

implications of Brexit.
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keep their products on the market in the EU if the UK fails to reach 
an agreement with the EU on medicines regulation.

Although the terms of the UK’s departure have yet to be de-
cided, the EU medicines network has started preparatory work on 
the basis of the scenario that foresees that the UK will no longer 
participate in the work of the EU medicines regulatory system as 
of March 30, 2019. (Also see “EMA And Brexit: Rental Liabilities Could 
Add €350m To Relocation Costs” - Pink Sheet, 28 Apr, 2017.)

To explain the implications of this scenario, the European Com-
mission and the European Medicines Agency have jointly issued 
a notice affecting centrally authorized medicines. Separately, the 
EU co-ordination group for mutual recognition and decentralized 
procedures – human (CMDh) has issued a notice relating to nation-
ally authorized medicines. 

356 CENTRALLY AUTHORIZED PRODUCTS 
AFFECTED
The notices explain that under the EU medicines legislation, the 
marketing authorization holders of centrally and nationally autho-
rized human medicines should be established in the EU/EEA. Once 
the UK leaves the EU, it will be regarded as a “third country” and af-
fected companies will have to file a variation application to change 
the terms of their marketing authorization in order to remain com-
pliant with the law.

The EMA told the Pink Sheet that, as of March 2017, there were 
356 human medicines that had been centrally authorized for 
which the marketing authorization holders were established in UK.

To avoid disrupting the continuous supply of medicines, market-
ing authorization holders are being advised to act “sufficiently in 

advance” on this front. Specifically, companies are being advised to 
“prepare and proactively screen” all their marketing authorizations 
and to check the need for any changes. “The necessary transfer or 
variation requests will need to be submitted in due time consider-
ing the procedural timelines foreseen in the regulatory framework,” 
the joint notice states.

With respect to medicinal products authorized through the decen-
tralized procedure, the CMDh has amended its existing procedures 
to allow companies to remove the UK as the reference member state 
(RMS). Companies can now ask request the RMS to be changed by cit-
ing that “the RMS has triggered Article 50 of the Treaty on the Europe-
an Union.” To enable the switch, the MAH will need to ensure there is 
agreement with both the current and future RMS. Also, switches can 
only be performed when no pending procedures are outstanding. 

Meanwhile, the UK has told the CMDh that it will complete as-
sessments of all marketing applications for which it is acting as the 
RMS and which have not been finalized by the time the Article 50 
negotiations are completed.

The commission, the EMA and the CMDh observed that prepar-
ing to deal with the implications of Brexit is as much the responsi-
bility of private companies as it is of EU and national administra-
tions. To help drug companies deal with this, they plan to issue a 
series of Q&As. The EMA has already created a dedicated webpage 
on the implications of Brexit, which, it says, will be updated with 
further practical information and relevant Q&As where necessary. 
The CMDh also intends to set up a new webpage on this topic.

The BIA, for its part, said it would continue to make its member 
companies aware of guidance from both the EMA and the UK regu-
lator, the MHRA, throughout the Brexit negotiation process “to en-
sure a smooth transition for UK biotech companies who provide 
vital treatments to patients in the UK and Europe.” The industry 
expects further guidance to emerge as the Brexit negotiations 
progress.

The BIA’s head of regulatory affairs, Christiane Abouzeid, said that 
the UK continues to have the best environment and science base in 
Europe for discovering and developing new, innovative medicines, 
“and we look forward to working with the UK Government via its in-
dustrial strategy to ensure that this remains so as we leave the EU.”  

From the editors of Scrip Regulatory Affairs. Published online May 4, 2017

The UK will complete the assessment 
of all marketing applications for 
which it is acting as the reference 
member state and which have not 
been finalized by the time the Article 
50 negotiations are completed.
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Will UK’s Unloved Cancer Drugs Fund  
Become An Election Issue?
STEN STOVALL  sten.stovall@informa.com

British politicians are jockeying for 
votes ahead of the historic June 8 
general election, with funding for the 

UK’s ailing National Health System a key 
topic. That issue might now include the 
controversial Cancer Drugs Fund after an 
analysis by UK experts panned it as a “huge 
waste” of public money.

The study said the Cancer Drugs Fund 
– set up in 2010 – spent more £1.2bn 
($1.55bn) and ‘failed to deliver meaningful 
value to patients and society and may have 
resulted in patients suffering unnecessarily 
from toxic side effects of the drugs.” It also 
said lack of follow-through during the ex-
ercise represented a major lost opportuni-
ty to understand how the medicines work 
in the real world.

Published in the Annals of Oncology 
journal, the study looked at 29 cancer 
medicines approved for funding by the 
fund in January 2015 for 47 specific cancer 
conditions and found that of these indica-
tions, only 18, or 38%, were based on data 
showing the drugs were likely to help pa-
tients live longer. 

One of the biggest failings was that no 
data on the outcome of patients access-
ing the fund are available. Basic informa-
tion on date of treatment cessation, side 
effects, deaths after 30 days of treatment, 
and date of death or relapse was supposed 
to have been collected by April 2012. But 
even after it became mandatory to collect 
these data in 2014, 93% of outcome data 
were incomplete for 2014-2015, the study 
authors said.

The cancer fund was promised by the 
Conservatives during the 2010 election 
campaign under former Prime Minister Da-
vid Cameron, amid worries cancer patients 
were not always getting access to the lat-
est medicines. Around 100,000 patients 
were treated with therapies under the 
scheme, then operated separately to the 
normal National Health Service (NHS) pro-
cess for assessing the cost-effectiveness of 

new medicines. The fund operated from 
2010 to 2016. It has since been revamped 
and is currently run in its new form by the 
country’s health technology assessment 
agency, the National Institute For Health 
and Clinical Excellence (NICE).

During the initial fund’s period of op-
erations, the average overall survival gain 
was just over three months, but it ranged 
from barely six weeks up to 15.7 months, 
the report said.

When other factors such as quality of 
life, and toxic side effects of the drugs were 
considered as part of criteria developed by 
oncologists to measure value to patients, 
then most of the drugs failed to show any 
meaningful clinical benefit, according to 

the study, released April 28 and conducted 
by researchers led by Dr Ajay Aggarwal, 
academic clinical oncologist at London 
School of Hygiene & Tropical Medicine, 
and Professor Richard Sullivan, director of 
the Institute of Cancer Policy, King’s Col-
lege London.

Responding to the report’s finding, Bar-
oness Delyth Morgan, chief executive at 
the charity Breast Cancer Now, said the 
Cancer Drugs Fund had been beneficial 
to many patients, “offering significant and 
precious extra time with their loved ones. 
But breast cancer patients are as disap-
pointed as anyone that the major oppor-
tunity to collect real-world evidence on 
these drugs through the Fund has been 

“Breast cancer patients are as disappointed  
as anyone that the major opportunity to collect 
real-world evidence on these drugs through the 

fund has been inexcusably missed.”  
– Breast Cancer CEO Baroness Delyth Morgan
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inexcusably missed.”
The Association of the British Pharma-

ceutical Industry (ABPI), which in the past 
has been very critical of the Cancer Drugs 
Fund, cautioned against too tabloid an as-
sessment of the initiative, adding that the 
jury remains out on its effectiveness.

“Sensationalist and misleading headlines 
do nothing to help ease the misery faced by 
cancer patients. The authors acknowledge 
that no real world comprehensive outcomes 
data has been collected or published by 
the NHS on cancer drugs fund medicines to 
substantiate the claims,” said Paul Catchpole, 
value and access director at the ABPI, mean-
ing that without such collated real world 
information no conclusions can be made of 
the effectiveness of drugs that were made 
available by the Fund.

Catchpole added: “it is interesting to 
note that a majority of the medicines 
which were funded by the Cancer Drugs 
Fund are now going on to be approved 
by NICE for routine use on the NHS. Un-
dergoing this process has reaffirmed the 
clinical benefit of these medicines for can-
cer patients.”

NICE oversees the new Cancer Drug Fund, 
but as it’s a public body the HTA declined to 
comment on the study, due to the current 
national election campaign. “We’re in pur-
dah until June 9, essentially, and therefore 
cannot say anything on this,” a spokesperson 
for the HTA told the Pink Sheet.

Drug pricing and health care provision 
was a hot topic during the US presidential 
election last year. The critical report on the 
CDFreceived wide play in the general UK 
media the day it was released.

Speaking on BBC radio, Breast Cancer 

Now’s Morgan said “this kind of research is 
really important and it’s really important to 
have a debate now about having learned 
from the past Cancer Drugs Fund, what we 
need to do for the future because we’ve 
now got a situation where patients with life 
threatening cancer are caught in the middle 
of a big debate. The Cancer Drug Fund was 
a sticking plaster (band-aid) but one of the 
promises at the time was that there would 
be data collection and there would be eval-
uations, so that when it comes to learning 
from the scheme, we’d be in a better posi-
tion. That hasn’t happened.”

She voiced concern about the current 
fund, which is controlled by NICE. “I’m still 
really concerned that it’s still not flexible 
enough to deal with the new innovations 
coming down the track. What I want to see 
is a system where in the future we can get 
a good deal for the taxpayer and for the 
patient so that the NHS can afford to make 
these innovative treatments available.”

She said that the ideal solution would 
be an overall system that doesn’t separate 
out of the provision of different types of 
medicines.

“Yes cancer is at the forefront of drug dis-
covery but the hope would be that it’s not 
just cancer patients but that these drug 

discoveries would benefit all patients so 
you need a system that can work for all pa-
tients. I think the PPRS system – the phar-
maceutical pricing scheme -–does give us 
an opportunity.

“What we need is the Department of 
Health and the pharma industry and the 
NHS to sit down and do a really good and 
tough deal for patients and put a cap on 
drug spending. What we need is a deal that 
can give access to patients in the way that 
they do in France, in Germany, and in other 
countries. It is possible. But we’ve got to use 
the purchasing power of the NHS to do that.”

Morgan said British voters, in her view, 
would support increased investment in 
healthcare.

“I think that’s what the public would 
want. But it’s got to come from the govern-
ment,” she said.

“The government must drive the deal, 
and I think they can do it. And we’ve got 
the great incentive now of going through 
Brexit. We really need to have a thriving life 
sciences industry, so let’s put all those fac-
tors together and get a really good deal for 
patients and the NHS.”  

From the editors of Scrip Regulatory Affairs. 
Published online May 1, 2017
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Breakthrough Products Dominate 2017 Novel Agent 
Approvals At US FDA
BRIDGET SILVERMAN  bridget.silverman@informa.com

Products awarded FDA’s breakthrough 
therapy designation account for half 
of the novel agents approved by FDA’s 

Center for Drug Evaluation and Research in 
2017 after the clearance of three BTD drugs 
in two days: Novartis AG’s Rydapt and Ariad 
Pharmaceuticals Inc.’s Alunbrig, both on-
cologics, on April 28 and BioMarin Phar-
maceutical Inc.’s orphan inherited disease 
therapy Brineura on April 27. 

CDER’s novel approvals count for 2017 
stands at 18 new drugs and therapeu-
tic biologics, including Rydapt, Alunbrig, 
Brineura, and a standard review novel 
biologic also approved on April 28, Radius 
Health Inc.’s osteoporosis therapy Tymlos. 

Nine of those novel approvals carry break-
through designations. The 50% BTD rate in 
the 2017 novel agent cohort dramatically 
illustrates the popularity of the still-young 
program. In 2016, breakthroughs accounted 
for 32% of novel approvals. (Also see “Novel 
Approvals Were Fewer But Faster At US FDA In 
2016” - Pink Sheet, 2 Jan, 2017.)

(Keep track of BTD awards with the FDA 
Performance Tracker’s Breakthrough Therapy 
Designations chart. The Novel CDER Approv-
als chart provides information on new agents 
and their regulatory designations. Both are 
online at pink.pharmamedtechbi.com)

The two oncologic new molecular enti-
ties, Rydapt (midostaurin) and Alunbrig 
(brigatinib), are both kinase inhibitor tar-
geted therapies. 

Rydapt carries two indications, for use 
in combination with chemotherapy for 
newly diagnosed acute myeloid leukemia 
(AML) patients who have an FLT3 mutation 
(the indication awarded the BTD) and for 
group of rare blood disorders including ag-
gressive systemic mastocytosis and mast 
cell leukemia.

Alunbrig (brigatinib), which was a pipe-
line centerpiece of Takeda Pharmaceuti-
cal Co. Ltd.’s acquisition of Ariad, received 
accelerated approval for its BTD claim in 
ALK-positive non-small cell lung cancer 

patients who have progressed on or are 
intolerant to crizotinib. 

Read the full article here
BioMarin’s Brineura (cerliponase alfa) is 

an enzyme replacement therapy for neu-
ronal ceroid lipofuscinosis type 2 (CLN2), 
a rare inherited disorder that primarily af-
fects the nervous system. Nervous system 
disorders have a high profile in the 2017 
approvals class, with six new agents.

Radius’ Tymlos (abaloparatide) is a new 
bone-building agent for postmenopausal 
women with osteoporosis who are at high 
risk for fracture.

CDER also approved Inspirion Delivery 
Sciences LLC’s RoxyBond, the first abuse-
deterrent formulation of an immediate-re-
lease opioid, a new once-monthly regimen 
for Sanofi and Regeneron Pharmaceuti-
cals Inc.’s PCSK9 inhibitor Praluent, and an 
oral solution formulation of methotrexate 
from pediatric specialist Silvergate Phar-
maceuticals.

FDA’s Center for Biologics Evaluation and 
Research produced a rare approval as well, 
clearing a second indication for Sanofi’s 
immunoglobulin G Thymoglobulin almost 
20 years after the first. 

Santen Pharmaceutical Co. Ltd. pro-
vided the only new drug application (NDA) 
submission news of the week, announcing 
FDA’s acceptance of its intravitreal siroli-
mus formulation. 

FDA’S 10TH RARE PEDIATRIC 
DISEASE PRIORITY VOUCHER 
GOES TO BIOMARIN FOR 
BRINEURA
BioMarin’s Brineura joined the small but 
growing group of products that have 
earned a rare pediatric disease priority 
review voucher from FDA. The enzyme re-
placement therapy’s April 27 approval 
made it the tenth product to receive the 
voucher for developing a rare pediatric 
disease treatment.

Brineura is the first product approved 
by FDA to slow the loss of ambulation in 
symptomatic pediatric patients three years 
of age and older who have late infantile 
CLN2, also known as tripeptidyl pepti-
dase-1 (TPP1) deficiency. CLN2 is one of a 
group of disorders collectively known as 
Batten disease or neuronal ceroid lipofus-
cinoses. About 20 children are born in the 
US with CLN2 disease each year; the dis-
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ease is typically fatal by age six.
Brineura’s development is the latest ex-

ample of how FDA extends regulatory flex-
ibility to products for serious unmet needs 
for orphan conditions. The approval is 
based on one single-arm trial that treated 
23 patients ages three to eight. Results on 
a CLN2 clinical rating scale were compared 
with 42 untreated patients from an inde-
pendent natural history cohort.

Brineura patients had a slower decline in 
walking ability than patients in the natural 
history cohort. “Brineura-treated patients 
not having a decline by 96 weeks were 13 
times the odds of natural history cohort pa-
tients not having a decline,” labeling reports.

Brineura labeling indicates that issues 
with the rating scale limited comparisons 
to the motor domain of the rating scale. 
“Due to the inability to establish compa-
rability for the CLN2 Language domain 
ratings between the clinical study with 
extension and the natural history cohort, 
efficacy of Brineura for the Language do-
main cannot be established,” the label 
notes. BioMarin in the past reported that 
15 of 23 patients on Brineura saw no de-
cline based on the combined motor and 
language domain rating. (Also see “BioMa-
rin’s Cerliponase Alfa Data Support Mid-Year 
Submissions” - Scrip, 4 Mar, 2016.)

Brineura’s approval by FDA came just 
days after the European Medicines Agen-
cy’s Committee for Medicinal Products for 
Human Use recommended full approval 
of a marketing authorization under excep-
tional circumstances on April 21. (Also see 
“BioMarin Could Launch Brineura Concur-
rently In US And Europe” - Scrip, 24 Apr, 2017.)

The European and US applications 
are based on the same clinical data, but 
CHMP recommended approval for CLN2 
patients of all ages, while FDA defined 
Brineura’s indication by the age group 
enrolled in the trial, patients at least three 
years old. (Also see “BioMarin Expects 30% 
Markdown For Orphan Pediatric Drug Bri-
neura” - Scrip, 28 Apr, 2017.) FDA’s approval 
requires BioMarin to conduct a clinical 
trial evaluating short-term safety of Bri-
neura in patients younger than two years 
old. Another post-marketing requirement 
calls for a long-term observational post-
approval safety study. 

RADIUS’ TYMLOS BECOMES 
SECOND ANABOLIC 
OSTEOPOROSIS AGENT TO 
CLEAR FDA
The questions from FDA that prompted 
an extension of the user fee goal for Tym-
los (abaloparatide) did not require the 
full three-month extension to resolve, as 
agency cleared the drug on April 28 – two 
months in advance of the extended June 
30 user fee goal.

Radius said Tymlos, a once-daily subcu-
taneous injection for treatment of post-
menopausal osteoporosis (PMO), would 
be available in the US in June. Tymlos could 
benefit from reaching the market before a 
potential competitor from Amgen Inc., the 
anti-sclerostin antibody Evenity (romoso-
zumab), which has a July 19 user fee goal 
date. (Also see “Radius Reveals Abalopara-
tide Delay, After Playing Up Launch Readi-
ness” - Scrip, 10 Mar, 2017.)

Both Tymlos and Evenity are anabolic 
agents that work to build bone. While the 
osteoporosis market is crowded, FDA has 
only approved one other anabolic drug for 
PMO, Eli Lilly & Co.’s Forteo (teriparatide), 
which is facing patent expiration in 2019. 
Both Forteo and Tymlos are analogs of hu-
man parathyroid related peptide. 

Like Forteo, Tymlos carries a black box in 
labeling warning of risk of osteosarcoma 
based on animal findings. Additionally, 
“cumulative use of Tymlos and parathy-
roid hormone analogs (e.g. teriparatide) 
for more than two years during a patient’s 
lifetime is not recommended,” the black 
box concludes. However, while Forteo is 
subject to a Risk Evaluation and Mitigation 
Strategy to mitigate osteosarcoma risk, 
including communication to healthcare 
professionals, Tymlos only comes with a 
medication guide.

Efficacy of Tymlos was shown by the AC-
TIVE trial, a Phase III study that treated 2,463 
patients with abaloparatide or placebo for 
18 months. (Also see “Will Radius Health’s 
Abaloparatide Data Do The Trick In Osteo-
porosis?” - Scrip, 18 Aug, 2016.) The BLA also 
included an extension trial, ACTIVExtend, 
that allowed patients who completed AC-
TIVE to receive up to 24 additional months 
of open-label alendronate. 

Tymlos was associated with an 86% 
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decline in relative risk of new vertebral frac-
tures in the ACTIVE trial, and a 43% decrease 
in nonvertebral fractures, Radius said. “The 
absolute risk reductions were 3.6% and 
2.0%, respectively,” the company added.

INSPIRION’S ROXYBOND 
BECOMES FIRST ABUSE-
DETERRENT IMMEDIATE-
RELEASE OPIOID
FDA approved Inspirion’s RoxyBond (oxy-
codone) with labeling describing the 
formulation’s deterrence of abuse by in-
tranasal and intravenous routes of abuse 
on April 20. While FDA has cleared nine 
extended-release opioid with abuse-
deterrence claims, RoxyBond is the first 
immediate-release abuse-deterrent for-
mulation (ADF). As such, RoxyBond is 
not part of the REMS covering the ER and 
long-acting opioids.

RoxyBond’s REMS vacation is not likely 
to last long, however. FDA is planning to 
update REMS requirements for opioids 
and intends to require REMS for IR prod-
ucts as well. (Also see “RoxyBond Clears US 
FDA With Abuse-Deterrent Properties, But 
No REMS Yet” - Pink Sheet, 27 Apr, 2017.)

RoxyBond labeling describes the prod-
uct as “formulated with inactive ingredi-
ents that make the tablet more difficult to 
manipulate for misuse and abuse even if 
the tablet is subjected to physical manip-
ulation and/or chemical extraction.” Roxy-
Bond tablets have increased resistance to 
cutting, grinding and crushing, and when 
subjected to solvents, the product “forms 
a viscous material that resists passage 
through a needle.”

SANOFI’S PRALUENT EXPANDS 
DOSING FLEXIBILITY
FDA approved a once-monthly dosing 
option for patients taking Sanofi and 
Regeneron’s PCSK9 inhibitor Praluent 
(alirocumab) on April 25. Labeling notes 
that the new regimen is “for patients 
who prefer less frequent dosing.”

Praluent is one of the two LDL cho-
lesterol-lowering PCSK9 inhibitors ap-
proved by FDA in 2015 for subcutaneous 
injection every two weeks. The other, 
Amgen’s Repatha (evolocumab), added a 
once-monthly option in July 2016. (Also 

see “Repatha Monthly Dose Approved 
With On-Body Pushtronex System” - Scrip, 
11 Jul, 2016.)

Praluent is available in two dosage 
strengths, 75 mg and 150 mg. For month-
ly dosing, Praluent must be administered 
by two 150 mg injections at two different 
injection sites using the drug’s pre-filled 
pen injector, which delivers the drug “in 
20 seconds or less,” Sanofi said. Repatha’s 
once-monthly dose is delivered over 
nine minutes using the Pushtronex on-
body infusion system. 

SANOFI’S THYMOGLOBULIN 
ADDS KIDNEY TRANSPLANT 
REJECTION CLAIM
Sanofi’s immunoglobulin G Thymoglobu-
lin received its second indication, prophy-
laxis of acute kidney transplant allograft 
rejection, on April 21. The anti-thymocyte 
globulin (rabbit) was first approved on 
Dec. 30, 1998 for treatment of acute rejec-
tion in renal transplant patients in con-
junction with immunosuppression.

Sanofi’s Genzyme Corp. submitted the 
sBLA for the kidney transplant indication 
in December 2015, but received a com-
plete response letter (CRL) on Oct. 20, 
2016, FDA approval documents report. 
The CRL described “no deficiencies iden-
tified other than the labeling changes 
necessary to comply with the physician 
labeling rule,” the agency noted, and 
Genzyme submitted a Class 1 response 
on Feb. 21, 2017. 

Thymoglobulin was compared with 
an anti-interleukin 2 receptor (anti-IL-2R) 
monoclonal antibody two non-inferiority 
trials in patients receiving solitary kid-
ney transplants. The Phase II Study 1010 
compared Thymoglobulin to induction 
with Novartis’ Simulect (basiliximab) in 
278 high-risk recipients; the TAXI-2009 
trial compared Thymoglobulin with an-
other anti-IL-2R antibody, Roche’s now-
discontinued Zenapax (daclizumab), in 
230 high-risk patients undergoing repeat 
kidney transplantation. 

In a pooled analysis, “the treatment fail-
ure rate in the Thymoglobulin group was 
25.1% compared with 36% in the control 
group,” FDA said, satisfying the pre-speci-
fied non-inferiority margin of 10%.

SILVERGATE EXTENDS 
PEDIATRIC ORAL SOLUTION 
LINE WITH XATMEP APPROVAL
Silvergate’s Xatmep is the first oral solution 
formulation of the commonly used folate 
analog methotrexate, making the drug 
easier to use in pediatric patients. FDA ap-
proved Xatmep on April 25 for two indica-
tions: treatment of pediatric patients with 
acute lymphoblastic leukemia (ALL) as part 
of a combination chemotherapy mainte-
nance regimen and for management of 
pediatric patients with active polyarticu-
lar juvenile idiopathic arthritis (pJIA) who 
are intolerant of or had an inadequate re-
sponse to first-line therapy.

Xatmep “was developed, primarily, to 
meet the need for a ready-to-use, 2.5 mg/
mL, methotrexate oral solution for treat-
ment of pediatric patients,” Silvergate said. 
The company specializes in pediatric medi-
cations. FDA has approved two Silvergate 
formulations of the ACE inhibitor enalapril 
under the name Epaned. Epaned oral so-
lution was approved in September 2016, 
joining the powder for oral solution formu-
lation of Epaned approved in 2013. (Also 
see “FDA OK’s Silvergate’s Epaned; new ped 
hypertension option “ - Scrip, 14 Aug, 2013.)

SANTEN EYES UVEITIS  
MARKET WITH INTRAVITREAL 
SIROLIMUS NDA
FDA has assigned a Dec. 24, 2017 user fee 
goal date for Santen’s DE-109, an intravitre-
al formulation of the mTOR inhibitor siroli-
mus for treatment of non-infectious uveitis 
of the posterior segment (NIU-PS) the oph-
thalmology specialist announced April 25.

Santen’s intravitreal sirolimus holds 
an orphan drug designation for NIU-PS, 
a progressive and chronic inflammatory 
disease of the eye. The company touts its 
SAKURA program as “the largest Phase III 
global clinical program to date evaluating 
patients with NIU-PS.” Santen reported that 
the 347-patient SAKURA Study 1 met its 
primary endpoint of proportion of patients 
achieving a vitreous haze score of zero at 
month five in 2014. (Also see “Santen eyes 
uveitis market with top-line sirolimus data” 
- Scrip, 7 Apr, 2014.) SAKURA Study 2 fol-
lowed, using the same protocol.   

Published online April 30, 2017
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US FDA Gains Budget Increase In FY 2017…  
And Not Through Fees
DERRICK GINGERY  derrick.gingery@informa.com

FDA could receive an increase in non-user fee dollars for fiscal 
year 2017 in a new budget agreement, but FDA’s drug, biolog-
ic and device centers still would see their budgets decrease.

House and Senate appropriators reached an agreement on a 
proposed fiscal year 2017 omnibus appropriations bill April 30, 
which would fund the federal government through the end of 
September and stave off a potential government shut-down. It 
also departs from the cuts proposed by President Trump.

In the proposed omnibus bill, FDA would receive $2.76bn in 
budget authority (money provided from the federal Treasury), a 
$38.6m increase compared to the FY 2016 omnibus appropriations 
legislation passed in December 2015. 

But total allocations – budget authority plus industry user fees 
– for many of FDA’s individual centers would decrease. The Center 
for Drug Evaluation and Research would see a $64.8m decrease, 
the Center for Biologics Evaluation and Research would receive 
$15.3m less, and the Center for Devices and Radiological Health 
would receive $2.5m less compared to the totals in the FY 2016 
appropriations bill.

The decreases may be attributable at least in part to an expected 
drop in industry user fee revenue. Overall, fee revenue is $64.9m 
less in the FY 2017 bill compared to FY 2016 legislation.

FDA was prepared for a decrease in PDUFA fees in FY 2017. The 
agency lowered application fees significantly in part because it 
had to credit revenue that had been in excess of estimates back 
to sponsors. (Also see “PDUFA Fees Forced Down For FY 2017 Due To 
Refund Provision” - Pink Sheet, 27 Jul, 2016.)

On the other hand, appropriations for the centers for Tobacco 
Products and Food Safety and Applied Nutrition would see signifi-
cant increases. The tobacco center would gain $32.2m, while the 
food safety center would see a $38.2m increase over the total in 
the FY 2016 legislation. The Center for Veterinary Medicine was the 
only other center to receive an increase – $6.43m.

The appropriations bill is expected to pass this week. Existing 
appropriations were set to expire April 28, but Congress approved 
a temporary measure to extend funding another week and com-
plete the full-year deal. (Also see “FDA’s Government Shutdown Plan 
Ready, Just In Case” - Pink Sheet, 19 Apr, 2017.)

BUDGET AUTHORITY INCREASE POSITIVE  
FOR AGENCY
Even though FDA’s overall appropriation is decreasing $26.3m 
(from $4.68bn in the FY 2016 omnibus bill to $4.66bn in FY 2017 
bill), the increase in budget authority should be encouraging for 
stakeholders. An increase in non-user fee dollars by appropriators 
suggests they understand and will support the agency’s needs go-
ing forward.

The Alliance for a Stronger FDA said it is “pleased that FDA con-
tinues to make progress with its taxpayer-funded budget authority 
appropriations,” but additional money still will be necessary going 
forward.

“As FDA responsibilities continue to grow – and the science of 
food and medical products becomes ever more complex – we 
anticipate that FDA will need larger increases in the coming fiscal 
year,” the advocacy group said.

Research!America also said the “slight increase” for FDA was “not 
enough to ensure the agency is well-staffed to implement provi-
sions in 21st Century Cures and speed medical progress.”

It is notable that the bill did not include the budget authority 
reductions for FDA that Trump suggested. The Office of Manage-
ment and Budget suggested a $40m cut for the remainder of the 
fiscal year through slowed hiring and other reductions. (Also see 
“US FDA Faces Hiring Slowdown, Funding Cuts In Trump’s FY 17 Plan” 
- Pink Sheet, 28 Mar, 2017.)

The total also should place the agency in a better position for 
setting budget levels for FY 2018. Trump proposed a cut in budget 
authority for FDA and a massive increase in user fee revenue, which 
seems unlikely to be implemented. (Also see “Trump’s Budget Out-
line Threatens User Fee Agreements” - Pink Sheet, 16 Mar, 2017.)

DRUG SAFETY, EBOLA/ZIKA FUNDING INCLUDED
FDA gains a few specific earmarks in the bill, including $10.9m “to 
supplement medical product safety and the Precision Medicine 
initiatives authorized in the 21st Century Cures Act,” according to a 
legislative summary.

FDA officials already are talking about several new drug safety 
initiatives, including growing use of the Sentinel system and inte-
grating it into drug review efforts. (Also see “2020 Vision For FDA’s 
Sentinel: ‘Systemic’ Integration Of Surveillance Looms” - Pink Sheet, 
26 Jul, 2016.)

A $10m increase is intended for FDA to respond to the Ebola 

A N A LY Z E

Visit our website at 
pink.pharmamedtechbi.com/
PS120537 to access in-depth 
comparrisons on the proposed 
omnibus bill vs the FY 2016 
appropriations bill totals.

pink.pharmamedtechbi.com
mailto:derrick.gingery@informa.com
http://pink.pharmamedtechbi.com/PS
http://pink.pharmamedtechbi.com/PS


12   |   Pink Sheet   |   May 8, 2017 © Informa UK Ltd 2017

F D A

and Zika outbreaks and other emerging health threats and help 
develop countermeasures and vaccines. In addition, the bill pro-
vides $35.6m to support implementation of the Food Safety and 
Modernization Act.

Agency officials have worked extensively on the Ebola and Zika 
crises. Former Commissioner Robert Califf has called for the estab-
lishment of a permanent emergency fund so this work is not lost 
when a public health emergency subsides. (Also see “Public Health 
Funding Faces Grim Prospects Before, After Election” - Pink Sheet, 15 
Sep, 2016.)

FDA Commissioner nominee Scott Gottlieb has called the US 
opioid crisis a public health emergency that also should warrant 
the attention that was given to Ebola and Zika. (Also see “Opi-
oid Policy At US FDA: Gottlieb Seeks More Activist Role To Combat 
Abuse” - Pink Sheet, 6 Apr, 2017.)

FDA RESTRICTIONS INCLUDED
The bill also contains a provision restricting FDA from spending 
any funds to receive applications for exemption for investigational 
use of drugs or biologics in research “in which a human embryo 
is intentionally created or modified to include a heritable genetic 
modification.” Submissions will be designated as not received and 
exemptions not allowed, according to the bill.

FDA also remains prohibited from allowing the introduction of 
genetically modified salmon until final labeling guidance is pub-
lished.

Similar provisions were included in prior appropriations legisla-
tion. (Also see “Priority Review Vouchers, FDA Funding Win In Omni-
bus Budget Deal” - Pink Sheet, 16 Dec, 2015.)

The salmon and other fish issues came up during Gottlieb’s con-
firmation hearing. (Also see “FDA’s Commissioner Fish Story Contin-
ues” - Pink Sheet, 18 Apr, 2017.)

NIH would receive $34.1bn, which the Senate Appropriations 
Committee said in a summary was about a $2bn increase from the 
FY 2016 legislation. The total includes $352m through the 21st Cen-
tury Cures Act. An increase of $120m was added for the Precision 
Medicine Initiative and $400m for Alzheimer’s disease research.

Trump also proposed a deep cut in the NIH budget. (Also see 
“Trump Budget: FDA-Regulated Firms Should Pay ‘Their Share’ In 
User Fees” - Medtech Insight, 16 Mar, 2017.)  
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Gottlieb Q&A:  
Sen. Murray Wants To Know About Generic Labeling Rule
DERRICK GINGERY  derrick.gingery@informa.com

The generic labeling rule that had 
been drafted by the US FDA may 
not wind up implemented in its 

current form under a Scott Gottlieb-run 
agency, but the issue likely will not dis-
appear.

Gottlieb opposes the proposed rule 
that would allow generic firms to change 
their labels without prior authorization. 
But in response to a written question 
from Sen. Patty Murray, D-Wash., he said 
generic drug labels should have the most 
up-to-date information. He also said it is 
important that “generic firms engage in 
appropriate post-market safety surveil-
lance,” yet seemed concerned about the 
effect of the regulation on industry.

The response was crafted to leave as 
many options open as possible without 
committing to any particular action, or 
any action at all. “FDA’s proposed rule 
would alter the legal responsibilities of ge-
neric firms,” Gottlieb wrote. “If confirmed, 
I will work with FDA staff as we consider 
future regulatory actions to best achieve 
the underlying public health goals.”

The proposed generic labeling rule 
would allow generic drug sponsors to 
make unilateral changes to their labels 
without FDA approval. Agency officials 
want sponsors to submit a Changes Be-
ing Effected-0 (CBE-0) application with 
the adjustment, meaning they would 
make the change immediately without 
waiting for agency review. Once FDA 
does review and approve the change, all 
ANDA holders would have to submit a 
similar change within 30 days.

Brand sponsors already feel the sting of 
labeling responsibility, but current regu-
lation requires generic drug labels to re-
main the same as their reference product. 
(Also see “FDA Proposes Unilateral Generic 
Drug Label Changes, Signaling End To Li-
ability Shield” - Pink Sheet, 8 Nov, 2013.)

The generic labeling proposal was 
highly controversial when released in 

late 2013, drawing opposition from both 
Republican congressional leadership and 
the generics industry – one of the few 
areas of deep policy alignment between 
the two. Sponsors argued it could allow 
multiple versions of the same label in 
the market simultaneously and confuse 
patients and providers. (Also see “FDA Ge-
neric Labeling Rule: PhRMA, GPhA Offer De-
grees Of Dislike” - Pink Sheet, 17 Mar, 2014.)

Generic sponsors also argued that their 
pharmacovigilance data was not strong 
enough to recommend labeling changes. 
But FDA said if sponsors could recom-
mend changes in other countries, they 
should be able to do the same in the US. 
(Also see “Generic Labeling: FDA Ponders 
Global Process Uniformity” - Pink Sheet, 27 
Mar, 2015.)

The Association for Accessible Medi-
cines, formerly the Generic Pharmaceu-
tical Association, recently told the De-
partment of Commerce to eliminate it 
because it could increase generic drugs 
costs, according to its comments on the 
impact of federal regulations on domes-
tic manufacturers.

The proposed rule has been delayed 
numerous times since its publishing. 
Comment periods were extended and 
reopened over the last few years. A final 
rule was scheduled to be released in April, 
according to the Office of Management 
and Budget tracking site, but that seems 

unlikely. (Also see “Generic Labeling Rule 
Delays Mount” - Pink Sheet, 9 Feb, 2015.)

WOULD GOTTLIEB IMPLEMENT 
PHRMA-AAM PROPOSAL?
Gottlieb’s comment suggests he wants 
to deal with the issue, although maybe 
not necessarily as Margaret Hamburg’s 
FDA envisioned.

One idea that may interest Gottlieb is 
a joint brand and generic industry pro-
posal that would place the responsibility 
for approving labeling changes entirely 
with FDA.

The Pharmaceutical Research and Man-
ufacturers of America (PhRMA) and AAM 
suggested in 2015 that FDA approve all 
safety labeling changes, brand and ge-
neric, before they are implemented. The 
trade associations proposed the Expe-
dited Agency Review process where a 
sponsor would submit safety information 
and a request for a speedy review of the 
data. FDA would decide whether a label-
ing change was necessary within a certain 
number of days.

Any approved changes would be made 
to electronic labeling to release new in-
formation quickly and avoid multiple 
versions of labels from circulating. (Also 
see “Label Change Proposal From GPhA, 
PhRMA Makes FDA Responsible For Timing” 
- Pink Sheet, 20 Feb, 2015.)

GOTTLIEB, GENERICS AND DRUG 
PRICING
While Gottlieb avoided any commit-
ments regarding the generic labeling 
rule, policy-making for ANDAs has figured 
prominently in his confirmation process. 
Gottlieb has argued that changes in FDA 
generic policy could help alleviate high 
drug prices. He said adjusting some re-
quirements for complex generics, includ-
ing the instructions for use regulations, 
could allow the products on the market 
faster. (Also see “Complex Generics: Gottlieb 

Scott Gottlieb
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India Premier Pushes For Generic Prescriptions  
But Hurdles Loom
PENELOPE MACRAE  pinkeditor@informa.com

India’s Prime Minister Narendra Modi 
has told doctors to write only generic 
drug names on prescriptions in order to 

lower patient bills in the country, where 
medical expenses push tens of millions 
of people into poverty annually. But crit-
ics have said a stringent drug regulatory 
system needs to be in place before such a 
move can be implemented.

The All India Drug Action Network, a 
public health NGO, said obliging doctors 
to write only non-proprietary generic 
names on prescriptions could turn out 
to be a “useless, counterproductive step 
as a standalone measure” without assur-
ances about availability and strengthen-
ing quality controls.

In India, branded generics and origina-
tor or off-patent brands dwarf pure ge-
nerics, whereas in many developed mar-
kets such as the UK and US, unbranded 
generics make up about half the overall 
category total, according to consultancy 
Accenture. In India, branded generics 
can be 10 times costlier than pure gener-
ic offerings, according to Drug Controller 
General G.N. Singh, although sometimes 
the gap is much smaller.

Also, getting doctors to prescribe medi-
cines under their generic names would 
give too much leeway to pharmacists 
who might dispense drugs that offer the 
best margins, some of which may be of 

dubious quality, critics add. “Forcing doc-
tors to write down only the generic name 
would give too much power to chemists – 
many will decide based on which compa-
ny gives them the most favorable margin 
and who knows the quality?” New Delhi 
cardiologist Sanjiv Zutshi told Pink Sheet.

In the political campaign that swept 
Modi’s Bharatiya Janata Party to power in 
2014, he promised to give “high priority” 
to the health sector and create “a holistic 
care system” that was “universally acces-
sible, affordable and effective and drasti-
cally reduces the out-of-pocket spending 
on health.”

Since its election, Modi’s government 
has kept spending on public health care 
as a percentage of GDP at 1%, one of the 
lowest rates globally, though it has com-

mitted to raising that allocation to a still-
modest 2.5% by 2025. The government 
has been focusing instead on increasing 
the number of essential drugs under 
price controls and promoting public-
private partnerships in health projects. 
(Also see “India’s New National Health Care 
Policy Recycles Old Targets” - Pink Sheet, 23 
Mar, 2017.)

‘LEGAL FRAMEWORK’,  
PHARMA IMPACT
Now, Modi, who has styled himself as a 
defender of the poor as he readies for 
national elections due by 2019, said 
the government would introduce a “le-
gal framework” to oblige doctors to 
prescribe by generic names in order to 
make medical treatment more afford-

Eyes FDA Policy Changes To Speed Approv-

als” - Pink Sheet, 5 Apr, 2017.)

He also said in a response to a written 
question from Sen. Al Franken, D-Minn., 
that the agency should “explore options 
to improve the efficiency and consistency 
of ANDA review processes and timelines” 
to avoid encouraging speculators to take 
advantage of a lack of competition.

The generic drug user fee program, 

which is expected to be renewed later this 
year, will include a 10-month standard 
review for all ANDAs, as well as an eight-
month priority review for first-generics 
and other products. (Also see “ANDAs Can 

Get Priority, Eight-Month Reviews Under 

User Fee Deal” - Pink Sheet, 24 Sep, 2016.)

After he’s confirmed by the full Senate 
(he cleared the Health Committee April 
27) Gottlieb will get a chance to help 

shape those new faster pathways for AN-
DAs, and as he weighs what to do about 
the labeling rule and how best to get 
more generics on the market to improv-
ing pricing, he will probably be keenly 
aware of the generic industry’s argument 
that the rule as currently drafted will dis-
courage market participation because of 
liability concerns.  
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able in India, where hundreds of millions 
of people live in deep poverty and more 
than 70% of total healthcare spending is 
out-of-pocket.

“In the coming days, the govern-
ment will bring a legal framework under 
which doctors will have to prescribe ge-
neric medicines which are cheaper than 
equivalent branded drugs to patients,” 
Modi was quoted by local media as say-
ing on April 17.

The prime minister, who has sounded 
an increasingly populist note on the hus-
tings in the past year and moved to be-
ing less overtly pro-market, proclaimed 
last month he’s ready to take on “influ-
ential interests” to push for “pro-poor” 
causes, despite “how angry the manufac-
turers of medicines will be.” In February, 
Chemicals Minister Anath Kumar said the 
government was committed to breaking 
the domination of the “medicine mafia.”

Many in the medical profession say the 
idea of doctors prescribing only generic 
names has significant merit to lower pa-
tient costs but believe right now Modi’s 
call may be more political spin than 
substance.  Financial analysts also are 
skeptical that there will be any immedi-
ate big impact on the pharmaceutical 
industry from Modi’s call, although it sig-
nals continued pricing pressure on the 
sector, where multinationals have been 
launching branded generics as they seek 
growth in various emerging markets.

”A shift to a generic-generic model 
(similar to the US) from the branded 
generic model currently in India, re-
quires confidence among doctors, 
pharmacists and patients on the qual-
ity of drugs available in market,” Jeffer-
ies observed.  Modi’s urgings should be 
seen as a “long-term target,” added the 
investment banking firm, and “may have 
little  material impact without steps for 
improving the quality standards.”

NO PLAN WITHOUT QUALITY 
HARMONIZATION: BIOCON
“What’s being proposed by the govern-
ment is very complex. I think unless you 
have a very uniform regulatory ecosys-
tem across the country, unless you have 
the quality of generics all of the same 

type, you can’t go ahead with a generic 
policy because right now there’s no clar-
ity on regulatory harmonization” between 
the states and the national government, 
Kiran Mazumdar-Shaw, founder and man-
aging director of India’s biggest biotech 
company, Biocon Ltd., told analysts in a 
conference call April 28. 

The other problem, she said, was a regu-
latory system that exists at both the na-
tional and state level. ”The moment you 
introduce a state regulator who’s basically 
free to decide what they want to approve 
at the state level, it is creating a lot of ineq-
uities and anomalies in the quality system.”

In places like the US and the EU, doctors 
routinely prescribe non-proprietary low-
cost generic drugs. But regulators there re-
quire testing to ensure the generic versions 
are “therapeutically equal” to the innovator 
drug in quality, purity and potency.

Drugs exported by India undergo strin-
gent quality tests, though foreign regu-
lators have found many quality-control 
lapses involving some of India’s biggest 
domestic manufacturers such as Sun 
Pharmaceutical Industries Ltd. But regu-
lation of drugs sold domestically is far 
patchier and weaker and in the absence 
of strict quality controls, doctors have 
come to trust some, usually bigger, com-
panies for quality more than others.

“There are more than 30,000 compa-
nies making medicines. Even garages 
make medicines. Now, as a doctor, I pre-
scribe the medicine. If I’m only writing the 
generic, who decides which company’s 
medicine patient should take? Is it from 
one of those big companies with their 
big reputation or one of the garage op-
erators?” asked Dr. Devi Shetty, a low-cost 
healthcare pioneer who’s executive chair-
man of the Narayana Hrrudayalaya Ltd 
hospital chain.

Reflecting the concerns expressed by 
some others, Shetty told India’s CNBC net-
work that: “Pharmacists will obviously sell 
the medicine company’s product which 
gives him the big margin. In the end, the 
patient suffers.”

LINGERING QUALITY CONCERNS
A just-released government study found 
that 10% of all drugs from “government 

sources” in India were “not of standard 
quality” or NSQ. At the retail level, the 
percentage of NSQ samples nationwide 
was 3%.  For individual manufacturing 
units, NSQ rates ranged as high as 91% 
in one case.

Even when drugs have passed bio-
equivalence (BE) tests, they can be 
flawed due to exposure to heat or hu-
midity due to improper storage. Also, 
public health advocates say many es-
sential generic drugs frequently are not 
available in government-supplied public 
medicine stores.

The government has taken one impor-
tant step toward quality control, man-
dating BE studies for only four years after 
the first approval was granted in India. 
As a result, most generic drug makers 
sought marketing approval from the fifth 
year, sidestepping BE testing. On April 3, 
the health ministry changed the law to 
henceforth make BE testing of certain 
soluble generic drugs compulsory be-
fore companies can obtain a license to 
manufacture.

This brings India into line  in terms of 
global drug regulation.  However, the 
amendment makes no reference to 
drugs whose manufacture was approved 
before April 3.

EARLIER ATTEMPTS
Over the years, various Indian govern-
ment committees have pushed propos-
als to oblige doctors to prescribe non-
proprietary generics but they have never 
been implemented. Back in 1975, the 
Hathi government committee, in an oft-
cited report, urged legislators to phase 
out brand names in a “step-wise manner.”

Just last month the Indian Medical Asso-
ciation reiterated a call for doctors to write 
only generic names on prescriptions.

“Laudable theoretically, this guidance 
does not fit in the not-so-robust drug 
regulatory system of our country which 
is struggling to provide quality medi-
cines from all manufacturers,” remarked 
an article in the Indian Journal of Endo-
crinology and Metabolism in 2015.  

From the editors of PharmAsia News.  
Published online May 4, 2017
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FDA On Drug Pricing: Incremental Steps,  
But No Full-Frontal Assault
SUE SUTTER  sue.sutter@informa.com

T he US FDA is likely to continue taking subtle measures to 
address drug pricing concerns rather than attacking head 
on an issue outside its mission, industry representatives and 

attorneys said at the Food and Drug Law Institute (FDLI) annual 
meeting in Washington on May 4.

Allowing drug manufacturers to share off-label data with pay-
ers and bolstering the science behind biosimilar approvals are 
measures within the agency’s regulatory authority that could help 
bring down drug prices, panelists said during a discussion on op-
portunities and challenges under the Trump Administration.

“FDA will resist as hard as they can getting involved in it in a frontal 
way,” said William Schultz, a partner at the law firm Zuckerman Spaed-
er and former general counsel of the Department of Health and Hu-
man Services. Pricing-targeted actions the agency can and likely will 
take are “kind of under the radar, they’re not big, bold things,” he said.

FDLI President and CEO Amy Comstock Rick, the panel moderator, 
noted that although FDA does not regulate or control drug prices, it 
frequently faces public pressure over the high cost of drugs.

Citing President Trump’s public comments about drug prices be-
ing too high, Comstock Rick questioned whether FDA was likely 
take on more responsibility, “whether it seeks it or is imposed on it, 
with drug pricing?”

Susan Winckler, president of Leavitt Partners Consulting, said 
that at the 2016 FDLI annual meeting then-FDA Commissioner 
Robert Califf said the agency no longer can say it is not involved 
in drug pricing.

“My sense is we no longer have the ‘not at all involved,’ but is 
it FDA’s mission to address drug pricing? No,” Winckler said. “My 
sense is that [FDA action] will continue to be in very discrete but 
important areas,” such as moving generics to market more quickly 
and better coordination between FDA and the Centers for Medi-
care and Medicaid Services in product reviews.

LIFTING THE PAYER COMMUNICATIONS BARRIER
However, Winckler highlighted one area where FDA action has the 
potential to remove a significant barrier to potentially lowering 
drug costs.

A lack of FDA clarity as to what types of information drug manu-
facturers can share with payers has frequently been blamed for 
hindering the development and adoption of new payment struc-
tures, such as value-based reimbursement agreements.

FDA took a major step toward addressing these concerns with 
a January draft guidance that discusses the types of healthcare 
economic information that manufacturers may share with payers 
and formulary committees for approved products. The guidance 
also creates a new safe harbor protecting manufacturers’ sharing of 
certain information with payers about investigational drugs. (Also 

see “Industry Communications With Payors: US FDA Okays Info On 
Investigational Drugs” - Pink Sheet, 19 Jan, 2017.)

While industry has welcomed the guidance, one of its primary 
objections thus far is that the draft document does not provide 
protections for sharing of information with payers about off-label 
uses of approved products.

Allowing manufacturers to communicate with payers about in-
vestigational and off-label uses is “beyond getting more information 
to the payers to validate the traditional reimbursement,” Winckler 
said. “You have this whole transition of the payment system away 
from fee-for-service to value- based payment, which in the drug and 
device world can sometimes be performance-based payment.”

“To put those systems into place, the payers need more infor-
mation and need that information from the companies,” Winckler 
said. “If we can open that up, I think it’s one of the few ways that 
FDA can actually play in the space where folks are concerned about 
payment for drugs and devices. There is a relevant FDA link there.”

FDA’S GENERIC DRUG ADVOCACY HAD AN EFFECT
Some panelists also pointed to FDA’s longstanding advocacy for 
the development and use of generic drugs as an example of how 
the agency can have an impact on the drug pricing debate.

Opening up communications between 
manufacturers and payers is “one of 
the few ways that FDA can actually play 
in the space where folks are concerned 
about payment for drugs and devices.”  
– Leavitt Partners’ Susan Winckler
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“FDA’s always been involved” in advocating for the use of lower-
cost generic drugs, Schultz said. “They’ve never resisted it, and that 
is another area where you often get agreement among Republi-
cans and Democrats, people who normally don’t agree.”

Efforts to further speed generic drug approvals and prioritize 
reviews are “one area where you really could see some action,” 
Schultz said.

Kay Holcombe, senior vice president of the Biotechnology In-
novation Organization, said she recently attended an interna-
tional meeting that featured discussion on ways to improve the 
market for biosimilars.

“One of the things that we offered to this meeting was FDA’s role 
in promoting the generic drug market,” Holcombe said.

The agency “has been, from the very beginning, extremely 
aggressive in promoting the value of generic drugs, stand-
ing behind its regulatory decisions about generic drugs,” Hol-
combe said. “FDA still educates consumers in every way pos-
sible to say, ‘Generic drugs are great, go ahead and take those 

drugs. We have the evidence to prove they’re great and we 
stand behind them.’”

“This is the kind of thing I think … FDA can do and should do” 
with biosimilars, she said. “It needs to stand behind its regula-
tory decisions about biosimilars in the same way as it stands 
behind its decisions on generic drugs.”

“I think the innovator industry believes in marketplace com-
petition, and that’s the way to bring consum-
ers the innovation they need and then the 
subsequent generic follow-ons they need to 
provide them more choices,” Holcombe said.

Holcombe was among several agency and 
industry officials at the FDLI meeting who said 
they were optimistic about the future of FDA 
despite the uncertainties created by the cur-
rent political climate.  
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PINK SHEET: It’s been over a month now 
since the EMA-HMA big data task force 
was established. What progress has 
been made so far?

Thomas Senderovitz: Since its cre-
ation in March, the task force has held 
two meetings. We have drawn up a de-
tailed work plan and established seven 
sub-groups for different types of big 
data – such as genomics, real-world 
data, social media, etc, – and have be-
gun a mapping and scoping exercise. 
It’s a very extensive task force with rep-
resentatives from several EU member 
states. What I like about the task force is 
that it will deliver concrete recommen-
dations when we finish work in 12 to 18 
months. It is not just another discussion 
forum, but an initiative that will result 
in a variety of deliverables.

PS: It is one thing to have vast amounts of 
data available, but quite another thing sift-
ing through it all, working out what is use-

ful, and translating data into “knowledge”. 
What skills/training are needed for this?

TS: One of objectives of the task force 
is to agree on, and recommend, exactly 
what role EU regulators should play 
with respect to evaluating big data. 
So the regulators could decide that 
they do not want to look at raw data 
and that they only want to evaluate 
the submissions made by companies, 
or they could decide to proactively 
look into big data. I think it’s too early 
to say. This is what we want to find out 
and it will require intense discussions 
with drug stakeholders and amongst 
ourselves. As part of its mandate, the 
task force will map the current compe-
tences and skills in the EU [medicines 
network] with respect to big data so 
that we know what systems are in place 
already and identify potential gaps. It 
would be a surprise if no training needs 
are identified. At least some training 
will be needed to help support our 

understanding of big data within the 
regulatory network, but this is a part of 
what the task force is looking into. 

PS: While using big data, how will regu-
lators ensure that the data are accurate 
and can be trusted?

TS: Of course, trust in data is very impor-
tant. When one talks about big data, I 
think it’s very important to realize that as 
regulators we must be very clear about 
the various kinds of decisions we make 
during the lifecycle of a medicine and the 
types of data and information needed 
for each of these decisions. For example, 
there are very different requirements 
for data depending on whether they are 
used for absolute decision making (such 
as approval or non-approval of products) 
or for generating signals or hypothesis. 

While data generated from social me-
dia is not produced under GxP (i.e., 
good practice) conditions, they can be 
used for signal generation or signal hy-

INTERVIEW: EU Big Data Task Force Is ‘Not Just Another 
Discussion Forum’, Says Chair Thomas Senderovitz
VIBHA SHARMA  vibha.sharma@informa.com

The task force that EU regulators set 
up just over a month ago to explore 
how “big data” might be used to im-

prove drug development and regulation 
has now met twice and has established a 
clear plan for the work ahead.

The big data task force is a joint initia-
tive by the European Medicines Agency 
and the EU Heads of Medicines Agen-
cies group. It is identifying, among other 
things, areas where new guidance may 
be needed to support using big data 
in the drug assessment process. For ex-
ample, it is exploring in which situations 
regulators should accept big data, and 
how much uncertainty they might allow. 
(Also see “Denmark Leads New EU Task 
Force Exploring Use Of Big Data In Medi-

cines Assessment” - Pink Sheet, 23 Mar, 
2017.)(Also see “EMA And National Agency 
Heads Join Forces On Medicines Availabili-
ty and Big Data” - Pink Sheet, 16 Jan, 2017.)

A roadmap on how national compe-
tent authorities can develop big data 
capabilities to evaluate applications for 
clinical trials and marketing authoriza-
tions will be ready in late 2018, Danish 
Medicines Agency’s director general 
Thomas Senderovitz, who chairs the 
joint task force, told the Pink Sheet in an 
interview.

Alison Cave, a principal scientific ad-
ministrator at the EMA, is the task force 
co-chair. In the Q&A below, Senderovitz 
talks about the progress the group is mak-
ing and the many issues it is considering.

Danish agency’s Director General 
Thomas Senderovitz
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pothesis, which can then be potentially 
validated in different settings. I think 
regulators will realize that while such 
data are less trustworthy, they can sup-
port regulatory decision-making in cer-
tain circumstances.

PS: Will the initiative result in regulatory 
guidance on topics, such as the accept-
ability of big data by regulators and the 
extent of uncertainty that may be al-
lowed? Can industry expect these guide-
lines in the next three to four years?

TS: The task force is mandated with 
identifying areas where regulatory 
guidance may be needed to support 
the use of big data. It is likely that our 
recommendations would then be 
taken up by relevant EMA/HMA work-
ing parties to develop guidance docu-
ments on these topics.

I personally think that regulatory 
guidelines should not take three to 
four years to develop as big data is 
evolving at an exponential speed. If we 
take three to four years to develop a 
guideline, the document may already 
be obsolete by the time it is issued. I 
think this will be one of the challenges 
that we will face. We don’t have an an-
swer yet as to how we can keep pace 
with data and new technologies, but 
we will surely discuss this problem.

PS: How can we ensure that a balance 
is struck between protecting individu-
als’ right to privacy and using their data 
to improve regulatory decision-making 
and drug development processes?

TS: This is another topic on the task 
force’s agenda. We may be able to 
come up with some proposals on how 
this can be handled within the existing 
legislation, or we may issue recommen-
dations to modernize the legislation 
on this front. The task force is not just 
looking at the opportunities offered by 
big data, but also the restrictions, con-
straints and ethics of using this data. 
We have to be very careful about how 
we handle data to ensure it is anony-
mized, but at the same time accessible. 
This equally applies to data being ag-

gregated and collected by private com-
panies and through social media. 

PS: Can you give us some examples of 
how companies are using big data to 
support their marketing applications? 
Do regulators find this challenging?

TS: We are already seeing the use of 
big data in the pre-approval phase. 
Companies are increasingly submitting 
data sets for whole genome sequenc-
ing, biomarkers and functional imag-
ing, and we have a pretty good idea of 
how to handle these. Even in the post-
approval phase – what some people 
refer to as real-world data or real-world 
evidence – we expect to see patient 
registers, electronic health records, so-
cial media and other types of big data 
being utilized to a high degree. So, I 
would say that big data is already being 
used to a great extent. Where regula-
tors are most challenged by its use is in 
the post-approval phase.

PS: Why do regulators find big data use 
in the post-approval phase more chal-
lenging?

TS: All the data that we currently analyze 
in the pre-approval stage is generated 
under very strict and controlled circum-
stances, and under GxP conditions. We 
can inspect and validate this data and de-
cide if we should trust them. Also, we have 
pretty good data analysis methodologies 
and statistical frameworks that we can 
apply and we have been doing this for 
years. However, data in the post-approval 
phase are not generated to prospectively 

support regulatory decisions. Electronic 
health records, for example, are not de-
signed to answer scientific questions, but 
to help treat patients. Data generated 
from social media are totally unstruc-
tured, not intended for regulatory use. It 
is difficult to turn this enormous amount 
of information into knowledge, and then 
apply it to decision-making. That is why I 
think the use of big data in the post-mar-
ket phase is a bigger challenge – simply 
because of the variety of data sources, 
and the quality of information available. 
But we can use big data to expand on ex-
isting pharmacovigilance and pharmaco-
epidemiology data. There is a lot of new 
ground to cover before we can say that 
we are comfortable to use big data in the 
post-approval space.

PS: Are there any examples of where big 
data has led to “measurable improve-
ments” in regulatory practices?

TS: We know that the US Food and Drug 
Administration and Japan’s Pharmaceu-
ticals and Medical Devices Agency have 
some access to electronic health records 
which they use to support their phar-
macovigilance activities. Also, data from 
social media sites – such as Twitter and 
Google – have been helpful in identify-
ing influenza patterns, etc, But these are 
early days for the analysis of big data and 
these instances have not led to any regu-
latory changes as yet. But I think we all 
agree that big data can have an impact 
on supporting public health in one way 
or another. 

PS: How can big data be used to support 
early drug approvals?

TS: The use of big data will become more 
and more necessary in cases where drugs 
are approved earlier because for such 
products, post-approval data will have to 
be utilized much more intensively than 
we have done so far. Real-world data 
can also help us better understand the 
disease, patient populations and disease-
relevant endpoints.  

From the editors of Scrip Regulatory Affairs. 
Published online May 4, 2017
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four years to develop 

a guideline, the 
document may already 
be obsolete by the time 

it is issued.”
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Adaptive Pathways:  
A Solution For Worried Payers in Europe
NEENA BRIZMOHUN  neena.brizmohun@informa.com

The European private-public consortium that is trying to ac-
celerate the adoption of an adaptive pathways approach to 
speeding up the approval of drugs for high unmet needs is 

getting closer to working out how payers might deal with products 
that are approved but subsequently underperform.

Recommendations for the next steps needed to help develop 
workable managed entry agreements (MEAs) that payers and 
manufacturers can use in the context of adaptive pathways could 
be published soon, according to Jacoline Bouvy, a member of the 
consortium, ADAPT SMART.

Bouvy, scientific adviser at the UK health technology assessment 
(HTA) body NICE, was speaking at a webinar in April that the con-
sortium held to discuss what it had achieved since it was created in 
2015 and what it still needs to do to meet its Dec. 31, 2017 deadline 
for deliverables.

ADAPT SMART, led by the European Medicines Agency, is seek-
ing to identify the opportunities and obstacles presented by adap-
tive pathways, which the consortium refers to as “medicines adap-
tive pathways to patients” or MAPPs. It comprises more than 30 
international partners – including regulators, patients, academia 
and industry representatives – and is being supported by the EU’s 
public-private Innovative Medicines Initiative until the end of 2017.

The concept of adaptive pathways has generated considerable 
interest over the past few years as a means of getting drugs to pa-
tients faster. But payers and certain HTA bodies have been reluc-
tant to get involved in the scheme, as evidenced by the adaptive 
pathways pilot project the EMA completed last year and the expe-
rience of the ADAPT SMART consortium.

Adaptive pathways would enable a drug to be approved earlier 

based on limited data for restricted populations where its benefit-
risk balance could be favorable, and then real-world data would 
be used to support the product’s wider use. Discussions with HTA 
bodies, patients and other downstream stakeholders would have 
to take place early on during drug development so as to make sure 
their demands were also met.

Read the full article here
Payers are worried they will be in a difficult situation if a product 

approved under adaptive pathways turns out to be less effective 
or safe than initially assumed, Hans-Georg Eichler, senior medical 
officer at the EMA, explained during the ADAPT SMART webinar. If 
they are locked into paying a price above the value of the product, 
they are concerned they will not be able to lower the price because 
the company will not agree. They are also worried that political 
pressure from patients and prescribers might prevent them from 
de-listing products.

Eichler said he acknowledged these concerns. But he believes 
there is a solution. The issue, he said, can be addressed “prospec-
tively by appropriate sponsor-payer agreements that anticipate 
post-marketing information being less favorable than expected.”

MEAs are arrangements between manufacturers and payers/
providers that enable access to (coverage/reimbursement of) a 
health technology subject to specified conditions. They come in 
different forms – e.g., financial discounts, rebates or volume caps 
– and are commonly used by countries in Europe to address un-
certainty about the performance of technologies, although not all 
countries use them.

“In the context of adaptive pathways, we would expect that pos-
sible MEAs might involve additional data collection,” Bouvy said in 
her presentation on ADAPT SMART’s work package (WP3), which is 
seeking to identify the availability and suitability of MEA schemes 
that could be used.

NO ONE-SIZE-FITS-ALL MEA
There will not be a “one-size fits all model” for adaptive pathways,” 
she noted. Pricing and reimbursement are the responsibility of 
each EU member state and any MEA model will need to be aligned 
with national processes.

A paper is being prepared that will include a set of recommen-
dations for the “next steps that could help in further developing 
workable [MEA] models,” Bouvy said. Written by WP3 members, it 
will be submitted to a peer-reviewed journal in the next few weeks 
and, depending on the peer-review process, could be published in 
a couple of months’ time.

The paper follows a July 2016 ADAPT SMART workshop to iden-
tify which MEA models could be used to facilitate the managed 
introduction of an adaptive pathways product. 
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The workshop involved discussions with HTA bodies, payer or-
ganizations and manufacturers about their experiences with MEAs 
for products that were introduced in recent years with consider-
able uncertainty at the time of licensing (conditional approval or 
approval under exceptional circumstances).

A flexible pricing model with variable discounts was proposed 
during the workshop as a potential solution that might be accept-
able for both payers and manufacturers. “In this scenario, payer and 
manufacturer would agree on a negotiated list price and conditions 
under which a discount would be modulated over time in light of re-
duced uncertainty and new evidence that would be generated and 
evaluated at set milestones,” a report on the workshop said.

“This way, payers might both have fewer concerns over afford-
ability and possible value for money and manufacturers would be 
incentivised to ensure that additional evidence is indeed generated.”

Workshop participants also recognized that this particular model 
might not be feasible or acceptable in all countries and that other 
models should be proposed too.

In addition, they agreed that any model for managed entry 
would need to remain aligned with national processes, that well-

defined exit strategies were needed, and that 
adaptive pathways should only be used for truly 
transformative products.

“We also identified certain opportunities” that 
are worth exploring with respect to improving 
the alignment of data collection for both regula-
tory and HTA purposes, Bouvy said. If safety data 
were to be collected in a real-world setting, it 
would be worth finding out whether “that could 
also facilitate collecting data for HTA and payer 
purposes,” she said.

Also, there are signs that engagement with 
downstream stakeholders could facilitate better 
coordination of multi-country data collection efforts, she continued, 
noting that gathering data in several countries simultaneously rather 
than in just one country could improve the efficiency of evidence 
generation.  

From the editors of Scrip Regulatory Affairs Published online  
May 4, 2017
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340B Reform May Return To Capitol Hill:  
Hearings Will Play To New HRSA Leadership
MICHAEL MCCAUGHAN  pinkeditor@informa.com

The federal 340B prescription drug 
discount program will return to 
the legislative spotlight this sum-

mer, New York Republican Rep. Chris 
Collins told the Alliance for Integrity and 
Reform and 340B National Leadership 
Summit May 2.

Collins plans to introduce a 340B reform 
bill “very soon – maybe within the month,” 
he said. The New York Republican is a lead-
ing critic of the 340B drug discount pro-
gram and helped champion legislation to 
reform it last Congress, including an at-
tempt as part of the 21st Century Cures Act. 
(Also see “Goodbye ‘340B,’ Hello ‘Outpatient 
Drug Discount Program’ In House Reform 
Bill” - Pink Sheet, 19 May, 2015.)

Collins acknowledged the long odds 
against enacting provisions that would 
meaningfully curtail access to the dis-
count, calling it an “uphill battle.” However, 
he pointed out, the hearing process could 

be productive on its own for highlighting 
perceived areas of abuse and potentially 
drawing administrative attention and 
oversight.

The bill faces “an uphill battle of sorts, 
but it is a start,” Collins said. The key is to 
“get there in stages.” First the bill will be in-
troduced, “the hold some hearings where 
we invite in oncologists” and other groups 
with concerns about the impact of the pro-
gram, “and then you get there in stages.”

Calling 340B reform legislation an “uphill 
battle” is probably an understatement. As 
Collins himself acknowledges, the hospi-
tals who use the discount heavily have a 
very simple and compelling argument to 
make to members of Congress: if you cur-
tail the discount, then “you have to raise 
property taxes” to make up the difference 
so the hospital can continue to operate. 
(Also see “Hospital Drug Discount Trans-
parency Bill Faces Heavy ‘Lift’ In Congress” 
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- Pink Sheet, 18 May, 2016.)
Pharmaceutical companies don’t have 

as good “an elevator speech” to frame the 
issue, Collins said. He urged industry to 
work harder to refine an argument that 
“one way to get pharmaceutical prices 
down is to get 340B abuse down.” Indus-
try “needs to connect the dots between 
340B abuses and the high drug costs,” an 

be able to explain how the expansion of 
the 340B market means “pharmaceutical 
companies have no choice but to raise 
the list price,” leading to higher costs for 
other segments.

Louisiana Republican Senator Bill Cas-
sidy was blunter in his assessment of 
the challenge: “any time you are talking 
about something that on the face of it 
would increase drug company profits 
that is a hard sell,” he said.

Rather than try to shape an argument that 
340B discounts lead to higher prices, Cas-
sidy urged focusing instead on arguments 
about abuse of a federal program that does 
or at least could lead to inappropriate care 
for patients by creating an incentive to use 
more or higher cost therapies rather than 
more appropriate treatments.

HEARINGS WILL PLAY TO NEW 
AUDIENCE, INCLUDING NEW 
HRSA HEAD
The strategy of advancing legislation to 
trigger hearings and oversight is prob-
ably a good approach if the end goal is 
to restrain growth of the program. Over-
sight the 340B program stepped up mark-
edly late in the Obama Administration, 
and the incoming Trump Administration 
is likely to be an even more receptive au-
dience for examples of perceived abuses.

There are ample tools in hand for the 
Health Resources & Services Administra-
tion to start to drive changes in the di-

rection favored by Collins, starting with 
several key regulations – and the overall 
program “mega-guidance” – that are cur-
rently on hold as part of the regulatory 
review undertaken by the Trump Admin-
istration. (Also see “340B Freeze: ‘Mega-
Guidance’ Withdrawn; Clarity On Program 
Boundaries Delayed Again” - Pink Sheet, 9 
Feb, 2017.)

A new HRSA Administrator was ap-
pointed May 1: East Carolina University’s 
Professor of Medicine George Sigounas. 
The appointment of an agency head 
should start to re-open the process for is-
suing new rules and guidance.

Sigounas does not fit a traditional pat-
tern for his position. He is not well known 
in the HRSA grantee community (as would 
be expected in a Democratic Administra-
tion), nor does he bring prior experience 
in management or budgetary oversight 
(as might be more typical in a Republican 
Administration).

Instead he brings a medical research 
background that might be more typical 
of an NIH Institute head. He has a PhD 
from Boston University and completed a 
post-doc at NIH. He has been at East Car-
olina University’s Brody School of Medi-
cine in Greenville for the past 23 years, 
where he established the Bone Marrow 
Transplantation Program and also direct-
ed the Cellular Therapies Clinical Unit. 
His publications include some industry 
funded studies.

That background may suggest a sym-
pathetic ear for arguments related to the 
potentially disruptive impact of 340B 
on the practice of oncology and/or on 
the incentives for innovation. More re-
alistically, perhaps, it may mean a steep 
learning curve for other HRSA priorities, 
leaving 340B issues in the hands of the 
career staff.

COLLINS WANTS TO TIE 
DISCOUNT TO ‘MOTHERSHIP’ 
HOSPITAL, NOT ‘SUBURBAN’ 
AFFILIATES
Collins’ bill will include provisions that ad-
dress several industry concerns about 340B, 
including:

 • A statutory patient definition.

 • Limits on contract pharmacy  
arrangements.

 • Assuring that there are no duplicate 
discounts in the context of Medicaid 
and especially Medicaid managed care 
programs.

 • Revised hospital eligibility  
determinations.

 • Hospital reporting requirements 
similar to those already imposed on 
most HRSA grantees. (“Transparency is 
a good word in Congress,” he noted.)

 • New resources for HRSA (presumably 
from a user fee for covered entities).

Collins did not offer specifics beyond 
those broad themes. However, he made 
clear in his remarks that his primary goal is 
to rein in – if not reverse – the consolidation 
of oncology practices into 340B hospitals, 
which he believes is a consequence of the 
340B pricing mechanism.

Collins returned to that point several times 
in his brief remarks, highlighting his view 
that there is something absurd about “safety 
net hospitals … buying up these suburban 
oncology practices.” The bill, he said, will get 
at that issue both in its effort to tackle the 
thorny issue of “patient” definition and in ad-
dressing hospital eligibility standards.

Right now, “every person that walks in is 
deemed to be qualified” for the discount, 
Collins said. While Collins wonders why the 
discount isn’t strictly for the uninsured, the 
bill doesn’t go that far. “Pharma companies 
understand that full-pay patients can be 
okay,” Collins said, “but it has gotten out of 
whack.” So his goal is to “make sure that they 
walk into main building, not the suburban 
hospitals,” in order to access the discount.  

From the editors of the RPM Report.  
Published online May 4, 2017

The strategy of advancing legislation to
trigger hearings and oversight is probably
a good approach if the end goal is to restrain
growth of the program. 
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European Commission To ‘Explain And Discuss’ 
Contentious GMP Guide For ATMPs
BOWMAN COX  bowman.cox@informa.com

The European Commission has signaled a willingness to 
discuss the separate, less stringent GMP guidelines for ad-
vanced therapy medicinal products that it has proposed 

over the objections of inspectorates and pharmaceutical industry 
groups in Europe and around the world.

Even though the consultation process for the draft guideline is 
over, the commission’s director general for health and food secu-
rity, Xavier Prats Monné, wrote an April 5 letter to a group of phar-
maceutical inspectorates, the Pharmaceutical Inspection Coopera-
tion Scheme, or PIC/S, offering to discuss its proposal for separate 
GMPs for ATMPs, the EU term for tissue engineering and cell and 
gene therapy products.

The letter was Monné’s response to a Feb. 24 missive from PIC/S, 
in which the group warned that the commission was setting the 
bar too low on quality for ATMPs, and that it was causing the Euro-
pean GMP scheme to diverge from the PIC/S GMP scheme in a way 
that would be difficult to reconcile. (Also see “Commission Defends 
GMP Guide For ATMPs As PIC/S Cautions Against Divergence” - Pink 
Sheet, 21 Mar, 2017.)

PIC/S replied in an April 24 letter that Monné’s “proposal for 
engagement with PIC/S on this initiative is appreciated,” and wel-
comed the director general’s proposal “to explain and discuss the 
draft guidelines with non-EU PIC/S members.”

The group asked Monné how he would like to proceed, and 
asked him about the status of an April 26 meeting scheduled to 
finalize the draft ATMP GMP guidelines.

“A discussion after the finalization and publication of the guide-
lines would have little purpose,” the group said.

Furthermore, a decision by the commission to “go ahead with its 
standalone guidelines of lower GMP standards for ATMPs – could 
lead to serious consequences to the current global regulatory 
framework,” PIC/S warned.

An annex to the PIC/S letter provides a 17-point “non-exhaus-
tive summary” of patient safety risks posed by the ATMP guide-
line as drafted.

INDUSTRY ALSO HAS CONCERNS TO RAISE
Pfizer’s Veronique Davoust told the Parenteral Drug Association’s 
annual meeting April 5 in Anaheim, Calif., that the commission’s 
offer to discuss the guidelines was a big change from its intransi-
gence over the past several years, which she said included a failure 
to consult not only PIC/S but also the European Medicines Agen-
cy’s GMP/GDP Inspectors Working Group.

Davoust, who serves on PDA’s board of directors, noted that PDA 
is one of the stakeholders that will participate in the Inspectors 
Working Group’s next interested parties meeting, where the asso-
ciation will have an opportunity to present its concerns about the 

proposed ATMP GMP guideline.
Davoust, who is senior manager for global quality strategy at 

Pfizer, recognized the commission’s goal of attracting the develop-
ment of new therapies in Europe. However, she took issue with the 
commission’s approach of establishing multiple GMP guidelines, 
including separate guidelines for ATMPs and investigational medi-
cal products. (Also see “EU Close To Finalizing Revised GMP And In-
spection Rules For Clinical Trials” - Pink Sheet, 7 Feb, 2017.)

“When you are doing a clinical trial for ATMPs, should you look 
at the annex on IMPs, or should you look at the annex on ATMPs? 
There is a big, big risk here.”  

From the editors of Gold Sheet. Published online May 2, 2017

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

Even though the consultation 
process for the draft guideline is
over, the EC’s director general for 
health and food security, Xavier 
Prats Monné, wrote letter to PIC/S 
offering to discuss its proposal for 
separate GMPs for ATMPs.

Sh
ut

ter
sto

ck
: C

I P
ho

to
s

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


24   |   Pink Sheet   |   May 8, 2017 © Informa UK Ltd 2017

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

Petition Seeks OTC PPI Warning On Cancer Risk 
From Persistent Heartburn
EILEEN FRANCIS  eileen.francis@informa.com

FDA is being asked to add yet another 
safety warning to OTC proton pump 
inhibitors. A citizen petition requests 

requiring a label warning on the risk of 
esophageal cancer from persistent heart-
burn, a risk not lessened by PPI use.

“The warnings on current products are 
not sufficient to alert patients to the risk 
of esophageal cancer associated with per-
sistent heartburn resulting from reflux 
disease, acid indigestion or sour stomach,” 
states Esophageal Cancer Action Network 
Inc. in a May 1 petition to the agency. 

ECAN President Mindy Mintz Mordecai 
and Chairman John Lipham explain in the 
petition that because PPIs are effective in 
providing symptomatic relief, many pa-
tients likely do not seek medical interven-
tion for the persistent heartburn that can 
lead to Barrett’s esophagus – a precancer-
ous condition that causes as much as a 125-
fold increase in the chance of developing 
esophageal cancer.

The nonprofit group points out that 
about 15m US consumers experience heart-
burn daily, and about 3m currently have 
Barrett’s esophagus, with more than half of 
those unaware they have the condition be-
cause it presents no symptoms. Esophageal 
cancer often is only discovered when it has 
reached advanced stages when treatment 
outcomes are poor.

“In our view, the inclusion of a bold, 
prominent and strong warning will serve 
to better inform patients of the risks asso-
ciated with persistent heartburn and the 
need to see their physician due to the risk of 
esophageal cancer that can go undetected 
if the patient is getting symptomatic relief 
from the OTC drug products,” ECAN said.

PPIs available OTC in the US include the 
category pioneer Prilosec OTC (omepra-
zole 20mg) marketed by Procter & Gam-
ble Co.under license from innovator As-
traZeneca PLC;Bayer HealthCare LLC’s 
Zegerid OTC (omeprazole 20mg); Prevacid 
24HR (lansoprazole 15mg) marketed by 

GlaxoSmithKline Consumer Healthcare 
LP; the latest category entrant Nexium 
24HR(esomeprazole 20mg)marketed byP-
fizer Inc., also under license from Astra-
Zeneca; and private label versions of all 
those brands other than Nexium 24HR.

DIARRHEA, DRUG INTERACTION 
FEARS PREVIOUSLY NOTED
Researchers and public health advocates 
previously convinced FDA to require PPI 
label changes concerning different safe-
ty risks.

In 2014, FDA published several drug 
safety communications and began work 
with PPI marketers on label changes in re-

sponse to a 2011 citizen petition by Public 
Citizen. The safety communications includ-
ed risks of Clostridium difficile-associated 
diarrhea from PPI use and drug-drug inter-
actions with pharmaceutical drugs clopi-
dogrel, methotrexate and mycophenolate 
mofetil. (Also see “Public Citizen Urges FDA 
To Add Sweeping Warnings To PPI Labels” - 
Pink Sheet, 29 Aug, 2011.)

FDA said it would work with firms to add 
clopidogrel-interaction information on 
labels for all Rx and OTC PPIs containing 
omeprazole and esomeprazole.  

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

‘BOLDER’ CANCER RISK WARNINGS NEEDED

ECAN argues that OTC PPI label warnings should include a “stronger, bold and 
prominent” statement on the risk of potential esophageal cancer and noting 
that the products do not eliminate the risk. The existing label warnings on PPI 
products state:

• Your heartburn continues or worsens

• You need to take this product for more than 14 days

• If you need to take more than 1 course of treatment every 4 months”

ECAN suggests replacing those warnings with these:

“Persistent heartburn can indicate increased risk of developing esophageal 
cancer.”

“This medication will not eliminate that risk. Ask a doctor before use if you 
have:

• Had heartburn over 3 months. This may be a sign of a more serious 
condition.”

“Stop use of the product and see your physician

• If your heartburn continues or worsens; or

• If you need to take this product for more than 14 days; or

• If you need to take more than 1 course of treatment every 4 months.”

mailto:eileen.francis@informa.com
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‘Right To Try’ And PDUFA VI:  
Patient Advocates, Industry Fight Senate Add-On
KATE RAWSON  pinkeditor@informa.com

Patient advocates are working with 
Congressional staff to revise proposed 
federal “Right to Try” legislation that 

would prohibit the US FDA from taking any 
action to restrict compassionate use pro-
grams in the 34 states that allow it.

Opponents to the measure – including 
Friends of Cancer Research, the American 
Cancer Society and the National Organi-
zation for Rare Disorders – argue that the 
while the sentiment of “right to try” is well-
meaning, the proposed federal legislation 
(S. 204, known as the “Trickett Wendler 
Right to Try Act”) fails to adequately pro-
tect patients. 

Pushback from patient advocates had 
an early success in keeping “right to try” 
out of the preliminary discussion draft of 
the FDA Reauthorization Act (FDARA) of 
2017, which combines user fee programs 
for drugs, biologics, generics and medical 
devices. The question is whether it will stay 
out, now that Congress is starting to look 
at legislative add-ons.

The first draft of FDARA is the simplest 
possible reauthorization: it includes legis-
lative language for each of the four core 
medical product fee programs and reau-
thorization of a handful of other programs 
that share the Sept. 30 sunset date. The 
first draft is “clean”: There are no policy rid-
ers included – nor are there any placehold-
ers for coming legislation. (Also see “First 
Draft FDA User Fee Bill Is Squeaky Clean” - 
Pink Sheet, 14 Apr, 2017.)

FDARA is not expected to remain clean 
for long. The House Energy & Commerce 
Subcommittee on Health held a hearing 
May 2 to consider four medical device bills 
as potential add-ons: Over-the-Counter 
Hearing Aid Act of 2017 (HR 1652); Foster-
ing Innovation in Medical Imaging Act (H.R. 
2009); Medical Device Servicing and Ac-
countability Act (H.R. 2118); and H.R. 1736, 
to improve the process for inspections of 
device establishments and for granting ex-
port certifications. (Also see “Bill Bonanza: 

US Congress Sprouts Medtech Legislation 
This Spring” - Medtech Insight, 2 May, 2017.)

While the initial focus is on devices, 
opening up an otherwise clean reauthori-
zation increases the probability that drug-
related measures could be tacked on as 
well. In addition to “right to try,” legislative 
responses to generic drug prices (incen-
tives like priority review vouchers and/or 
removal of barriers like limited distribu-
tion) are among items very likely to be 
considered in that process.

Another key test of FDARA’s cleanliness 
will be the markup in the Senate HELP 
Committee, scheduled for May 10.

Given that “right to try” is intended to be 
a patient-centered proposal, patient orga-
nizations are a strong voice in opposition. 
But the bill also has powerful advocates 
among Senate Republicans – including the 
bill’s sponsor, Sen. Ron Johnson (R-Wisc.) – 
and in the Trump Administration, particu-
larly from Vice President Mike Pence. (Also 
see “’Right to Try’ Has White House Support: 
Add-On To PDUFA Looks Tough To Stop” - 
Pink Sheet, 9 Feb, 2017.)

In one positive sign for opponents to 
“right to try,” President Trump’s nominee for 
FDA Commissioner Scott Gottlieb declined 
to directly endorse the pending federal 
legislation in a carefully worded response 
to questions submitted by Sen. Patty Mur-
ray (D-Wash.) after his April 5 HELP Com-

mittee confirmation hearing. 
As a cancer survivor, Gottlieb said he 

identified with patients’ desire to access 
investigational treatments. But he also 
was non-committal on alternatives, simply 
stating that he would be willing to work 
with Congress as it considers “right to try” 
proposals. Gottlieb’s nomination cleared 
the HELP Committee on April 27 by a rela-
tively partisan 14-9 vote. (Also see “Gottlieb 
Advances, But FDA’s Future Seems Increas-
ingly Partisan” - Pink Sheet, 27 Apr, 2017.)

Should Trickett Wendler Act be destined 
for inclusion in the user fee reauthoriza-
tion, opponents to the measure believe 
changes are needed. Friends of Cancer Re-
search would like to see modifications that 
address two key issues: (1) transparency 
and (2) informed consent.

In an editorial to the Health Affairs blog, 
“How Do We Protect Patients From False 
Promises In Right-To-Try Laws?,” Friends 
Founder Ellen Sigal argues that “serious 
changes … are needed before this law is 
safe for patients.” Provisions for informed 
consent are “essential” and would guaran-
tee that patients requesting expanded ac-
cess can “judge the magnitude of their deci-
sion to use an unapproved drug,” Sigal says. 

Second, she notes that neither existing 
state laws nor the proposed federal legis-
lation require companies from provide ex-
perimental drugs under expanded access. 
While companies have good reasons for 
restricting access, Sigal said, “the limits of 
Right to Try must be clear.”

Along with most patient groups, the ma-
jority of those in the medical community 
– including drug companies and former 
FDA officials – are united against passage 
of a federal “right to try” effort. While op-
ponents to Trickett Wendler agree that 
compassionate use programs should be 
made available in certain situations, they 
argue that removing FDA from the process 
is not in the best interest of patients. (Also 
see “’Right To Try’ Bill Contradicts US FDA’s 

L E G I S L AT I O N
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Mission, Former Official Says” - Pink Sheet, 
14 Mar, 2017.)

‘RIPPLE EFFECT’ FROM ONE 
FIRM’S BAD PUBLICITY
Drug sponsors are especially leery of “right 
to try” legislation. Many companies – es-
pecially smaller firms – do not have the 
resources to run an expanded access pro-
gram, nor are they always able to manufac-
ture the additional drug supply needed to 
treat those patients. By focusing on remov-
ing FDA from expanded access approval 
process, “right to try” advocates incorrectly 
assume that the agency is the bottleneck 
in clearing requests for compassionate use, 
when in fact 99% of requests are approved 
within four days (and within 24 hours for 
emergency requests).

There are also public relations risks with 
being on the wrong side of an expanded ac-
cess request. During a panel discussion on 
“right to try” at the World Orphan Drug Con-
gress in Washington, D.C. April 21, Biotech-
nology Industry Organization SVP-Science 
Policy Kay Holcombe recalled Chimerix 
Inc.’s experience with its experimental anti-
viral drug, brincidofovir, after the company 
initially refused an expanded access request 
from 7-year-old cancer patient in 2014. (Also 
see “Chimerix And FDA’s Compassionate-Use 
Solution” - Pink Sheet, 26 Mar, 2014.)

The social media firestorm that followed 
– including death threats to then-CEO Ken 
Moch, who left the company as a result – led 
Chimerix to reverse its decision and allow ac-
cess. The patient, Josh Hardy, was successful-
ly treated for his infection, and the resulting 
cheers on social media lifted Chimerix’ stock 
price by nearly 50 percent. But the entire 
experience had a “ripple effect” across BIO 
members companies, Holcombe said, and 
has only dissuaded other small manufactur-
ers from following suit.

NORD Associate Director for Public Policy 
Paul Melmeyer agreed, stating that “right to 
try” measures will not increase patient ac-
cess to effective treatments, and may end 
up harming the system. If FDA is removed as 
a partner in the process, “companies that are 
currently offering expanded access program 
may be less willing to offer them in the fu-
ture,” he said at the World Orphan Drug Con-
gress. Manufacturers also may be unwilling 

to participate in programs that are seen as 
“antagonist” to FDA.

THE CURES DEFENSE
One other avenue for manufacturers to 
fend off more legislation in the space is to 
demonstrate progress from newly enacted 
expanded access provisions included in the 
21st Century Cures Act. Trickett Wendler 
failed to garner enough support for inclu-
sion in the Cures Act last year. Rather than 
making any changes to FDA policy in the 
space, a provision of the Cures Act requires 
manufacturers to develop an expanded ac-
cess program and publicize it in some way 
(such as a web site posting) with contact 
information for interested patients. That re-
quirement went into effect in February.

Manufacturers are complying with the 
“Cures” provision, with some taking it a 
step further. For example, Shire PLC SVP 
and Head of Global Clinical Development 
Howard Mayer reported that his compa-
ny’s compassionate use policy and email 
portal is up and running, with a 72-hour 
turnaround on expanded access requests. 
Once a request comes in, Mayer calls a 
meeting with the clinical, regulatory and 
safety leads and responds to the patient 
directly via written correspondence. 

“There are certain circumstances under 
which early access makes sense,” he said. 
Rather than forcing another legislative 
solution, manufacturers should be encour-
aged to anticipate when a drug under de-
velopment might receive an expanded ac-
cess requests, Mayer suggested. Shire has 
received “numerous requests” for compas-
sionate use of maribavir, which is in Phase 
III studies for cytomegalovirus post-bone 
marrow or organ transplant.

In response, Shire established a parallel 
program for patients with CMV infection 
that do not meet the inclusion/exclusion 
criteria. The company will use a similar 
strategy for idursulfase-IT, which is in Phase 
III studies for the treatment of neurocogni-
tive decline in its Hunter syndrome, should 
results be positive, Mayer said.

IMPROVING FDA’S 
EDUCATIONAL ROLE
NORD suggested that the current expand-
ed access program could be strengthened 

to better educate physicians and patients 
about how to access unapproved treat-
ments. FDA could better clarify its role in 
the process, Melmeyer said, adding that a 
“more accessible” office within the agency 
would help. “We are getting a lot better at 
this as we continue to debate expanded 
access, but we still aren’t reaching as 
many patients as we could.”

FDA has publicly proposed creating 
an Office of Patient Affairs to centralize 
patient engagement activities across the 
different centers, which could begin to 
address NORD’s concerns. (Also see “US 
FDA Plans New Office Of Patient Affairs” - 
Medtech Insight, 13 Mar, 2017.)

A separate effort to expand compas-
sion use is the Reagan-Udall Founda-
tion’s development of an Expanded 
Access “Navigator,” which would offer a 
central, Web-based location for physi-
cians and patients to find the appropri-
ate contact within companies to request 
access to an investigational drug. (Also 
see “Expanded Access Programs Need FDA 
Policy Changes To Really Expand” - Pink 
Sheet, 23 May, 2016.)

One working group out of the New 
York University School of Medicine au-
thored a three-page proposal at the 
request of lawmakers on Capitol Hill in-
terested in finding ways to improve the 
current system. The working group in-
cludes President and CEO of Parent Proj-
ect Muscular Dystrophy Pat Furlong and 
NYU School of Medicine assistant profes-
sor research in the Division of Medical 
Ethics Alison Bateman-House.

The working group outlined five key 
steps to improve patient access to unap-
proved medicines while at the same time 
making such access “appealing and prac-
tical” to drug companies. They include 
strengthening FDA’s expanded access 
program, clarifying FDA’s authority over 
unapproved drugs and exploring ways 
to encourage companies to participate. 
The paper could be used as a blueprint 
for improving expanded access, should 
efforts fail to attach Trickett Wendler to 
the user fee authorization.  

From the editors of the Tan Sheet. Published 
online May 2, 2017
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Recent And Upcoming FDA Advisory Committee Meetings
TOPIC ADVISORY COMMITTEE DATE

Discussion of six drug substances nominated for inclusion on the section 503A Bulk List eligible for 
compounding: nicotinamide adenine dinucleotide, nicotinamide adenine dinucleotide disodium 
reduced, nettle (Urtica dioica) whole plant, ubiquinol, vanadyl sulfate and artemisinin. Also, discussion 
of oral solid modified-release drug products that employ coated systems, nominated for the “Difficult to 
Compound” list.

Pharmacy  
Compounding May 8-9

Recommendations on the agency’s Innovation Funds work plan as prescribed in Sec.1002 of the 21st 
Century Cures Act Science Board May 9

NX Development Corp.’s 5-aminolevulinic acid hydrochloride powder (for oral solution) for use as an imag-
ing agent to facilitate the real-time detection and visualization of malignant tissue during glioma surgery Medical Imaging Drugs May 10

Considerations for evaluation of respiratory syncytial virus vaccine candidates in seronegative infants Vaccines and Related 
Biological Products May 17

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

Pediatric, and Pediatric 
Ethics Subcommittee May 18

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

Oncologic Drugs May 24

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

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

pink.pharmamedtechbi.com
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