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products in the scheme had reached the 
stage where decisions were imminent on 
whether they would be accepted for re-
view under the AA pathway. AA reduces 
the assessment timeframe to 150 days 
compared with up to 210 days for standard 
reviews under the centralized procedure.

Commenting on the support Kite re-
ceived under PRIME, the company told the 
Pink Sheet: “We believe we received greater 
access via the EMA to answer our queries 
with regards to the MAA.” 

Kite appears to have beaten its main 
rival Novartis in terms of filing an EU ap-
plication for a treatment based on cut-
ting edge CAR T-cell technology. Novartis 
made history in July after becoming the 
first company to have a CAR-T marketing 
authorization reviewed by the US Food 
and Drug Administration’s Oncologic 
Drugs Advisory Committee. The commit-
tee unanimously recommended that the 
company’s pediatric leukemia treatment 
tisagenlecleucel-T (CTL-019) be approved. 
(Also see “CAR-T Companies Hang Onto No-
vartis’ Coat-Tails After Historic FDA Panel 
Vote” - Pink Sheet, 13 Jul, 2017.)

Kite is reported to be next in the FDA’s 
regulatory queue for a CAR T-cell product. 
Axicabtagene ciloleucel is currently un-
der review by the  agency, which has set 
a Prescription Drug User Fee Act action 
date of Nov. 29, 2017. Novartis has said it 
planned to submit CTL-019 for market-
ing authorization in the EU later this year. 
Other developers of CAR T-cell therapies 
include Juno Therapeutics, bluebird bio/

EU Firsts For CAR-T & PRIME As EMA 
Grants Kite Accelerated Assessment
NEENA BRIZMOHUN  neena.brizmohun@informa.com

The race to market CAR T-cell thera-
pies in Europe appears to have 
moved up a gear – as has the Eu-

ropean Medicines Agency’s PRIME (prior-
ity medicines) scheme – after Kite Pharma 
claimed it had submitted the first EU mar-
keting authorization application for such a 
product and had been granted accelerated 
assessment under PRIME.

Kite’s announcement on July 31 relates 
to its CAR (chimeric antigen receptor) T-cell 
therapy axicabtagene ciloleucel for treating 
lymphomas. As well as claiming a first for a 
CAR-T application in the EU, it marks what 

appears to be the first public disclosure by 
a company that a product in the popular 
PRIME scheme has reached the marketing 
authorization application (MAA) stage.

PRIME was launched in March 2016 to 
help get medicines for unmet medical 
needs to patients faster. It provides drug de-
velopers with early and proactive support 
from the EMA to help optimize their de-
velopment plan, and the chance of having 
their eventual MAA reviewed under the EU’s 
accelerated assessment (AA) procedure.

In May this year, the EMA told the Pink 
Sheet that two of the investigational 
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the EMA to answer 
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Janssen’s Sirukumab Falls On Mortality Concerns  
At US FDA Panel
http://bit.ly/2vunwfN
But advisory committee members suggest narrower indication 
might have won their support. In recommending against 
approval for rheumatoid arthritis, panelist were uncertain 
whether imbalance in deaths in the placebo-controlled trials 
resulted from an artifact of trial design or a real safety signal.

Express Scripts Boosts Formulary Exclusions  
With Focus On Multi-Source Brands
http://bit.ly/2wbv4lN
Pharmacy benefit manager adds 64 drugs to its list of formulary 
exclusions for 2018, bringing to 159 the number designated as 
not covered.

Celltrion’s Herceptin Biosimilar One Step Closer To  
US FDA Approval
http://bit.ly/2fcAitx
Following advisory committee’s recommendation for Mylan 
and Biocon’s trastuzumab biosimilar, Celltrion and Teva’s CT-P6 
appears to be one of the next one in, but given the expiry of 
Herceptin patent in the US and other late stage trastuzumab 
biosimilar candidates, it could be anybody’s game to launch their 
products first.

Emerging Markets Are Next Turn In Sanofi  
Consumer Health Growth
http://bit.ly/2v1KDhh
Sanofi’s consumer health sales were off 1%, at $1.4bn, during 
its latest quarter compared to a corresponding year-ago period, 
with inclusion of Boehringer’s OTC drug and nutritional product 
brand revenues. But for Sanofi’s legacy consumer products only, 
sales were up 42.5%.

UK Govt Appoints Former Pharma Executive To  
Lead Pricing Negotiations
http://bit.ly/2fcN5fm
UK industry has welcomed news that the Department of Health’s 
newly created Chief Commercial Officer role has gone to a 
former pharma executive.
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CANCER IMMUNOTHERAPY:  
When To Stop Treatment Remains Unanswered Question
SUE SUTTER  sue.sutter@informa.com

More studies are needed on the 
optimal duration of therapy with 
immuno-oncology agents such 

as PD-1/PD-L1 inhibitors, industry repre-
sentatives and academic researchers said 
at a recent US workshop on immunother-
apy combination treatment.

There is growing evidence that pa-
tients may not need to be treated with 
immunotherapies indefinitely, or even 
for as long as the two years commonly 
studied in clinical trials. Rather, shorter 
courses of treatment may be just as ef-
fective and provide an option for retreat-
ment should a patient progress after 
coming off a defined period of therapy, 
speakers said at the meeting sponsored 
by FDA and the American Association for 
Cancer Research (AACR).

“There are a couple of concepts that 
leaped into our practice that I think need 
to be proven correct before we adopt 
them. One of them is this concept of 

unlimited treatment,” said David McDer-
mott, an oncologist at Beth Israel Dea-
coness Medical Center and Dana Farber/
Harvard Cancer Center who specializes in 
melanoma and kidney cancer.

“Many of our trials are unlimited PD-1,” 

McDermott said. “We haven’t proven you 
need that, and I think before we adopt that 
as a rule … we need to prove that that’s real.”

Unlimited immunotherapy treatment 
“is actually burdensome,” said Israel Lowy, 
vice president of global clinical develop-

Celgene,  Cellectis/Servier/Pfizer,  Bellicum 
Pharmaceuticals and Celyad.

KITE’S ZUMA-1 TRIAL
Kite’s EU marketing application is seeking 
to use axicabtagene ciloleucel for the treat-
ment of patients with relapsed/refractory 
diffuse large B-cell lymphoma (DLBCL), 
transformed follicular lymphoma (TFL), 
and primary mediastinal B-cell lymphoma 
(PMBCL) who are ineligible for autologous 
stem cell transplant. The product secured a 
place on PRIME in May 2016 for the treat-
ment of patients with refractory DLBCL.

The marketing application is support-
ed by data from Kite’s ZUMA-1 trial, which 
met the primary endpoint of objective re-
sponse rate, with 82% of patients achiev-
ing a response after a single infusion of 
axicabtagene ciloleucel. At a median 
follow-up of 8.7 months, 44% of patients 

were in ongoing response, which includ-
ed 39% of patients in complete response. 
The company said that the most com-
mon Grade 3 or higher adverse events 
included cytokine release syndrome and 
neurologic events, which were generally 
reversible.

Non-Hodgkin lymphoma (NHL) is a 
type of blood cancer that affects around 
93,000 people in Europe every year, Kite 
said. DLBCL is one of the subtypes of NHL 
that is aggressive or fast growing. While 
many patients can achieve and maintain 
complete remission after initial treat-
ment, patients who experience relapse 
or do not respond to initial treatment 
historically have poor outcomes. The 
company estimates that approximately 
7,800 patients in the EU 5 alone may 
benefit from CAR-T therapy.

As of mid-July, 27 products had man-

aged to pass PRIME’s rigorous entry cri-
teria and get accepted on the scheme. 
More than 90 applications for entry in the 
scheme have been rejected so far. (Also 
see “Boost For Brain Cancer As Tocagen En-
ters EMA’s PRIME” - Pink Sheet, 28 Jul, 2017.)

Also last month, the EMA released 
for public consultation a concept paper 
on planned changes to its five-year old 
guideline on products containing genet-
ically-modified cells to primarily address 
the availability of improved genome 
editing technologies and to incorporate 
quality, non-clinical and clinical issues 
specific to CAR T-cells. (Also see “EMA Re-
viewing Guide To Support New Genome 
Editing Technologies, CAR-T Cell Thera-
pies” - Pink Sheet, 25 Jul, 2017.)  

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

Shorter durations of 
immunotherapy could 
mean less financial 
burden for payers and 
patients and reduced 
risk of long-term 
toxicities for patients, 
but also less revenue 
for drug sponsors.
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ment and head of translational science 
and clinical oncology at Regeneron Phar-
maceuticals Inc. “It’s not just burdensome 
for the patient. It’s burdensome for the 
healthcare system.”

“If it’s really not necessary, then may-
be we shouldn’t be doing it,” Lowy said. 
“There’s really no data that suggest that 
if you have a response, that continuing to 
treat … is going to make that duration of 
that response when you stop longer.”

The optimal duration of immune-based 
therapy “is an unanswered question for our 
field,” said Daniel Chen, vice president and 
global head of cancer immunotherapy de-
velopment at Genentech Inc.

Chen suggested the answer to the 
question about optimal treatment dura-
tion may be found in patient subsets that 
are not well understood. “Some patients 
when you stop therapy have very durable 
responses, other patients have some du-
rability but ultimately progress. Other pa-
tients might immediately progress upon 
stopping immune-based therapy,” he said. 
“What I think has been difficult is there 
haven’t been any clear identifiers for which 
patients belong to which subset.”

Shorter durations of therapy could 
mean less financial burden on payers and 
patients and reduced risk of long-term 
toxicities for patients. The Catch-22 for the 
industry, however, is that shorter courses 
of treatment could mean reduced sales for 
immunotherapy drug sponsors.

While there was general agreement 
that the idea of shorter durations of ther-
apy requires further study, researchers 
and industry executives cited barriers to 
developing the data needed to change 
from the current treatment paradigm of 
“more is better.”

These hurdles include physician con-
cerns that prematurely taking a patient off 
treatment will lead to cancer progression, 
and worries that clinical trial participants 
will seek supplemental immunotherapy 
elsewhere, thereby muddying the results 
of studies on shorter therapy duration. 
In addition, the duration of therapy, like 
the dosage amount and frequency, may 
depend upon the type of cancer being 
treated, which complicates extrapolation 
across indications.

CLOSING THE DOOR ON  
OPEN-ENDED TREATMENT
The FDA/AACR meeting focused on ap-
proaches to combination therapy and 
best practices in patient and dose selec-
tion, biomarkers to aid in selection, and 
novel endpoints.

FDA and AACR have hosted several re-
cent meetings on unique challenges in 
immunotherapy development, including 
an October 2016 session on new ways to 
measure efficacy. (Also see “Cancer Immu-
notherapies Have FDA, Industry Looking For 
New Endpoints” - Pink Sheet, 19 Oct, 2016.)

One theme that quickly emerged from 
discussions on optimizing the dose for 
studying immuno-oncology agents in 
combination therapy was uncertainty as 
to how long such drugs should be given, 
particularly in light of the somewhat arbi-
trary duration (often up to two years) that 
treatments such as PD-1/PD-L1 inhibitors 
are administered in clinical trials.

The Dosage and Administration section of 
labeling for all five currently approved PD-1/
PD-L1 inhibitors recommends giving drug 
until disease progression or unacceptable 
toxicity. In addition, labeling for Merck & 
Co. Inc.’s PD-1 inhibitor Keytruda (pembroli-
zumab) advises dosing for up to 24 months 
in patients without disease progression.

Before immunotherapy agents were es-
tablished as a viable approach to treating 
cancer, the treatment paradigm was to give 
toxic drugs until either disease progression 
or patient intolerance, said Regeneron’s 
Lowy said, who previously worked at Me-
darex Inc. and was involved in that compa-
ny’s early development of the anti-CTLA-4 
Yervoy (ipilimumab) and the PD-1 inhibitor 
Opdivo (nivolumab). Bristol-Myers Squibb 
Co. acquired Medarex in 2009.

“What that reflects actually is that you’re 
relying on the drugs to really do the entire 
job of controlling the pathogenic process, 
in this case the tumor,” Lowy said. However, 

If you are “looking at an approach where 
you’re enabling the immune system … and 
you really reset the balance, then maybe 
you can actually comfortably lay off of it.”

Lowy and other speakers pointed to 
research suggesting that the major phar-
macodynamic effect with PD-1/PD-L1 
inhibitors occurs in the first few weeks or 
months of treatment.

“I think If you look across a variety of tri-
als, different indications, different agents, it 
generally emerges that most people have 
their response by six months, and certainly 
by 12 months they’ve stabilized whatever 
response they’ve had,” Lowy said. “[It’s] 
very unusual to see somebody who [after] 
a year-and-a-half has a major change and 
further shrinkage in their tumor.”

Open-ended treatment “just doesn’t 
fit the biologic paradigm,” Lowy said. “It 
just scientifically doesn’t make sense. We 
don’t do this, and we shouldn’t do this just 
because we can.”

Stopping PD-1/PD-L1 immunotherapy 
after a set period of time also opens the 
door to future use of the drugs in the event 
of progression, he said.

“If somebody relapses or progresses 
while they’re on this extended treatment, 
I’m pretty sure that they’re resistant to PD-
1,” Lowy said. “Whereas if I take the position 
that I’m going to put them in control with 
the defined treatment and follow them 
and then should they recur later, then I say 
well I have a crack now at redosing them.”

“Just like if you have strep throat and 
you take penicillin for 10 days and a year 
later you get strep throat, it will respond to 
penicillin. But if you were taking penicillin 
for the entire year, I’m not sure you would 
want to stay on the penicillin,” he said.

Stopping immunotherapy early to see 
what happens “is an interesting concept” 
that begs further research using novel trial 
designs, such as randomized discontinua-
tion, McDermott said.

Open-ended treatment “just doesn’t fit the biologic 
paradigm. It just scientifically doesn’t make sense. 
We don’t do this, and we shouldn’t do this just 
because we can.” – Regeneron’s Lowy
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However, “those kind of designs are 
very hard to execute in humans because 
they don’t like to be taken off treatment 
when it’s working, particularly if it’s not 
adding side effects,” he said. “One of the 
interesting things about PD-1 is that most 
of the tox happens in the first six months, 
so patients are not as eager to come off, 
in my experience, PD-1 as they might be 
Taxol for example, where they’re accumu-
lating side effects,” McDermott said.

“We need to look at different dura-
tions, we need to look at novel designs 
because there are probably some pa-

tients who need chronic blockade and 
others that can come off, particularly 
those with deep responses,” McDermott 
said. “We need to be doing short cours-
es of treatment, stopping the drug, see 
what happens, reintroduce the drug if 
patients progress.”

Randomized trials are needed to ex-
plore not just stopping early, but also 
possible predictors of success with an 
earlier stop, McDermott said, noting that 
optimal duration may depend, in part, 
on the type of cancer.

In addition, randomized studies are 
necessary to demonstrate that treat-
ment beyond progression with immuno-
therapy is useful before the clinical com-
munity adopts this approach as standard 
of care, McDermott said.

This issue has been “explored in retro-
spective analyses of giving PD-1 after a 
patient progresses and showing that the 
patients who continue on drug do bet-
ter than those who stop,” he said. “I think 
those analyses are very biased. I think 
they are a set up for people in the com-
munity overtreating patients. And I think 
that’s a particular problem because most 

progression in my experience outside of 
melanoma is real progression, and if you 
don’t move that patient onto something 
else they’re going to be in deep trouble.”

FEAR OF UNDERTREATMENT
Industry representatives and researchers 
acknowledged that fear of undertreat-
ment can make drug manufacturers, cli-
nicians and patients reluctant to pursue 
more abbreviated dosing schedules with 
immunotherapy.

Shortening the duration of treatment po-
tentially can have life or death consequenc-

es, Chen said, recounting an experience 
from his company’s development of the 
PD-L1 inhibitor Tecentriq (atezolizumab).

“Back in 2011, I was leading the atezoli-
zumab development and I was really 
championing the idea of more limited du-
ration of therapy, with the idea that you 
could retreat,” Chen said. “And in that ex-
perience I know we lost some patients … 
because we stopped treatment.”

“Few things have more deeply affected 
me personally than knowing that while I 
was pushing what I thought was an im-
portant scientific point, that these things 
have very real ramifications to people’s 
lives,” Chen said. “That affected the way I 
look at duration of treating and the idea 
of overtreating.”

“We tend to overtreat because it’s re-
ally important, because a patient’s life 
is at stake,” Chen said. “We’re willing to 
tolerate a little bit of overtreatment be-
cause we know it’s that chance to save 
someone’s life. … I think what you’ve 
seen is that at least for the early portion 
of this field, we moved to treating more 
because of that concern over what hap-
pens if you undertreat.”

A CHANGING TIDE IN STUDY 
TREATMENT DURATION?
Lowy described Regeneron’s efforts to 
study more limited durations of therapy 
with its investgational PD-1 inhibitor 
REGN2810. An ongoing Phase I trial caps 
treatment at 48 weeks, with an opportu-
nity for retreatment in the event of recur-
rence, Lowy said.

Despite the more limited duration in the 
Phase I trial, “some of our Phase III studies 
that we have started have been planned to 
dose out to two years, and this is the ‘just in 
case’ from the people who don’t want me 
to screw up with this expensive develop-
ment plan,” Lowy said. One consideration 
in this design decision was the concern 
that if the protocol called for a shorter 
duration of immunotherapy, clinical trial 
participants may subsequently seek PD-1 
treatment elsewhere, which could con-
found the study results, he said.

Merck and other companies have begun 
reducing the duration of immunotherapy 
from two years to one in adjuvant stud-
ies, where patients are generally healthier 
than in the later-line treatment settings, 
said Eric Rubin, vice president and thera-
peutic area head of oncology early clinical 
development at Merck.

Figuring out the answers to duration of 
treatment questions is critical to optimiz-
ing use of immunotherapies, Lowy said.

“Given that this is currently our best 
agent out there as the anchor of almost 
everything else we do … it’s really im-
portant that we further understand how 
to use it optimally,” Lowy said. “I think 
we need to figure out how to find stud-
ies that we can do that would help us get 
comfortable with this.”

“Maybe it’s just getting more and more 
data. Maybe there are other biologic in-
dicators apart from PK that we could use 
to say you’ve hit your mark and you can 
stop,” Lowy said. “This is an important 
issue which will actually make a huge 
impact not only patient care, burden, 
healthcare cost, but also even how when 
we start doing combinations how they 
actually work out in terms of being toler-
able and effective.”  

Published online August 1, 2017

Randomized discontinuation trials “are very hard 
to execute in humans because they don’t like to be 
taken off treatment when it’s working, particularly 
if it’s not adding side effects.”  
– Beth Israel’s McDermott
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AstraZeneca Hopes Imfinzi Breakthrough Get 
Can Burn Off MYSTIC Failure
BRIDGET SILVERMAN  bridget.silverman@informa.com

A new breakthrough therapy designation (BTD) for AstraZene-
ca PLC’s Imfinzi (durvalumab) signals FDA’s confidence in the 
promise of the agent in non-metastatic non-small cell lung 

cancer, a setting earlier in the disease course than the metastatic 
NSCLC indications FDA has so far granted to immunotherapies.

The BTD is a welcome counterpoint to the disappointing results 
from the Phase III MYSTIC trial as first-line treatment for metastatic 
NSCLC, a more competitive (and lucrative) disease setting for the 
PD-1/L1 inhibitor class.

The new BTD is for Imfinzi treatment of patients with locally-
advanced, unresectable non-small cell lung cancer (NSCLC) whose 
disease has not progressed following platinum-based chemora-
diation therapy, AstraZeneca reported July 31. The designation is 
based on interim data from another Phase III trial, the PACIFIC study.

MYSTIC MISS IN FIRST-LINE METASTATIC NSCLC
While the MYSTIC trial is ongoing, AstraZeneca’s July 27 announce-
ment that the study had failed to meet one of its co-primary end-
points was seen as a huge blow to Imfinzi’s prospects in NSCLC. 
(Also see “MYSTIC Misses: Devastation For AstraZeneca As Imfinzi 
Fails PFS Endpoint In NSCLC” - Pink Sheet, 27 Jul, 2017.) Imfinzi is the 
newest of the five PD-1/L1 inhibitors approved by FDA, receiving 
accelerated approval for locally advanced or metastatic urothelial 
carcinoma after platinum therapy on May 1, 2017; the AZ antibody 
holds a BTD in that setting for patients who are PD-L1-positive. 

MYSTIC is a large undertaking, with an enrollment of more than 
1,100 previously untreated Stage IV NSCLC patients randomized to 
three arms: durvalumab in combination with AZ’s CTLA-4 inhibitor 
candidate tremelimumab, durvalumab monotherapy, or standard 
of care platinum-based chemotherapy. The trial’s co-primary end-
points compare the durvalumab combination against standard 
of care for progression-free survival (PFS) and overall survival (OS) 
and compare durvalumab monotherapy to SOC for OS.

The Imfinzi/tremelimumab arm failed to improve PFS more than 
standard therapy, AstraZeneca reported.

The Imfinzi monotherapy arm would not have met a pre-spec-
ified threshold of PFS benefit over standard of care in previously 
untreated metastatic NSCLC, the company added, although the 
company noted that the comparison was not formally tested.

The top-line MYSTIC findings are “disappointing,” AstraZeneca 
Chief Medical Officer Sean Bohen acknowledged, but the com-
pany emphasized that the trial will continue to assess OS for both 
Imfinzi monotherapy and the Imfinzi/tremelimumab combo.

AstraZeneca is not the first immunotherapy sponsor to be 
disappointed by Phase III results as first-line metastatic NSCLC 
therapy. Bristol-Myers Squibb Co.’s CheckMate 26 trial of Opdivo 
(nivolumab) failed to meet its primary endpoint of PFS compared 

with chemotherapy in patients with at least 5% PD-L1 expression, 
and also failed to show an effect at higher PD-L1 thresholds. (Also 
see “’Total Disaster’ In First-Line Lung Cancer For BMS’s Opdivo” - 
Pink Sheet, 10 Oct, 2016.)

PACIFIC SUPPORTS BTD IN NON-METASTATIC NSCLC
Imfinzi’s new BTD marks the earliest of stage cancer for which an 
immunotherapy has received breakthrough status. As with most 
novel oncology development, sponsors have targeted sicker pa-
tients first.

“Imfinzi is the first immuno-oncology medicine to show a clini-
cally significant benefit in this earlier, non-metastatic setting,” 
Bohen said. Indeed, Imfinzi could be the first medicine to make 
that claim in NSCLC; he noted that the only current option for 
patients who have not progressed following chemoradiation is 
active monitoring.

The BTD is based on interim results from the PACIFIC trial, a 
Phase III placebo-controlled trial of Imfinzi as sequential treatment 
in patients with locally advanced unresectable (Stage III) NSCLC 
who had not progressed following standard platinum-based che-
motherapy concurrent with radiation therapy.

The PACIFIC data created a stir in May, when a planned interim 
analysis found that the trial had already met a primary endpoint 
of progression-free survival (PFS). (Also see “AstraZeneca’s Imfinzi 
Steals March Into Untapped IO Lung Cancer Territory” - Pink Sheet, 
12 May, 2017.)

PACIFIC continues to follow patients for its co-primary endpoint 
of OS. The 713-patient trial, which started in 2014, randomized pa-
tients to Imfinzi or placebo for a maximum of 12 months.  

Published online July 31, 2017
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Woodcock’s ‘Bias’ In Sarepta Case Made Jenkins Worry 
About Future Drug Reviews
DERRICK GINGERY  derrick.gingery@informa.com

John Jenkins made several shocking 
comments about Center for Drug Eval-
uation and Research Director Janet 

Woodcock’s behavior in the run up to the 
controversial approval of Sarepta Thera-
peutics Inc.’s Exondys 51, including that he 
worried about leaving the Office of New 
Drugs in her hands upon his retirement.

In an email to then-FDA Commissioner 
Robert Califf dated Sept. 14, 2016, five days 
before the Duchenne muscular dystrophy 
treatment Exondys 51 (eteplirsen) would 
be approved, Jenkins, at the time director 
of the Office of New Drugs (OND), laid out 
a series of charges against Woodcock and 
her involvement in the review, including 
that there was an appearance of bias. 

Jenkins, who wrote he strongly dis-
agreed with Exondys 51’s approval, said 
in the email that Woodcock made known 
to staff working on the application before 
the review was completed that she in-
tended to approve the product, no matter 
their opinion. He also said Woodcock con-
ducted private, undocumented conversa-
tions with Sarepta and other stakeholders 
about the product.

Those concerns appeared to come to 
a head as Jenkins considered retirement. 
He told Califf that he hoped to exit in the 

spring of 2016, but “delayed my departure 
for a variety of reasons.”

“One of the most important reasons is 
that Janet has told me she plans to serve 
as acting in my place as head of OND once 
I leave,” Jenkins wrote in the email. “I am 
very concerned about the impact of that 
decision on the future of the new drugs 
review program and would be happy to 
discuss those concerns further.”

Jenkins told the Pink Sheet that the 
email stands for itself and he would not 
provide additional comment.

FDA posted the email and other docu-
ments related to the Exondys 51 case July 
31 as part of an ongoing response to a 
Freedom of Information Act Request.

The agency continues to stand behind 
Woodcock. The agency told the Pink Sheet 
that Commissioner Scott Gottlieb “has full 
confidence in Dr. Woodcock’s expertise and 
commitment to FDA’s mission of public 
health promotion. Dr. Gottlieb fully supports 
Dr. Woodcock’s leadership of CDER and her 
leadership of the new drug program and the 
steps she is taking to modernize the agen-
cy’s approach to new drug regulation.”

Califf also told the Pink Sheet that he 
did not have any concerns about Wood-
cock taking over OND.

“There is significant work to be done in 
the Office of New Drugs to deal with a rap-
idly changing evidence generation system, 
increased emphasis on patient and carer 
voices and attention to preferences,” Califf 
said. “Her decision to personally oversee 
OND reflects her commitment to its mis-
sion and importance.”

Despite reviewers’ opposition, Wood-
cock granted accelerated approval to Ex-
ondys 51. Her decision was appealed to 
Califf, who ultimately supported it. (Also 
see “Sarepta’s Eteplirsen Approved After 
Contentious Internal FDA Debate” - Pink 
Sheet, 19 Sep, 2016.)

The review and approval of Exondys 51 
was highly controversial, in part because 
of an internal disagreement between 
Woodcock and the review team, as well as 
the public lobbying campaign by patients 
while the application was under consider-
ation. (Also see “Patient Advocacy With FDA 
Review Staff Will Be Tougher Post-Sarepta” 
- Pink Sheet, 23 Sep, 2016.)

Jenkins’ email was written in response to 
Califf circulating his draft decisional memo 
on the appeal. Califf sent the draft to Jen-
kins, Woodcock, Office of Drug Evaluation I 
Director Ellis Unger, as well as then-Acting 
Chief Scientist Luciana Borio, who oversaw 
the formal appeal of Woodcock’s decision.

INVOLVEMENT FAR EXCEEDS 
USUAL APPROACH
Jenkins took issue with several statements 
that Califf intended to write in the memo. 
“Janet has had frequent private conver-
sations with the sponsor and the stake-
holder community,” Jenkins wrote. “To my 
knowledge, she has not documented the 
substance of those conversations to the re-
cord, as is required under FDA regulations. 
That leaves a gap of knowledge to evalu-
ate the concerns raised by the review team 
and Dr. Borio.”

Jenkins told Califf that Woodcock’s ac-
tions throughout the Exondys 51 review 
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were out of character compared to the 
more than 20 years he worked with her.

“I can say without a doubt that her in-
volvement in this case far exceeds her 
usual ‘hands-on’ approach,” Jenkins wrote.

He said the 14 briefings for the center 
director that were convened related to 
the case were not the norm for CDER op-
erations. And Jenkins objected to Califf’s 
assertion that Woodcock’s history of suc-
cess running CDER suggests “her intense 
involvement in this case does not raise 
concern.”

FDA’s scientific dispute review board, 
which oversaw the reviewers’ appeal 
of Woodcock’s decision, said it found 
Woodcock’s “extensive, early involve-
ment in the review process troubling” 
and warned that “care should be taken to 
avoid the appearance of interfering with 
the integrity of scientific reviews at the 
lower levels of a center.”

When asked whether communicating 
an approval decision to reviews before 
they had finished their work was ap-
propriate for a center director, FDA re-
sponded that Woodcock “was apprised of 
the views of the review team as they all 
interacted frequently on this application.” 
The agency also said Woodcock indicated 
in her decisional memo that “the review 
team did an exemplary job in performing 
a detailed evaluation of the data submit-
ted … but that she simply disagreed with 
certain parts of their findings and reached 
a different conclusion.”

The agency also said that the Scientific 
Dispute Process Review Board found that 
Woodcock “considered all relevant evi-
dence in reaching her conclusion.”

Califf told the Pink Sheet that he felt 
Woodcock considered all sides in the dis-
pute. “While my style and Dr. Woodcock’s 
are not the same, she has been a very ef-
fective center director, and while she may 
have expressed opinions along the way, I 
was convinced that she was listening and 
considering counter-arguments through-
out,” Califf said.

“I also have great respect for Dr. Jenkins, 
but there is a chain of command at FDA and 
Dr. Woodcock is the career leader of CDER. 
Tampering with this chain of command on 
an individual product by a political appoin-
tee would be a bad idea in my view.”

During the appeal process, Woodcock 
said that Sarepta may need its drug ap-
proved to protect its financial health 
and DMD drug development, which also 
raised concerns from reviewers. (Also 
see “Woodcock’s Consideration of Sarepta 
Financial Issues Raises Eyebrows” - Pink 
Sheet, 19 Sep, 2016.)

WOODCOCK DECIDED BEFORE 
REVIEW COMPLETED
Jenkins said in the email that it was in-
correct for Califf to state that Woodcock 
“heard and read all the scientific evidence.”

Jenkins also wrote Woodcock had clear-
ly decided that Exondys 51 would be ap-
proved before the review was complete. 
He said Califf’s wording “implies she took 
these actions BEFORE reaching a decision 
on the application, which is clearly not 
correct given her statement to the review 
team of her intention to overrule them and 
approve the drug BEFORE they had com-
pleted their reviews.” (Words in all-caps ap-
peared that way in the email.)

Califf ultimately wrote in his memo that 
Woodcock had a record in the Exondys 51 
case “showing her close consideration of 
all relevant scientific evidence.”

Jenkins said that “it is also clear that she 
was prepared to approve the drug over the 
team’s objections by the original PDUFA 
goal date and only reluctantly agreed to 
press the sponsor for additional data on 
dystrophin production from the ongoing 
open-label trial.”

Jenkins said convincing Woodcock “to 
take what seemed like a very logical ac-
tion was not easy.” He also said “the usual 

course of action would be for the office 
to issue a [complete response] letter and 
then the sponsor could submit a [formal 
dispute resolution request] that would first 
come to me and only if I supported the of-
fice would an FDRR go to the Center Direc-
tor. In this case that process was bypassed.”

Among the concerns raised by FDA re-
viewers about Exondys 51 was an apparent 
lack of efficacy. It was measured in produc-
tion of dystrophin, which was not shown 
to have increased enough to be meaning-
ful, the agency argued. (Also see “Duch-
enne Muscular Dystrophy: Second Product 
Isn’t The Charm” - Pink Sheet, 15 Jan, 2016.)

VALIDATION OF WOODCOCK’S 
ACTIONS ‘WORRISOME’
Jenkins also worried about the agency’s 
future in the aftermath off the approval, 
saying that there could be substantial re-
percussions on the review staff, as well as 
FDA’s ability to conduct science-based re-
views because of Woodcock’s actions.

“The overall tone of your memo seems 
to say that you conclude that Janet be-
haved and conducted herself appropri-
ately in this case,” Jenkins said. “That is at 
odds with the experience of the review 
team and is counter to the team-based, 
collegial working environment that we 
hope to create at FDA so we can accom-
plish our important public health mission. 
This validation from your level of her ac-
tions and behavior is worrisome.”

He said Woodcock’s actions “at best cre-
ated a [serious] appearance of bias among 
the review team members and that has cre-
ated distrust and a sense of undue pressure 
to ‘come around’ to her way of thinking.”

John Jenkins Janet Woodcock
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“Even if you uphold her decision I would 
think you should counsel her about how 
her behavior and actions have undermined 
her credibility among the review staff and 
should be avoided in future similar cases,” 
he told Califf. “Effective leaders must have 
the trust and respect of their staff.”

Califf concluded in his memo that Wood-
cock did not succumb to pressure from the 
patient community, public, press or oth-
ers and did not find a “general pattern of 
discourse and involvement to be atypical” 
of her management of the center. He also 
said her conduct was not in conflict with 
her job requirements.

WOODCOCK REFORMING OND
Jenkins’ comments are stunning given 
Woodcock’s reputation inside and outside 
FDA as a strong and visionary leader, as 
well as an authority on drug development. 

She recently celebrated her 30th year work-
ing at the agency. (Also see “Woodcock’s 
Legacy: CDER Organizational Improve-
ments” - Pink Sheet, 10 Aug, 2016.)

Yet Califf and other FDA officials said in 
the weeks following Exondys 51’s approval 
that the disagreements had been put aside.

Califf said after the approval that em-
ployees were not adversaries. Jenkins also 
said at the time that the review team had 
refocused following the decision and that 
he and Woodcock continued to work to-
gether. (Also see “Sarepta’s Aftermath: FDA 
Staff Still Working Together, Califf Says” - 
Pink Sheet, 16 Nov, 2016.)

But agency officials also made clear that 
they did not want future development 
programs structured like the Exondys 51 
package. (Also see “No More Sarepta-Like 
Development, FDA Officials Say” - Pink 
Sheet, 20 Oct, 2016.)

It does not appear that Jenkins’ con-
cerns about Woodcock lead to any ac-
tion by Califf. “I believe he understood my 
strong support for OND and my view that 
adaptation to the changing environment 
would require considerable work,” Califf 
told the Pink Sheet.

Jenkins retired from FDA in January and 
is now a principal at the consulting firm 
Greenleaf Health. (Also see “Jenkins’ Exit In-
terview: He’ll Miss Insider Status Upon FDA 
Departure” - Pink Sheet, 13 Dec, 2016.)

Upon his departure from FDA, Wood-
cock became acting director of the Office 
of New Drugs and is overseeing several 
restructuring initiatives. (Also see “CDER 
Director Woodcock Plans Changes To Drug 
Reviews During OND Transition” - Pink 
Sheet, 6 Mar, 2017.)  

Published online July 31, 2017

BREXIT: How Do Pharma Firms Plan For An 
Unknown Scenario?
VIBHA SHARMA  vibha.sharma@informa.com

There is a high degree of anxiety 
among drug companies with some 
or all of their operations in the UK as 

to when – and if at all – they should start 
implementing the EU medicines network’s 
recent guidance on Brexit.

The only advice being handed out to 
them right now is to continue to wait and 
watch for more details to emerge as the 
Brexit negotiations proceed. But compa-
nies are looking for advice on whether 
they should set a “cut-off date” to finally 
start acting on the guideline, which out-
lines a number of actions that marketing 
authorization holders should consider to 
ensure their drugs remain in compliance 
with EU regulations following Brexit.

The guideline – which was issued by the 
European Medicines Agency, the Europe-
an Commission, and the EU Co-Ordination 
Group for Mutual Recognition and Decen-
tralised Procedures - human (CMDh) – is 

based on the worst-case scenario where 
the UK has no role to play in the medicines 
network and is regarded as a third country. 
(Also see “EU Network Alerts Drug Compa-
nies To Legal Repercussions Of Brexit” - Pink 
Sheet, 4 May, 2017.)(Also see “Change And 
More Change: That’s What Brexit Means For 

Drug Companies” - Pink Sheet, 1 Jun, 2017.)
Acting on the guideline would allow 

companies to “buy certainty,” but “it’s go-
ing to cost a lot of money,” said Steve Bates, 
CEO of the UK BioIndustry Association 
(BIA). “The question is whether the price of 
buying certainty for that [worst-case] sce-

E M A

Sh
ut

ter
sto

ck
: B

y f
ran

kie
s



pink.pharmamedtechbi.com August 7, 2017   |   Pink Sheet   |   11

nario is worth the cost… You should look 
at the practicalities involved,” Bates ad-
vised company representatives at a confer-
ence jointly organized by the BIA and the 
UK’s Medicines and Healthcare products 
Regulatory Agency in London on July 14.

The chairman of the BIA’s regulatory af-
fairs committee, Alan Morrison, said it was 
difficult to advise companies on their indi-
vidual strategies to plan for the worst case 
scenario, but felt that they should “prob-
ably start thinking about it now.” Morrison 
explained that some of the changes listed 
in the EU network’s guidance – such as 
establishing a batch control site in an EU 
state, and transferring licences – might re-
quire significant investment and advance 
planning, while some other issues could 
be left till the last minute, such as appoint-
ing an EU-based qualified person.

MHRA Deputy Director (Policy Division) 
Andrew Gregory told delegates that he 
could understand their “dilemma” because 
“even though we don’t know what the fu-
ture UK medicines regulatory framework 
is going to look like, companies are being 
asked to start planning for whatever that 
scenario is going to be and to start imple-
menting those plans. I know that there is 
an inherent contradiction here that can’t 
be overcome.”

Gregory hopes that over the next few 
months, there will be more clarity on the 
matter so that “we may start to see some 
principles coming through that will guide 
you in a slightly more concrete way than 
we are able to at the moment.”

NOT THE ONLY DEAL ON THE TABLE
Speakers at the conference tried to reas-
sure the delegates that many of the ac-
tions listed in the EU network’s guidance 
may become unnecessary depending 
on what deal is finalized between the 
UK and the EU. (Also see “Brexit: Advising 
Companies To Prepare For Only The Worst 
Case Scenario Is Premature, Says BIA” - Pink 
Sheet, 2 Jun, 2017.)

Paul Huckle, Chief Regulatory Officer at 
GlaxoSmithKline, said he found the guide-
line to be “pretty stark” as it seemed to 
be based on the scenario that no deal is 
reached between the EU and UK, and that 
there is no transition period, such that it 

represents a scenario with “a sort of double 
zero.” Huckle noted that some of the things 
being asked in the guideline represent a 
“huge undertaking.”

While the UK government still says it will 
not be part of the EU single market, Bates 
says it will be important to know whether 
there will be a free trade deal with the UK, 
and if so what sort of deal. “It can be any 
colour of the rainbow,” he noted.

By issuing the guideline, Bates claimed, 
the European Commission has passed on 
“all the risk and all of the cost to industry 
and I think before we say ‘Yes boss,’ we 
should ask ‘Are you sure?’”. This is because 
following the negotiations “we might 
get into a position where large chunks 
of [current processes] might remain the 
same or get done in a new format… We 
should then be putting our effort only 
into that,” he said.

Regarding the current state of the indus-
try, Bates said, “it’s like you get into a chasm 
before you get to the other side… And I 
think that is what we have got to manage 
now.” With respect to the actions outlined 
in the commission’s guideline, Bates spoke 
of “the impracticability of the task that is 
being imposed on us,” which he said was 
difficult and expensive to implement and 
“may not be massively helpful.”

On the question of the cut-off date, Bates 
thinks “it is worth living with [the risk] this 
year” and see how things turn out in Janu-
ary, or until the middle of 2018. At least 
“that what I am going to do,” he remarked. 
The industry for its part, he explained, has 
been lobbying to clarify its priorities re-
garding Brexit, and it recently asked the 
UK government to put the UK’s intentions 
into the public domain. This resulted in UK 
health secretary Jeremy Hunt and business 
secretary Greg Clark writing a letter to the 
Financial Times about the UK wanting to 
continue working with the EU on medi-
cines. (Also see “Lobbying Pays Off As UK 
Ministers Speak Out On Post-Brexit Regula-
tory Collaboration” - Pink Sheet, 5 Jul, 2017.)

The MHRA’s Gregory said the UK is look-
ing for a “unique” relationship with the EU. 
“Just because the version of what we are 
looking for doesn’t already exist, it doesn’t 
mean that it can’t happen… It’s important 
to get a political agreement on this,” he said.

CAN THE UK DO MORE ALONE?
Gregory explained that EU network’s 
guidance is predicated not just on the 
“no deal” scenario, but on just one ver-
sion of that scenario. Even if the UK were 
to become a third country following 
Brexit, he said, “there are relationships 
that the EU regulatory network current-
ly has with some other third countries, 
which will make some of the actions [set 
out in the guideline] unnecessary.”

In response to concerns that patients 
in the UK may face delays of up to six to 
12 months in case of a no deal scenario, 
where the MHRA may be left to man-
age things on its own, Gregory said “it 
is clearly one of the key considerations 
that we are looking at” and the MHRA 
would make every effort to close the 
gap. He believes that the MHRA can do 
a lot at the national level. As the MHRA 
already has a great deal of experience 
with early access schemes and condi-
tional licensing, Gregory suggested that 
the agency could look at alternative 
methods of assessment, such as rolling 
review of data, to make things attractive 
for the industry.

Bates, however, warned that if the EU 
and the UK were to go their separate 
ways, and even if the MHRA were to do a 
“fantastic job” of creating a different reg-
ulatory system, “the simple reality is that 
the UK will go back in the queue in terms 
of how global companies operate.” He ex-
plained that global companies go to the 
US and the UK (since it is currently nested 
in a big market) to get their licences first, 
and to other countries later. This is partly 
because companies do not have several 
teams to work on every market together, 
and the “idea that global companies are 
suddenly going to invest in an additional 
[UK] team is unlikely.”

For the last several years, Bates said 
that the UK has been in the lucky posi-
tion of being “a natural launch market,” 
which is why the industry is putting its 
energy and effort into ensuring that the 
UK remains as closely aligned with the 
EU as possible.

The BIA’s Morrison said that there 
should be a quick resolution on the fu-
ture location of the EMA to ensure busi-
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ness continuity. July 31 is the deadline 
for all EU member states interested in 
hosting the EMA to send in their bids, af-
ter which the bids will be evaluated and 
a final decision on the winning country 
will be taken in November.

It is not just pharmaceutical compa-
nies that are under pressure from Brexit. 
The EMA, earlier this month, announced 
plans to launch a 24/7 helpline to provide 
all agency employees and their families 
with “straightforward and confidential” as-
sistance from qualified specialists, counsel-
lors, and legal and financial advisers.

IRELAND SURVEY
Separately, Ireland has launched a sur-
vey to identify any drug products whose 
supply and availability could be inter-
rupted in the event of the UK withdraw-
ing from the EU and to ensure that plans 
are in place to proactively address this. 
The survey is for companies that hold a 
marketing authorization in Ireland for a 
medicinal product for human use, where 
the UK is the reference or concerned 
member state.

The Irish medicines agency has also 
established a dedicated email address 

where companies wishing to discuss any 
aspect of their operations related to the 
UK’s withdrawal from the EU can submit 
their queries. In addition, the agency is 
holding a Brexit stakeholder meeting on 
Aug. 31 to explain its approach to poten-
tial Brexit scenarios, to outline its plans to 
increase Ireland’s contribution to EU regu-
latory procedures as may be required, and 
to understand the concerns and require-
ments of different stakeholder groups.  

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

19 Countries Have Submitted Bids To Host  
The EMA Post-Brexit
IAN SCHOFIELD  ian.schofield@informa.com

A total of 19 EU member states have 
submitted formal bids to host the 
European Medicines Agency when 

it has to relocate from London as a result of 
the UK’s decision to leave the EU.

The names that had been received by 
the July 31 deadline and are now officially 
in the running are as follows, according to 
the European Council:

Amsterdam (Netherlands), Athens 
(Greece), Barcelona (Spain), Bonn (Ger-
many), Bratislava (Slovakia), Brussels (Bel-
gium), Bucharest (Romania), Copenhagen 
(Denmark), Dublin (Ireland), Helsinki (Fin-

land), Lille (France), Malta, Milan (Italy), 
Porto (Portugal), Sofia (Bulgaria), Stock-
holm (Sweden), Vienna (Austria), Warsaw 
(Poland), and Zagreb (Croatia).

Most of the candidates are the capital 
cities of their respective countries. Five of 
them – Barcelona, Bonn, Lille, Milan and 
Porto – are not, while the bid by Malta (cap-
ital Valetta) has been made in the name of 
the country as a whole. In the case of Por-
tugal, the government made a last-minute 
decision to back Porto rather than Lisbon. 
(Also see “Brexit: Bids In For The EMA As 
Portugal Drops Lisbon For Porto, Bratislava 

Emerges As Possible Front-Runner” - Pink 
Sheet, 31 Jul, 2017.)

Details of the countries’ offers, includ-
ing a justification of why each believes 
it meets the six criteria laid down by the 
EU authorities, have been published on 
the Council’s website. The criteria include 
good transport links, availability of appro-
priate premises and IT systems, education 
facilities for agency staff and their fami-
lies, and whether the country already has 
an EU agency.

In their bids, each country should have 
explained in particular:

 • Their plan for when and how the re-
location would take place and how 
this plan would ensure the agency re-
mains operational.

 • The premises that would be offered to 
the agency and how they would meet 
its specific needs.

 • The financial terms for the agency’s use 
of the premises, particularly whether the 
member state would pay the rent “for a 
given period of time or indefinitely.”

 • Terms regarding maintenance of the 
building, including any upgrading and 
future extension if needed.

 • Any special conditions offered regard-
ing costs and infrastructure.
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 • Any additional benefits that would be 
given to the agency and/or its staff.

The offers will now be assessed by the 
European Commission, which will analyze 
the extent to they meet the criteria and 
then submit its assessment to the council’s 
secretary general by Sept. 30 for distribu-
tion to the member states. After that a po-
litical discussion on the bids will take place 
in October on the margins of the meeting 
of the General Affairs Council responsible 
for the Article 50 process.

During preparations for this discussion, 
the commission will make an oral pre-
sentation of its assessment, and member 
states that have submitted a bid will be 
able to make a short presentation on their 
own offers.

The final decision will be taken by a 
vote on the margins of the General Affairs 
Council (Art. 50) meeting in November.

VOTING PROCESS
The voting process will consist of a number 
of rounds. In the first round, each member 
state has one vote consisting of six voting 

points which should be allocated as fol-
lows: three points to the preferred offer, 
two points to the offer that the member 
state ranks second, and one point to the 
offer it ranks third. 

If a bid receives three voting points from 
at least 14 member states, it will be consid-
ered the winner. If no offer receives three 
voting points from at least 14 member 
states, the three that receive the highest 
number of points will proceed to the sec-
ond voting round. If more than three offers 
receive the highest number of points, all 
offers that have received the same highest 
score will go on to the second round.

In the second voting round, each mem-
ber state has one vote (consisting of one 
voting point) that it can give to one of 
the three (or more) offers that have been 
chosen for the second round. If an offer 
receives 14 votes or more, it will be consid-
ered the winner.

If no offer receives 14 votes or more, the 
two offers that receive the highest number 
of votes will proceed to the third round. In 
case of a tie between three (or more) of-

fers, these will all go on to the third round.
In the third round, each country has one 

vote (consisting of one voting point) that 
it can give to one of the offers which have 
been chosen for the third voting round. An 
offer that receives the highest number of 
votes will be considered the selected offer. 
In case of a tie, the decision will be taken by 
the Council Presidency by drawing lots be-
tween the tied offers. The offer drawn will 
be considered the winner.

The same voting process will be used 
to select the new home of the European 
Banking Authority, which is also having 
to move out of London because of Brexit. 
Eight locations have been put forward to 
host the EBA: Brussels, Dublin, Frankfurt 
(Germany), Luxembourg, Paris (France), 
Prague (Czech Republic), Vienna and 
Warsaw.

The decision on the EMA will be taken 
first; the winner will automatically be ex-
cluded from the contest to host the EBA.  

From the editors of Scrip Regulatory Affairs.  
Published online August 1, 2017
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The balance of power behind the prescribing decision is changing: 
payers are ever more in charge. That means that insight into how 
payers make decisions – how they evaluate drugs, one against 
another – will be crucial to any successful drug launch.

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

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

Maximize Your 
Reimbursement Potential

Discover RxScorecard today. 

Visit https://goo.gl/8Q9QWU to review the selection of RxScorecards 
today. Interact with the data. Compare drugs on clinical, safety, 
and economic metrics. See the payer perspective. 
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South American Pricing Coalition Sets Sights On Alexion’s 
Soliris and Monoclonal Antibodies
FRANCESCA BRUCE  Francesca.bruce@informa.com

Members of Latin America’s Mercosur trade bloc have 
made new agreements to wield their collective power to 
jointly purchase high-cost medicines. It is hoped that the 

move will lead to price reductions of up to 80%.
Medicines on the coalition’s list include eculizumab (Alexion 

Pharmaceuticals Inc.’s Soliris) trastuzumab (Roche’s Herceptin), 
rituximab (Roche’s MabThera) and other monoclonal antibodies 
indicated for cancer and rheumatoid arthritis, says the Brazilian 
health ministry.

Argentina, Brazil, Paraguay, Uruguay and Venezuela are all Mer-
cosur member states, while associate countries include Chile, Bo-
livia, Peru, Bolivia, Ecuador and Suriname.

Agreements to jointly purchase a number of medicines were 
signed following a June Mercosur meeting of health ministers in 
Buenos Aires. “Collaboration is a pillar that allows us to confront 
many current challenges… Mercosur meetings allow us to iden-
tify our common problems, exchange information and combine 
efforts to take advantage of opportunities.” said Jorge Lemus, Ar-
gentina’s health minister.

“In order not to leave anyone behind, we have to be very careful 
with resources, which we know are not infinite. We are united to 
face common challenges and our main objective is the health of 
the people,” said Lemus.

According to Brazil’s health minister, Ricardo Barros, the lower pric-
es achieved through joint purchasing will help authorities to provide 
treatment for more patients. He said that such measures are an im-
portant means of securing new negotiations with industry.

In Brazil, eculizumab is among the top ten drugs most com-
monly sought through the courts, says the health ministry. Brazil’s 
constitution sets out healthcare as a basic right and, as such, many 
patients seek access to high-cost medicines in the courts. The med-
icines in question are largely those that have either been excluded 
from national health system, the SUS, or which have not yet been 
assessed for inclusion. Providing eculizumab secured through 
court cases cost Brazil R$391.8m ($124.5m) in 2016.

The pricing coalition already has form. In 2015, Brazil, Ven-
ezuela, Chile, Uruguay, Argentina, Paraguay, Peru and Suriname 
united to buy the HIV drug darunavir from the Indian firm Hetero 
at $1.27 per tablet. Previously the lowest price available to any 
country in the bloc for this drug had been $2.98 (Also see “Latin 
America Ploughs Ahead With Joint Pricing Strategy” - Pink Sheet, 11 
Dec, 2015.).  

From the editors of Scrip Regulatory Affairs  
Published online July 28, 2017
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“We have to be very careful with 
resources, which we know are  

not infinite. We are united to face 
common challenges and our main 

objective is the health of the people”  
– Jorge Lemus, Argentina’s health minister.

LET’S GET
SOCIAL

We are tweeting, 
liking and sharing the 
latest industry news 
and insights from our 
global team of editors 
and analysts, join us!@PharmaPinksheet
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VA AND HEPATITIS C DRUGS: Lessons For Health Reform?
MICHAEL MCCAUGHAN  michael.mccaughan@previsionpolicy.com

Like many public and private payors, 
the Veterans Health Administration 
faced a significant challenge from 

the launch of potentially curative hepati-
tis C therapies.

The VA population has a relatively high 
rate of hepatitis C infection, with 168,000 
diagnosed as of 2013. With new thera-
pies launched at list prices exceeding 
$80,000 per patient, the VA faced a po-
tentially huge expense. Like many pay-
ors, the VA reacted by placing limits on 
access to the new therapies, restricting 
prescriptions to a defined group of high 
risk patients. (Also see “VA Spent $370 Mil-
lion On Sovaldi And Olysio In Fiscal 2014” 
- Pink Sheet, 3 Dec, 2014.)

Three years later, the picture is very dif-
ferent. In 2017, the VA is actively screen-
ing patients for treatment, and preparing 
additional outreach to find patients who 
are not engaged with the system.

In its most recent budget proposal, the 
VA describes its current approach. “VA 
places a high priority on ensuring that all 
enrolled Veterans who require hepatitis C 
treatment have access to evaluation and 
treatment,” the agency said. 

Of the original 168,000 diagnosed pa-
tients in the system, the VA estimates it 
has treated half (84,000). “VA estimates 
that approximately 80% of all Veterans 
with HCV enrolled in VA care will be treat-
ed by 2020,” with the remaining untreated 
population consisting of those who are 
“difficult to engage in care due to issues 
such as homelessness, mental health and 
substance use comorbidities,” or people 
who may otherwise be “uninterested or 
unwilling to receive HCV treatment.” The 
“VA will continue outreach to these pa-
tients and remains committed to diag-
nosing and treating all veterans with HCV 
who are willing and able to be treated.”

What happened?
The answer to that question is worth 

pondering even as the health care re-
form seems stalled and concerns about 
drug pricing – prompted in no small part 

by the reaction to the launch prices for 
hepatitis C drugs – continue to dominate 
headlines.

Part of the story relates to advantages 
that the VA has as a federal purchaser. 
Namely, it is guaranteed a discounted 
price on medicines. It also has access to 
the deepest of pockets: the federal trea-
sury. So the VA bought the new drugs 
at lower prices than most payors right 
away, and then it sought and obtained 
an increased Congressional appropria-
tion in 2014 to help absorb the treat-
ment costs. 

But the VA also took advantage of its 
formulary process to negotiate lower pric-
ing as more therapies entered the market. 
Because the VA system is a fully integrat-
ed closed network, akin to a staff model 
HMO, it has the ability to deliver market 
share to preferred agents – and to exclude 
non-preferred therapies completely. That 
helps it get very good prices in competi-
tive classes.

The result is that VA prices for Hep C 
drugs are now much lower. Based on 
2017 data, the VA is now paying approxi-
mately $24,000 per course of therapy (an 
estimated $749 million in spending for 
31,200 Hep C treatments).

Pharmaceutical manufacturers are 
likely to present the VA case as evidence 
that competition works. With multiple 
hepatitis C therapies on the market, net 
prices came down, and fears of cata-
strophic budget consequences never 
materialized. 

But not every buyer has the VA’s ad-
vantages. So the VA experience can also 
support a different argument about 
pricing dynamics, one that advocates 
have dubbed a “public health” approach. 
That argument would seek to encour-
age (or require) manufacturers of im-
portant new therapies like the hepatitis 
C poducts to set much lower prices in 
exchange for public support in treating 
as many patients as quickly as possible. 
Rather than rely on competition and ex-

clusion as hammers to extract discounts, 
it would use faster, broader adoption as 
a carrot (or at least a trade-off ) for lower 
prices right away. 

But the focus on price may miss the 
point. The VA experience also illustrates 
the impact of integrated care on deci-
sions about drug coverage. The VA pays 
for all aspects of a beneficiary’s care, and a 
veteran’s eligibility for benefits lasts a life-
time. That gives the program reasons to 
weigh long-term costs in considering cov-
erage of high-priced curative therapies.

Other payers, like State Medicaid agen-
cies, face a very different calculation. 
States are typically obliged to deliver a 
balanced budget every year, and cannot 
seek a supplemental “emergency” appro-
priation the way the VA did. In addition, 
Medicaid enrollees often move in and out 
of the program, creating a significant po-
tential that any health savings associated 
with Hep C treatment would accrue to a 
different payor.

So the VA experience may be an argu-
ment to think about health care reform 
in a different light: a case where a federal, 
single-payor system might actually be 
good for innovators – at least, compared 
to the alternatives.  

From the editors of the RPM Report 
Published online August 1, 2017
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FDA OFFERS SAGE ADVICE ON CONTRACT MANUFACTURERS:  
Don’t Mix Drugs And Car Wax
BOWMAN COX  bowman.cox@informa.com

A novel pair of warning letters FDA 
published July 19 and July 25 re-
garding a manufacturing line for 

oral solutions and toxic car wax drives home 
FDA’s advice to negotiate strong quality 
agreements with contract manufacturers.

A July 17 warning letter to the outsourcer, 
Sage Products Inc., Cary, Ill., takes the un-
usual step of naming the contract manufac-
turer, ChemRite CoPac Inc., Lannon, Wis.

The Sage Products warning letter even 
gives the case number of the warning letter 
FDA sent ChemRite on June 29.

The disclosure is unusual since FDA nor-
mally treats such business relationships as 
confidential.

In fact, because of confidentiality agree-
ments, companies rarely disclose the iden-
tities of their contract manufacturers even 
when the contractor’s quality failures lead 
to recalls or approval delays.

WHAT ABOUT THE  
QUALITY AGREEMENT?
Without naming the firms involved, FDA’s 
Thomas Cosgrove had urged attendees 
of a manufacturing quality conference in 
Arlington, Va., last month to keep an eye 
out for two closely linked warning letters 
involving the car wax issue.

Cosgrove, who is director of the Office 
of Manufacturing Quality in FDA’s Center 
for Drug Evaluation and Research, said 
the paired warning letters are meant 
to “underscore the close connection in 
the marketplace but also the regulatory 
framework between those two entities, 
and really drive home that we are tak-
ing the relationship between the manu-
facturers and sponsors quite seriously 
and we’re looking closely at the quality 
agreements.”

The agency is routinely requesting cop-
ies of quality agreements during inspec-
tions and is trying to ensure that there is 
nearly always a quality agreement in place, 
Cosgrove told the conference, which was 

hosted by the International Society for 
Pharmaceutical Engineering, FDA and the 
Pharmaceutical Quality Research Institute.

“Compliant contract drug manufactur-
ing without a written quality agreement 
is difficult,” he said. “It may be possible. 
But I don’t think you want to be the test 
case on that.”

WHAT FDA FOUND AT CHEMRITE
FDA investigators arrived at the Chem-
Rite facility on June 6, 2016, four days 
into a nearly three-month inspection of 
the Sage Products facility that focused 
mainly on the issue of Burkholderia cepa-
cia contamination.

In previous cases involving B. cepacia, 
the agency has looked for the microor-
ganism throughout the product sup-
ply chain. (Also see “B. Cepacia Hits ICUs 
Again, Raises Manufacturing Controls 
Questions” - Pink Sheet, 6 Sep, 2016.)

But at ChemRite, the hunt for B. cepa-
cia was upstaged by an unexpected is-
sue: the contractor was manufacturing 
oral rinses and oral moisturizing drug 
products for Sage Products on the same 
equipment as it was using to make toxic 
industrial car care products.

Labeling for a paraffin-based car wax 
made with the equipment tells custom-
ers it’s something they should “keep out 
of reach of children” and that it is “harm-
ful or fatal if swallowed.”

ChemRite also makes toxic automotive 
leather care products using the same 
mixing tank and filling line as for the oral 
drug products.

Noting that the car wax and other non-
pharmaceutical products are “extremely 
difficult” to remove from manufacturing 
equipment, the warning letter informs 
ChemRite that “it is unacceptable as a 
matter of cGMP to continue manufac-
turing drugs using the same equipment 
that you use to manufacture toxic indus-
trial-grade car care products.”

WHAT FDA TOLD SAGE 
PRODUCTS ABOUT IT
In the warning letter to Sage Products, FDA 
noted that the company had contracted 
with ChemRite for the manufacture of 
Sage Perox-A-Mint and other oral solution 
drugs sold over the counter.

FDA informed Sage Products that Chem-
Rite adulterated those products by making 
them on equipment also used to make car 
wax. But the agency went on to explain 
that it also holds Sage Products respon-
sible “for ensuring that all of your prod-
ucts are manufactured in accordance with 
cGMP, including oversight of the manufac-
turing operations conducted by your con-
tractor, ChemRite, on your behalf.”

The warning letter directed the firm to 
review FDA’s November 2016 guidance on 
quality agreements in contract manufac-
turing arrangements for drugs.

CMO OVERSIGHT CHALLENGES
In his remarks at the ISPE conference, Cos-
grove underscored the challenge industry 
faces in overseeing contract manufacturers.

“How do you get out there and find 
those problems when they might not be 
directly related to your product? I can give 
you lots of hints and I can tell you what the 
risks are, and you know the risks some-
times better than I do. But that’s I think 
your unique challenge in assessing the in-
tegrity of your own supply chain. It’s going 
to be a day-in, day-out challenge with your 
commercial partners to get the informa-
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tion that you need to be able to make an 
informed choice.”

One official with a large pharmaceuti-
cal company told him how the company 
was dealing with a quality issue at one of 
its contract manufacturing organizations. 
“We have more employees at the CMO 
than the CMO has employees at the CMO 
right now,” the official said.

Cosgrove said he complimented the 
firm “for really doing what they had to 
do to get into the contract manufacturer, 
turn it around, and ensure the integrity, 
kind of recover the integrity of their own 
drug supply.”

But it’s a shame, he told the conference, 
that such an effort would be required to 
help a longtime business partner with 

quality remediation, given everything 
they’re already doing to manage their 
own facilities. “Do you have three months 
to go get their quality system together? I 
would guess not.”

SOME ARE BECOMING  
MORE PROACTIVE
Cosgrove encouraged firms to take a more 
proactive approach.

When auditing CMOs, “you need to be 
looking for larger systemic issues, and I 
would say cultural issues.”

He urged companies to “insist on broad-
er and deeper relationships with your 
CMOs. And as you know, it’s not just a one-
year relationship or a one-time relation-
ship.” Rather, he said, “The CMO becomes 

an extension of your company, and if you 
do not think of that that way, there is going 
to be a problem down the line.”

One company, for example, treats CMOs 
as if they are company-owned facilities, at 
least in terms of management respon-
sibilities. The firm has a manufacturing 
director for each contract manufactur-
ing facility, and addresses manufacturing 
problems at CMOs with the same urgency 
as at its own facilities.

“I was very impressed by that and would 
encourage companies that have not gone 
down that line to start thinking about 
things in that way,” he said.  

From the editors of the Gold Sheet. 
Published online July 30, 2017

FDA’s NDA And BLA Approvals: Zypitamag, Nerlynx, Vosevi, Lusduna
Below are FDA’s original approvals of NDAs and BLAs issued in the past week. Please see key below chart for a guide to frequently  
used abbreviations

SPONSOR PRODUCT INDICATION CODE APPROVAL DATE

New Drugs

Celgene Idhifa (enasidenib) Treatment of adults with relapsed or refractory acute myeloid leukemia 
(AML) with an isocitrate dehydrogenase-2 (IDH2) mutation as detected by 
an FDA-approved test.

P, 1 8/1/2017

Abbvie Mavyret  
(glecaprevir and 
pibrentasvir)

Treatment of adults with chronic hepatitis C virus genotypes 1-6 without 
cirrhosis (liver disease) or with mild cirrhosis; adult patients with HCV geno-
type 1 infection who have been previously treated with a regimen either 
containing an NS5A inhibitor or an NS3/4A protease inhibitor but not both. 
First treatment of eight weeks duration approved for all HCV genotypes 1-6 
in adult patients without cirrhosis who have not been previously treated.

P, 1 8/1/2017

New Biologics

Celator Vyxeos  
(daunorubicin/ 
cytarabine)

Combination of the anthracycline topoisomerase inhibitor, and nucleoside 
metabolic inhibitor to treat adults with newly-diagnosed therapy-related 
acute myeloid leukemia (t-AML) or AML with myelodysplasia-related 
changes (AML-MRC).

P, 3 8/3/2017

KEY TO ABBREVIATIONS

Review Classifications NDA Submission Classification

P: Priority review  
S: Standard review  
O: Orphan Drug

1: New molecular entity (NME); 2: New active ingredient; 3: New dosage form;  
4: New Combination; 5: New formulation or new manufacturer; 6: New indication;  
7: Drug already marketed without an approved NDA; 8: OTC (over-the-counter) switch;  
9: New indication submitted as distinct NDA – consolidated with original NDA;  
10: New indication submitted as distinct NDA – not consolidated with original NDA

N E W  P R O D U C T S
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P&G Open To M&A Moves, Closed To Board Seat 
For Activist Investor
EILEEN FRANCIS  eileen.francis@informa.com

Procter & Gamble Co. is pointing to 
its latest results to show its brand 
streamlining is working, but the firm 

is speaking directly to shareholders to ap-
peal for votes against activist investor Nel-
son Peltz joining its board.

A week after reporting its fiscal 2017 
fourth-quarter results and outlining plans 
for sustaining growth through focused ad-
vertising spending and returning to merger 
and acquisition activity, P&G in an Aug. 1 
letter to shareholders made its case against 
Peltz, head of hedge fund Trian Fund Man-
agement LP, being elected to the board dur-
ing the firm’s annual meeting on Oct. 10.

Signed by President and CEO and Chair-
man David Taylor, the letter asked share-
holders not to vote in favor of a proxy to 
add Peltz to the board and instead vote on 
P&G’s 11 director nominees. The outcome 
of the votes will be announced during the 
annual meeting.

“During numerous direct interactions 
with P&G board members and manage-
ment, and in its proxy materials, no new 
actionable ideas have been offered by Mr. 
Peltz, in our opinion, to drive additional 
value for P&G shareholders beyond the 
continued successful execution of the 
company’s ongoing strategies and plan,” 
Taylor stated.

The Cincinnati-based firm also argues 
that Peltz’s views are based on “outdated 
information” from Trian’s retention of Clay-
ton Daley, a former P&G chief financial of-
ficer, as an advisor. Daley stepped down 
from his post in 2009 after 15 years with 
the firm and was replaced by Jon Moeller. 
(Also see “P&G Focuses On Consumer Health, 
“Deemphasizes” Pharma” - Pink Sheet, 15 
Dec, 2008.)

“This decision appears to be compound-
ing Trian’s fundamental misunderstanding 
of P&G today and the operating environ-
ment the company faces.”

Trian Management, with a stake of 
around 1.5% on its purchase of roughly 

$3.5bn in shares in February, isn’t satis-
fied with PG’s progress from multiple ini-
tiatives over more than five years toward 
gaining market share for its health, per-

sonal and household care products and 
increasing margins. In a July 17 Securities 
and Exchange Commission filing, Trian 
stated that Peltz will stand for election to 
the board. (Also see “Activist Investor Forces 
P&G’s Hand: Shareholder Vote On Joining 
Board” - Pink Sheet, 17 Jul, 2017.)

P&G – whose OTC drugs include Vick’s 
cough/cold products (combinations of 
acetaminophen, dextromethorphan, 
phenylephrine, doxylamine and chlorphe-
niramine), Pepto Bismol upset stomach 
remedy (bismuth subsalicylate) and Prilo-
sec OTC treatment for frequent heartburn 
(omeprazole) – contends its “plan is work-
ing,” as shown by meeting or exceeding its 
2017 commitments. 

P&G’S M&A ‘POWER ALLEY’
The firm’s results also steer it toward con-
sidering mergers and acquisitions after 
several years out of M&A as it focused on 
trimming its portfolio. “We see the oppor-
tunity to acquire potentially new technolo-
gies, capabilities or potentially companies 
in spaces that are in our existing 10 core 
categories or adjacent or ones that lever-
age our capabilities,” Taylor said during the 
company’s earnings briefing on July 27.

Moeller said P&G is open to moving 
beyond the 10 categories in which it cur-
rently competes and offered some sign of 
where it would look.

“Where products are consumed daily or 
even more than one time per day, those 
are categories we really like. Categories 
where a product that is used or consumed 
once or twice or three times a year are not 
as attractive, by definition. We want to 
be in categories where product superior-
ity matters, where purchase motivation is 
driven by the ability of a product to meet a 
need in a demonstrable way,” Moeller said.

He noted many of the businesses P&G 
divested during its brand streamlining 
sold products intended for uses other 
than meeting a need, such as “fashion, fla-

“Where products are 
consumed daily or 

even more than one 
time per day, those are 

categories we really 
like … We want to be 
in categories where 
product superiority 

matters, where 
purchase motivation 

is driven by the ability 
of a product to meet a 

need in a demonstrable 
way.” CFO Moeller on 

M&A strategy
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vors, fragrance, self-image.” Those “are all 
good things, but not up our power alley,” 
Moeller said.

The streamlining plan is paying off 
with P&G’s 10 key categories growing 
after it shed 100 brands, moving from 
about 200 to 65 since 2014, including re-
ducing its overall oral care SKUs by 20%. 
(Also see “P&G Portfolio Rationalization 
Brushes Off 20% Of Oral Care SKUs” - Pink 
Sheet, 1 Mar, 2017.)

CEO Taylor said P&G has added more 
“mastery and depth” to its existing product 
categories with external hires. “The objec-
tive is simple: improve business results by 
getting and keeping the right people in 
the right places to develop and apply deep 
category mastery to win,” he said.

P&G is “fortunate” in retaining staff, but 
the company still must recruit from out-
side and its external hiring has roughly 
quadrupled across five levels of managing, 
including senior leadership, Taylor said.

STREAMLINED COSTS  
BOOST RESULTS
P&G reported organic sales growth for the 
April-June period grew 2% to $16.1bn, 
though net sales were flat. Additionally, 
for the quarter the firm reported adjusted 
earnings per share of 85 cents, up 8% from 
the year-ago quarter; analysts’ consensus 
EPS was 78 cents.

It expects organic sales for its fiscal 
2018, which began July 1, to grow 2%-
3%, up from its previous forecast of 2%, 
and forecasts operating profit growth at 
5%-6%.

The firm said its performance largely re-
flects its focus on cost reduction, which in-
cludes a cut in digital marketing spending 
as well a reduced SKU-count.

“What it reflected was a choice to cut 
spending from a digital standpoint where 
it was ineffective, where either we were 
serving bots as opposed to human be-
ings or where the placement of ads was 
not facilitating the quality of our brands,” 
Taylor said.

P&G announced in April that it is plan-
ning a $2bn reduction in advertising over 
the next five years and anticipates trim-
ming another $500,000 by reducing the 
number of agencies it retains. (Also see 

“’Slow-Growth’ Global Trend Shakes Up 
P&G Product Strategy Start To Finish” - Pink 
Sheet, 28 Apr, 2017.) The firm saved $10bn 
through a cost-cutting strategy over the 
past five years and has planned another 
$10bn in cuts for the next five years. (Also 
see “P&G Keeps Direct-to-Consumer In Per-
spective, Retail Distribution Primary” - Pink 
Sheet, 26 Oct, 2016.)

“As we made those decisions and put 
our money where our mouth has been 
in terms of the need to increase the effi-
ciency of that supply chain, ensure solid 
and strong placement of individual ads, 
we didn’t see a reduction in the growth 
rate,” Moeller said.

“What we’d love to do and what we’re 
working with our media partners to do is 
create a very efficient supply chain that 
helps us build our brands, and we’d love to 
invest more in doing just that,” he said.

TRUE RESULTS OR  
‘FALSE POSITIVE’?
Analysts largely were optimistic though 
cautious about P&G’s results and its 
plans for growth.

“P&G’s fourth quarter results suggest it 
is now poised to realize accelerating sales 
and volume growth, facilitated by more 
focused brand spend and hence an ability 
to more effectively tap into and response 
to evolving consumer trends,” said Morn-
ingstar’s Erin Lash in a July 27 report.

“Rather than exclusively focusing on 
sales gains, we believe P&G is looking to 
drive sustainable and profitable growth, 
which we view as prudent,” she said.

Deutsche Bank Research Analyst Faiza 
Alwy said P&G’s results beat its own oper-
ating profits estimate by 11% due to pro-
ductivity savings and lower advertising 
and marketing spend. Still, Alwy said he 
remains cautious as “we have seen several 
false positives before” and added that the 
company is less likely to miss targets dur-
ing a proxy fight.

Jeffries Equity is “supportive” of P&G’s 
strategy, though analyst Kevin Grundy says 
Trian’s presence “should continue to raise 
the execution bar.”  

From the editors of the Tan Sheet 
Published online August 1, 2017

HEALTH C ARE SALES SLIP, BEAUT Y CLIMBS

Sales for P&G health care lines slipped 4% to $1.74bn in the quarter. For its full 
fiscal 2017, the segment grew 2% to $7.51bn, but for the quarter it was nega-
tively impacted by an early cough/cold season that generated sales in the first 
quarter, the firm said in its earnings release.

Organic sales of oral care products, including the Crest line and Scope mouth-
wash, slipped low single digits due to competitive activity and reduced pricing 
on toothpaste.

Beauty division sales grew 2% (5% organically) in the April-June period to 
$2.81bn, and the firm noted organic sales were up high single digits in skin 
and personal care product sales on the growth of the SK-II skin care brand and 
increased pricing and hair care organic sales rose low single digits. For its fiscal 
2017, beauty sales were flat at $11.4bn. 

Baby, feminine and family care net sales slipped 2% to $4.54bn for the quarter 
and for the year dipped 1% to $18.3bn, P&G said.

Its overall net sales for the fiscal year were flat at $65.01bn. Core earnings per 
share, which exclude the impact of diluted net earnings from discontinued 
operations, increased 7% to $3.92 per share.
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Implementing User Fees Should Be Lighter Lift For FDA 
This Time Around; Bill Heads To White House
MICHAEL CIPRIANO michael.cipriano@informa.com

FDA’s new user fee renewal package 
should pose a significantly lighter 
implementation load for the agency 

than the previous reauthorization five 
years ago.The legislation should head 
soon to President Trump who is expect-
ed to sign it into law.

The Senate passed the FDA Reauthori-
zation Act (FDARA) 94-1 on Aug. 3, with 
no changes from the House-passed ver-
sion, meaning that no further Senate/
House negotiations are needed.

The FDARA vote was part of a flurry of 
pharma-related bills adopted by the Sen-
ate, including the contentious right-to-
try bill sponsored by Sen. Ron Johnson, 
R-Wis., and a patient-focused drug de-
velopment measure (see sidebar). John-
son had said in July that he might hold 
up the user fee bill if it did not include 
his right-to-try measure, but later agreed 
to have the Senate take up the measure 
separately. The separate actions kept 
FDARA “clean” and ready to move ahead 
to the White House 

The 2012 user fee renewal bill, the FDA 
Safety and Innovation Act, contained 
several major new policy initiatives that 
FDA had to build from scratch – includ-
ing new generic drug and biosimilar 
user fee programs, the breakthrough 
therapy designation program, the quali-
fied infectious disease product under the 
Generating Antibiotic Incentives Now 
(GAIN) provision, and the rare pediatric 
disease priority review voucher. Those 
all required many numerous decisions, 
hammering out of details, and various 
regulations and notices, sometimes with 
relatively short deadlines. While in the 
midst of it all, Center for Drug Evalua-
tion and Research Director Janet Wood-
cock described FDASIA as having a “very 
ambitious agenda and timeframe for 
accomplishment.”  (Also see “ Janet Wood-
cock: FDASIA was landmark legislation in 
US drug regulation but sequester threatens 

success“ - Pink Sheet, 18 Nov, 2013.)
In contrast, the most significant policy 

provisions in FDARA build on many of 
FDA’s existing authorities and programs, 
including the breakthrough designa-
tion. FDARA establishes a breakthrough-
like review program for generics, where 
sponsors of certain ANDAs would be 
eligible for pre-submission meetings 
with FDA staff and timely development 
advice, as well as access to senior agency 
officials.  (Also see “User Fee Bill Or Drug 
Pricing Bill? House Members Makes Both 
Cases” - Pink Sheet, 12 Jul, 2017.)

FDARA would also create a priority 
review pathway for ANDAs referencing 
products with fewer than three approved 
generics. FDA already is working to make 
internal improvements to its ANDA re-
view process, and Commissioner Scott 
Gottlieb recently announced that the 
agency will be putting out a Manual of 
Policies and Procedures (MaPP) docu-
ment on good ANDA assessment prac-
tices focused on streamlining the review 
process.  (Also see “FDA Exploring Whether 
Public Shaming Can Stop REMS Abuses” - 
Pink Sheet, 18 Jul, 2017.)

FDARA passed Congress with only 59 
days to go before the federal fiscal year 
ends, an issue that could have raised 
concerns about funding for the agency, 
although FDA appeared not yet worried.  
(Also see “FDA Gives Congress Reprieve On 
Deadline For Passing User Fee Bill” - Pink 
Sheet, 25 Jul, 2017.) FDASIA was cleared 
with a 97-day cushion. On the other 
hand, the 2007 user fee reauthorization 
was passed a scant 11 days before the 
end of the fiscal year (see chart online).

The Senate passage FDARA was fol-
lowed by a storm of praise from industry 
and advocacy groups, who touted Con-
gress’ bipartisan achievement,and called 
for Trump to sign the bill as soon as pos-
sible. Similarly, FDA said, “The timely 
reauthorization of these programs en-

sures continuity for our medical product 
review programs and is crucial to sup-
porting our mission of protecting and 
promoting public health.” HHS Secretary 
Tom Price also commended the congres-
sional agreement.

RATE NOTICES HINGE ON 
PRESIDENTIAL SIGNATURE
Product makers won’t learn their user fee 
rates for fiscal year 2018 until the bill is 
actually signed. FDA can publish notices 
on the rates for prescription drug, ge-
neric drug, medical device and biosimi-
lar products only after the bill is law, an 
agency spokeswoman confirmed to the 
Pink Sheet.

While it’s all applause for FDARA now, 
the legislation overcame some early 
hurdles and heated rhetoric. In addi-
tion to the Trump administration say-
ing it wanted industry to fund all FDA 
premarket review activities, the White 
House also slammed the bill for contain-
ing provisions that provide extra prod-
uct exclusivity.  (Also see “White House 
Slams Generic Exclusivity Provisions In 
User Fee Bill” - Pink Sheet, 14 Jul, 2017.) At 
a Center for American Progress follow-
ing a talk on drug pricing in July, Rep. 
Frank Pallone, D-N.J., ranking member 
of the House Energy and Commerce 
Committee, said at in-
terpreted White House 
statements as veto 
threats, and noted that 
the layoffs that would 
result from the ab-
sence of the user fee 
reauthorization would 
cause medical product 
reviews to slow down. 
But the FDA commissioner and HHS sec-
retary’s statements suggest a smoother 
road to the finish line.  
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M A R K E T  A C C E S S

Medicare Part D Premiums Dip As Rebates Grow Faster 
Than Drug Costs To Plans
CATHY KELLY Catherine.Kelly@informa.com

Medicare Part D premiums are 
expected to decline in 2018 for 
the first time in five years due to 

manufacturer price concessions that lower 
drug costs for plans.

The average basic premium for a Medi-
care Part D prescription drug plan in 2018 
will be an estimated $33.50 per month, 
the Centers for Medicare and Medicaid 
Services announced Aug. 2. This repre-
sents a decrease of approximately $1.20 
from the actual average premium of 
$34.70 in 2017. The premium projection is 
based on CMS’ review of plan bids for the 
2018 benefit year.

Part D sponsors are expecting their drug 
costs will continue to fall as manufacturer 
rebates and other forms of price conces-
sions increase, a CMS spokesman ex-
plained. Specifically, manufacturer rebates 
and other price concessions are projected 
to grow faster than plan sponsors’ drug 
costs, driving bids down and offsetting the 
basic premium increase.

The development was hailed by the 
Pharmaceutical Research and Manufac-
turers of America as a sign of the stability 
and success of the Part D program. PhRMA 
welcomed evidence that rebates are ben-
efiting beneficiaries but stopped short of 
endorsing recent proposals that would re-
direct rebates toward reducing individual 
beneficiary cost sharing instead of the cur-
rent practice of using them to hold down 
premiums.  (Also see “Medicare Part D Re-
bate Pass-Throughs To Beneficiaries Is ‘On 
The Table’” - Pink Sheet, 26 Jul, 2017.)

“In general, we  believe that patients 
should benefit more from the significant 
savings being negotiated” through re-
bates, a PhRMA spokesperson said in an 
email.

In any case, the good news for ben-
eficiaries is not necessarily good news for 
Medicare in terms of spending, CMS points 
out. “The decline in the average premium 
comes despite the fact that spending for 

the Part D program continues to increase 
faster than spending for other parts of 
Medicare, largely driven by spending on 
high-cost specialty drugs,” the agency said.

Specialty drug costs have led to a signifi-
cant increase in recent years in Medicare 
spending in the catastrophic phase of the 
benefit, in which the program picks up 
80% of costs.

DEVELOPMENT REFLECTS 
TRUMP PROMISE ON LOWERING 
DRUG COSTS, VERMA, PRICE SAY
Nevertheless, Administration officials 
framed the reduction in Part D premiums 
as aligned with President Trump’s con-
cern with lowering drug costs, especially 
in Medicare.

“We are committed to making prescrip-
tion drug plan premiums affordable so 
that seniors and people with disabilities 
in Medicare can access the prescription 
drugs that they need,” said CMS Admin-
istrator Seema Verma. “This projection is 
a step forward in fulfilling the Trump Ad-
ministration’s promise to lower the cost of 
prescription drug coverage, particularly for 
Medicare beneficiaries.”

HHS Secretary Tom Price added that 
“lowering drug costs is a key principle of 
President Trump’s efforts to address the 
challenges in our health care system, and 
HHS is committed to doing all we can to 
increase the affordability and accessibility 
of care.”

Price pointed to CMS’s recent proposal 
to cut Medicare payments to 340B hospi-
tals as another example of the Administra-
tion’s efforts to reduce drug costs.  (Also see 
“Closing The Spread: 340B Providers Face 
Sharp Cuts Under Medicare Proposal” - Pink 
Sheet, 17 Jul, 2017.)

“Reflecting President Trump’s commit-
ment to this issue, HHS has begun a broad 
effort to make drugs more affordable – 
particularly for America’s seniors. This an-
nouncement by CMS comes on the heels 

of a proposal released last month that 
would allow seniors to share in the dis-
counted drug prices hospitals are already 
getting under Medicare.”

Under the proposal, Medicare would 
pay hospitals for drugs purchased through 
the 340B discount program at the average 
sales price (ASP) minus 22.5% rather than 
ASP plus 6% -- a price more consistent with 
the actual cost hospitals and other provid-
ers pay to acquire those drugs. The idea is 
that Medicare would then use the savings 
to reduce beneficiary copays, though CMS 
requests public comment on how that 
would work.

If these are the kind of things the Ad-
ministration has in mind for lowering drug 
costs, industry should take note. Neither is 
based on requiring additional price con-
cessions from manufacturers but rather 
focus instead on applying concessions 
already being provided toward more di-
rectly lowering costs for beneficiaries.  
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A D V I S O R Y  C O M M I T T E E S

Recent And Upcoming FDA Advisory Committee Meetings

TOPIC ADVISORY COMMITTEE DATE

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

Arthritis August 2

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

GlaxoSmithKline’s zoster vaccine recombinant, adjuvanted Vaccines and Related Biologi-
cal Products Sept. 13

Pfizer’s Sutent (sunitinib) for adjuvant treatment of adult patients at high risk of recurrent 
renal cell carcinoma following nephrectomy Oncologic Drugs Sept. 19



October 17-18, 2017  |  The Westin St. Francis, San Francisco, CA

INVESTOR
FORUM

Conference features:
• Company presentations 

given by over 175 early and 
late-stage private biotech 
companies and emerging 
public companies.

• Fireside Chats and expert-
led panel discussions on  
the latest market and 
investment opportunities 
with emphasis on drug and 
technology development.

• More than 2,100 BIO One-on-
One Partnering™ meetings.

• Buzz of BIO competition 
recognizing “Early Stage 
Entrepreneurs” and “Late 
Stage Leaders.”

The BIO Investor Forum is an 
international biotech investor 
conference focused on investment 
trends and opportunities in life 
sciences, with unbiased emphasis 
on venture-stage growth and 
emerging public companies as well 
as those poised to join the growth 
“watch list” in 2018.

Complimentary registration is 
available for investors. For more 
information and to register for  
the event, please go to 

bio.org/investorforum

Accelerate Discovery. Amplify Returns.
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