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A prime example of the issue is FDA’s re-
cent accelerated approval of Keytruda (pem-
brolizumab) for adult and pediatric patients 
with unresectable or metastatic solid tumors 
that have microsatellite instability-high (MSI-
H) or mismatch repair deficient (dMMR) and 
specifically in colorectal cancer patients with 
the biomarkers that have completed earlier 
lines of treatment. It was the first oncology 
approval with a tissue-agnostic indication. 
(Also see “Biomarker-Led Claim Is Small Step 
For Merck’s Keytruda, Giant Leap For Cancer 
Indications” - Pink Sheet, 23 May, 2017.)

Gottlieb said guidance related to the ap-
proval will be released soon. FDA also pub-
lished an article in the New England Journal 
of Medicine with advice for sponsors on pur-
suing tissue-agnostic indications. (Also see 
“US FDA’s Top Tips For Tumor Agnostic Drug 
Development” - Pink Sheet, 11 Oct, 2017.)

If such approvals are made eligible for 
orphan incentives, it could affect the op-
erations of FDA’s orphan drug program. 
An orphan designation allows sponsors 
access to tax credits for clinical trial costs 
and seven years of marketing exclusivity 
upon approval.

FDA has seen a dramatic rise in orphan 
designation requests in recent years, which 
caused a slow-down in their review. (Also 
see “Orphan Designation Requests To Get 
Slower Reviews” - Pink Sheet, 10 May, 2016.)

Soon after Gottlieb took office, he an-
nounced an effort to eliminate the orphan 
request backlog and ensure that desig-
nation reviews are completed in 90 days. 
(Also see “FDA’s Orphan Designation Back-
log Plan Focuses On Efficiency, Not Staff” - 

Keytruda’s New Tissue-Agnostic 
Indication Could Prompt Orphan 
Policy Changes
DERRICK GINGERY  derrick.gingery@informa.com

Merck & Co. Inc.’s new molecularly-
targeted indication for Keytruda 
could help open the door to or-

phan incentives for such products.
US FDA Commissioner Scott Gottlieb 

said discussions are ongoing inside the 
agency about whether an indication based 
on a genetic subset alone could warrant an 
orphan designation.

“The point would be to align the desig-
nation [process] based on how we’re ap-
proving the drugs,” Gottlieb said Oct. 16 
after giving remarks at the National Orga-
nization for Rare Disorders’ Rare Diseases 
and Orphan Products Breakthrough Sum-

mit, adding that an issue at the agency 
right is “defining drugs more broadly on 
what they target genetically rather than 
disease setting.”

The issue will be addressed at an upcom-
ing public workshop on complex scientific 
and regulatory issues raised by targeted 
therapies and orphan designations.

Gottlieb said during the meeting that 
the agency is considering guidance “to 
allow designations purely on the basis of 
molecular subtype.” It may be informed by 
input from the workshop. FDA has not an-
nounced a meeting date, but said it is ex-
pected to occur in early 2018.
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The balance of power behind the prescribing decision is changing: payers are ever more in charge.  That means 
that insight into how payers make decisions – how they evaluate drugs, one against another – will be crucial to 
any successful drug launch.

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

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

Maximize Your 
Reimbursement Potential

Discover RxScorecard today. 

Visit https://goo.gl/o9ZAMC to review the selection of 
RxScorecards today. Interact with the data. Compare 
drugs on clinical, safety, and economic metrics. See 
the payer perspective. 
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Pink Sheet, 29 Jun, 2017.)
The agency also recently announced 

new orphan drug grants for natural history 
and other clinical studies. (Also see “FDA 
Orphan Disease Clinical Trial Grants Aim To 
Reduce Financial Risk” - Scrip, 6 Oct, 2017.)

ORPHAN DISEASE DEFINITION 
NOT CHANGING
Gottlieb did not say that the agency is think-
ing about changing the definition of an 
orphan disease. He also said the issue with 
molecularly-targeted drugs is not the same 
as what has become known as disease sub-
setting, which also has been raised as an is-
sue for FDA’s orphan drugs program.

Subsetting involves developing a treat-
ment for a small population of a common 
disease and gaining orphan incentives be-
cause the subset meets the criteria for an 
orphan designation.

Stakeholders are concerned that drug 
sponsors can use disease subsets to game 
the system for incentives. But FDA found in 
an internal study that targeted therapies 
and disease subsetting were not driving 
the increase in orphan designations.  (Also 
see “Disease ‘Subsetting’ Not Driving Jump 
In Orphan Designations, US FDA Says” - 
Pink Sheet, 28 Nov, 2016.)

The agency has been watching the is-
sue for years (Also see “Targeted Therapies 
On FDA’s Orphan Designation Radar” - Pink 
Sheet, 29 Apr, 2013.), along with payers. 

(Also see “Orphan Drugs Should Be Rarer, 
Insurers Urge, Citing Price Increases” - Pink 
Sheet, 17 Aug, 2016.)

FDA SUPPORTS REPURPOSING, 
GOTTLIEB SAYS
Gottlieb also pledged the agency’s support 
for drug repurposing, where treatments al-
ready approved for common diseases seek 
orphan indications.

Gottlieb said FDA disagrees with criticism 
that allowing the use of orphan incentives 
for repurposing is gaming the system, say-
ing the best way for drugs to be approved in 
rare diseases is for them to be studied.

“One of the fundamental tenets under-
lying the Orphan Drug Act is that patients 
with rare diseases deserve to have access to 
safe and effective FDA-approved drugs just 
as patients with more common diseases do,” 
he said during his remarks.

Gottlieb also reminded attendees that 
approval of an orphan indication would 
not prevent approval of generics. He has 
been vocal about his view that FDA can help 
bring down drug prices by streamlining the 
generic approval process. (Also see “Gottlieb 

Places Drug Pricing Out Front In First Speech To 
US FDA Staff” - Pink Sheet, 16 May, 2017.)

NORD criticized FDA when it decided to 
publicly discuss a protected orphan indica-
tion for of Janssen Biotech Inc.’s Remicade 
(infliximab), during an advisory committee 
meeting for biosimilar of the product, Inflec-
tra (infliximab-dyyb), that was proposed by 
Celltrion Inc. (Also see “NORD Slams Orphan 
Indication Discussion At Biosimilar Advisory 
Committee” - Pink Sheet, 15 Feb, 2016.)

Inflectra ultimately was approved with 
language suggesting it could be used for the 
protected indication. (Also see “Inflectra Label 
Not Exactly Silent On Remicade’s Orphan-Pro-
tected Claim” - Pink Sheet, 5 Apr, 2016.)

Repurposing has gained attention in 
rare disease development, particularly 
with molecules that have been tested, but 
were shelved. Several drug sponsors have 
offered their libraries for screening to see 
if they could treat rare diseases. (Also see 
“Clinical Trial Data Release: Be Careful What 
You Wish For, Industry Exec Says” - Pink 
Sheet, 22 Jul, 2013.)  

Published online October 16, 2017
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Kite’s Gene Therapy Yescarta Gets Biosimilar Treatment 
With Second-In-Class Approval
MICHAEL CIPRIANO  michael.cipriano@informa.com

Kite Pharma Inc.’s newly approved Yescarta (axicabtagene 
ciloleucel) appears to have received something akin to bio-
similar-style treatment in how the US FDA handled a poten-

tial advisory committee, with the agency seeming to allow the 
gene therapy to skip an appearance before a panel because the 
agency had already take the first product approved in the class 
through a public review.

FDA cleared Yescarta – a CD19-directed genetically modified 
autologous T cell immunotherapy – Oct. 18 for the treatment of 
adults with relapsed or refractory large B-cell lymphoma after 
two or more lines of systemic therapy, more than one month 
ahead of its Nov. 29 user fee goal date. Yescarta becomes the 
second agency-approved gene therapy, following FDA’s Aug. 30 
approval of Novartis AG’s CAR-T cell therapy Kymriah (tisagen-
lecleucel) for the treatment of B-cell precursor acute lympho-
blastic leukemia (ALL). (Also see “Novartis CAR-T Therapy’s Swift 
Approval Aided By REMS And New US FDA Review Model” - Pink 
Sheet, 30 Aug, 2017.)

But only Kymriah came before an FDA advisory panel. The agen-
cy’s Oncologic Drugs Advisory Committee voted unanimously to 
recommend approval of the therapy at a July 12 meeting. (Also 
see “Novartis CAR-T Site Selection, Risk Management Are Model For 
Other Sponsors” - Pink Sheet, 12 Jul, 2017.)

It was at this meeting that Wilson Bryan, director of the Center 
for Biologics Evaluation and Research’s (CBER) Office of Tissues and 
Advanced Therapies, suggested the advisory committee’s review 
would serve as a model for future CAR-T applications. (Also see “No-
vartis CAR-T Site Selection, Risk Management Are Model For Other 
Sponsors” - Pink Sheet, 12 Jul, 2017.)

While advisory committees, even in new product classes, are less 
common these days, Yescarta seemed to enjoy a distinct second-
mover advantage in this case. David Chang, chief medical officer 
and executive vice president of R&D at Kite, echoed this sentiment 
in an Aug. 8 earnings call when announcing that Yescarta would 
not get an advisory committee review.

“We are extremely encouraged by the recent advisory committee 
meeting and its unanimous support for the risk benefit of Novartis’s 
anti-CD19 CAR-T therapy for pediatric ALL,” Chang said. “We believe 
it was a major milestone for the field of cell therapy and provided 
clarity on how the agency will view this innovative therapy as it en-
ters the commercial space. … The FDA has informed us that they will 
not schedule an advisory committee meeting for axi-cel.”

FDA has been following a similar, more explicit approach to advi-
sory committees for first-in-class products in the biosimilars space. 
For instance, Amgen Inc.’s biosimilar of AbbVie Inc.’s TNF-inhibitor 
Humira (adalimumab) was reviewed by the Arthritis Advisory Com-
mittee. (Also see “Amgen’s Humira Biosimilar Gains Nod From Panel 

Perplexed By Regulatory Pathway” - Pink Sheet, 12 Jul, 2016.) Boeh-
ringer Ingelheim GMBH’s Humira biosimilar, conversely, did not 
go before the panel.

Remicade (infliximab) biosimilars have had a similar experience. 
The Arthritis Advisory Committee reviewed Celltrion Inc.’s copycat 
of the Johnson & Johnson tumor necrosis factor (TNF) blocker, but 
it did not do so for Samsung Bioepis Co. Ltd. and Merck & Co. Inc.’s 
version. (Also see “Celltrion’s Biosimilar Gets FDA Panel Nod Despite 
Extrapolation Concerns” - Pink Sheet, 9 Feb, 2016.)

SIMILAR BOXED WARNINGS, POSTMARKETING 
REQUIREMENTS AS WELL
Yescarta was also approved with nearly identical language in its 
boxed warning and postmarketing requirements compared with 
those of Kymriah.

Yescarta includes a boxed warning for cytokine release syn-
drome (CRS) and for neurologic toxicities in its label, as does Kym-
riah. Both products were also approved with a risk evaluation and 
mitigation strategy (REMS).

Additionally, both sponsors are required to conduct a postmar-
keting observational study that assesses the long-term safety of 
their products, as well as the risk of secondary malignancies occur-
ring after treatment. Both studies are required to follow the partici-
pating patients for 15 years. Kite, however, is required to enroll at 
least 1,500 patients, while Novartis is only required to enroll at least 
1,000. This is could be due to the smaller patient population that 
Kymriah is indicated to treat.

MORE POLICIES TO COME
FDA Commissioner Scott Gottlieb said in a statement on the ap-
proval of Yescarta that the agency will soon be releasing “a com-
prehensive policy to address how we plan to support the develop-
ment of cell-based regenerative medicine.”

“That policy will also clarify how we will apply our expedited 
programs to breakthrough products that use CAR-T cells and other 
gene therapies,” Gottlieb added.

The commissioner first announced in August that certain gene 
therapy products would be eligible for the Regenerative Medicine 
Advanced Therapy (RMAT) designation, specifically those “that 
permanently alter tissue and produce a sustained therapeutic ben-
efit.” He also noted that the coming guidances will help to define 
an efficient process for how the agency will evaluate regenera-
tive medicines for safety and effectiveness.” (Also see “Crackdown 
On Bad Regenerative Medicine Could Benefit Gene Therapy” - Pink 
Sheet, 28 Aug, 2017.)  

Published online October 19, 2017
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Semaglutide Retinopathy Risk No Bar  
To Approval, US Panel Says
SUE SUTTER  sue.sutter@informa.com

A potential retinopathy risk with 
Novo Nordisk AS’ semaglutide 
is clinically manageable and can 

be adequately handled through product 
labeling, a US FDA advisory committee 
said Oct. 18 in endorsing the drug’s ap-
proval for type 2 diabetes.

The Endocrinologic and Metabolic 
Drugs Advisory Committee overwhelm-
ingly recommended approval of the 
once-weekly, GLP-1 receptor agonist 
despite what FDA reviewers said are “re-
maining uncertainties” about the drug’s 
ophthalmic effects. (See box)

Most committee members said they 
were not “convinced” that the large re-
ductions in HbA1c were the reason for 
the increase in diabetic retinopathy com-
plications among semaglutide-treated 
patients in the SUSTAIN-6 trial, as Novo 
had argued.

Nevertheless, they generally agreed 
this was a plausible explanation, particu-
larly given prior trials involving insulin 
and other glucose-lowering therapies 
that have demonstrated early and tran-
sient increases in retinopathy with inten-
sive glycemic control.

LOOK TO THE LABELING FOR 
GUIDANCE
The panelists generally endorsed Novo’s rec-
ommendation for language in the Warnings 
and Precautions section of semaglutide la-
beling about the risk of diabetic retinopathy 
complications in high-risk patients.

The company suggested the warning 
would be similar to retinopathy-related lan-
guage currently found in the Adverse Reac-
tions section of insulin product labeling. (See 
box.) However, the warning also would ad-
vise that patients at high risk for retinopathy 
events receive ophthalmic monitoring ac-
cording to clinical guidelines.

“The benefit with regard to hemoglobin 
A1c was impressive. There was no cardio-
vascular signal for harm,” Paul Palevsky, 

chief of the renal section of VA Pittsburgh 
Healthcare System, said in explaining his 
vote in favor of approval.

“Retinopathy is, in my view, a modest 
concern that is outweighed by the benefit 
otherwise seen,” Palevsky said. “I support 
the sponsor’s proposal for labeling similar 
to that for insulin in terms of the risk of reti-
nopathy progression.”

“I don’t know if there’ s an adverse reti-
nopathy effect or not, but it seems prudent 
if somebody’s going to suddenly improve 
their blood glucose that they get regular 
eye exams, so I’m not worried about that,” 
said Frederick Ferris, director of the Divi-
sion of Epidemiology and Clinical Applica-
tions at the National Eye Institute.

POST-MARKETING CVOT AS A 
RETINOPATHY STUDY VEHICLE
Given methodologic shortcomings in the 
retinopathy assessments in the SUSTAIN-6 
trial, committee members said it would 
be “desirable” for a longer-term trial that 
properly assesses this risk. However, they 
disagreed on whether a study should be 
recommended or required, although none 
favored requiring it prior to approval.

“The level of increased risk is concern-
ing enough to me that I would require a 
trial after approval, possibly either a longer 
study or a study that maintains similar A1c 
lowering between semaglutide and an ac-
tive comparator,” said Cecilia Low Wang, 
associate professor of medicine at the Uni-
versity of Colorado.

Some panelists saw an opportunity for 
Novo to study the retinopathy issue as part 
of a larger, longer cardiovascular outcomes 
trial (CVOT) after approval to further eluci-
date semaglutide’s CV effects.

The 3,297-patient SUSTAIN-6 trial easily 
ruled out an 80% excess CV risk pursuant 
to FDA’s December 2008 guidance docu-
ment for type 2 diabetes drugs. Although 
it showed a statistically significant benefit 
on major adverse cardiovascular events at 

“I do think there’s 
the opportunity 

to conduct a 
cardiovascular 

outcomes trial and 
to nest within that a 
small, focused study 
of the retinopathy 

questions.”  
– AdComm member 
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two years, the trial was not powered for 
superiority.

Novo has previously said it planned to 
conduct a larger, longer CVOT after ap-
proval to support a CV benefit claim on 
par with that recently added to the label 
of the sponsor’s once-daily GLP-1 agonist, 
Victoza (liraglutide). 

“I don’t think that there’s any need for 
a trial to be conducted to evaluate this 
adverse effect post-approval,” Brendan 
Everett, assistant professor of medicine at 
Harvard, said of the retinopathy issue. “I do 
think there’s the opportunity to conduct a 
cardiovascular outcomes trial and to nest 
within that a small, focused study of the 
retinopathy questions.”

Data presented on the Diabetic Control 
and Complications Trial (DCCT) and other 
studies “were strongly supportive of the 
idea that long-term hemoglobin A1c re-
duction is good for diabetic eye disease,” 
despite early transient increases in reti-
nopathy events, Everett said.

Data from SUSTAIN-6 do not contradict 
those findings because the trial only ran 
for two years, he noted. “What we have 
is an observation that is not inconsistent 
with prior short-term data, albeit those 
data collected from patients with type 1 
diabetes treated with insulin 20 years ago.”

‘IF YOU DON’T LOOK, YOU 
WON’T PICK IT UP’
The statistically significant imbalance in 
retinopathy complications in the SUS-
TAIN-6 trial took center stage at the advi-
sory committee review of semaglutide, a 
drug for which there was little controver-
sy over efficacy. (Also see “Novo’s Semaglu-
tide: Retinopathy Events Will Draw US FDA 
Panel’s Focus” - Pink Sheet, 16 Oct, 2017.)

A total of 79 subjects experienced 

diabetic retinopathy complications dur-
ing the trial, 50 in the semaglutide arm 
(1.5 per 100 patient years) and 29 in the 
placebo group (0.9 patient years), for an 
estimated hazard ratio was 1.76 (95% CI: 
1.11, 2.78).

Novo attributed the higher event rate 
in the semaglutide arm to a number of 
factors, including the large, early reduc-
tions in HbA1c and the trial’s minimal 
exclusion criteria, which allowed for en-
rollment of patients with all stages of reti-
nopathy at baseline.

The company also highlighted its deci-
sion to include retinal assessments in the 
trial, which it said have not been part of 
other diabetes drug CVOTs.

Retinal examinations, in the form of 
fundoscopy or fundus photographs, were 
performed at baseline, year 1, and year 2. 
However, it was not recorded who per-
formed the examination, and dilation was 

not a requirement. Evaluation of visual 
acuity was not part of the baseline assess-
ment, and no other eye examinations 
were scheduled as part of the protocol.

FDA and panelists criticized the meth-
ods used in the trial for assessing reti-
nopathy complications.

“I fully accept that there are signifi-
cant limitations with the approach that 
we adopted in terms of fundoscopy, but 
what that it did do was prompt ques-
tions around adverse events,” said Ste-
phen Gough, senior principal clinical sci-
entist at Novo.

“I’m sure that’s the main reason why we 
have more adverse events in relation to 
diabetic retinopathy in SUSTAIN-6 than 
the other CVOTs because we did a retinal 
assessment at one year and two years,” 
Gough said. “Most of the adverse events 
were actually picked up at the time of 
those assessments.”

Other diabetes drug CVOTS “have not 
asked the question that’s been asked 
in SUSTAIN-6” relative to retinopathy, 
Gough said. “If you don’t ask the question 
and you don’t look, you won’t pick it up.”

The early worsening of retinopathy 
seen in SUSTAIN-6 is not an effect spe-
cific to semaglutide, Gough said. “This is 
a glucose-lowering effect. We have seen 
it with insulin. We’ve also seen it, for ex-
ample, with bariatric surgery in type 2 di-
abetes, where glycemic control improved 
dramatically.”

Ferris commended Novo for trying to 
look more carefully at retinopathy. “This 
is sort of an example of something that 
was probably worth doing, but wasn’t 
done very well,” he said.

“They did eye exams to try improve the 
ascertainment of these events, so I give 
them credit for trying,” Ferris said. “And 
we wind up with an imbalance. … But 
it’s an imbalance in the direction that we 
would have expected if we have a pretty 
large reduction in hemoglobin a1c be-
tween two groups, so it’s consistent with 
previous studies.”

“I certainly wouldn’t take that to mean 
that this drug shouldn’t be put on the mar-
ket,” Ferris said.)  

Published online October 18, 2017

I N S U L I N
L A B E L I N G  O N
R E T I N O PAT H Y

Insulin initiation and  
intensification of glucose 
control: Intensification or rapid 
improvement in glucose control 
has been associated with a transi-
tory, reversible ophthalmologic 
refraction disorder, worsening of 
diabetic retinopathy, and acute 
painful peripheral neuropathy. 
However, long-term glycemic con-
trol decreases the risk of diabetic 
retinopathy and neuropathy.

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

Do the available efficacy and safety data support approval of semaglutide 0.5 mg 
and 1 mg, administered subcutaneously once weekly, as an adjunct to diet and 
exercise to improve glycemic control in adults with type 2 diabetes mellitus? 

Y -16, N – 0, Abstain – 1
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Antibiotic Incentives:  
Prize Fund Is Focus Of Presidential Report On Incentives
MICHAEL MCCAUGHAN  pinkeditor@informa.com

President Donald Trump has placed special emphasis on re-
versing initiatives directly associated with his predecessor, 
but one important Obama era executive order for the bio-

pharma sector has – so far at least – remained in effect: the initia-
tive to combat antibiotic resistance.

In particular, the Presidential Advisory Council on Combating 
Antibiotic-Resistant Bacteria (PACCARB) is wrapping up work on 
a report on incentives to encourage development of new anti-in-
fectives. The panel met Sept. 14 and unanimously voted to adopt 
a draft report, “Recommendations for Incentivizing the Develop-
ment of Therapeutics, Diagnostics, and Vaccines To Combat Anti-
biotic-Resistance.” 

The PACCARB report is part of a process kicked off by an execu-
tive order to combat resistant infections signed by Obama in 2014. 
(Also see “Obama launches multi-strategy attack on antibiotic resis-
tance” - Scrip, 19 Sep, 2014.)

The initial recommendations helped generate support for an-
other round of antibiotic legislation to supplement the GAIN Act 
exclusivity enacted in 2012, with industry particularly enthusiastic 
about support for a “wildcard” patent award. (Also see “Doubling 
Down On Antibiotic Incentives: Congress, Obama Administration 
Drafting Proposals” - Pink Sheet, 12 Nov, 2014.)

However, the ideas for economic incentives were not put on a 
fast track in the process, with the Obama Administration instead 
highlighting other public health steps while patents and related 
issues ended up on a slower, working group track.

That working group is now finalizing its recommendations, 
and companies interested in anti-infective drug development 
can be pleased that the case for additional incentives will again 
be spelled out explicitly. In fact, the number one recommenda-
tion from a working group on incentives for anti-infectives is the 
development of new “pull” incentives like market entry rewards 

to support the currently available “push” incentives (like govern-
ment funding of research).

However, the draft report endorses the “wildcard” idea but only in 
passing, and devotes much more attention to the call for a fixed pay-
ment to reward successful development, including some attempts 
to flesh out viable mechanisms to fund a pool for those payments.

That lack of a clear and explicit call for action on wildcard patents 
or special add-on payments in Medicare will probably be viewed as 
a missed opportunity for advocates for those approaches.

As it stands, the pedigree of the initiative as a legacy project from 
an Obama executive order won’t help the report command much 
attention, nor will the long list of recommendations (64 in total) 
be likely to encourage attention to one overarching priority. The 
belated emergence of the working group report – after enactment 
of the 21st Century Cures and FDA Reauthorization Act legislation 
– also means there is no obvious route to act on recommendations 
quickly in any event. 

However, given that legislation to create an add-on payment was 
drafted (the DISARM Act) and that there was considerable work on 
an approach to a “wildcard” patent in Cures, the report could have 
been an opportunity to attempt to revive them as stand-alone pro-
posals for inclusion in other legislation in the near term. 

‘DE-LINKAGE’ ENDORSED
Still, the report does make the case that best path to encourage 
new anti-infective therapies would be to develop an economic 
incentive that “de-links” the profitably of the therapy from the vol-
ume of units sold.

The inherent tension between the need for commercial organi-
zations to drive sales and the goals of antibiotic stewardship – with 
newer agents reserved solely for the most resistant strains of an infec-
tion – is a well-recognized obstacle to drug development in the field.

Lack of a clear and  
explicit call for action 
on wildcard patents or 
special add-on payments 
in Medicare will probably 
be viewed as a missed 
opportunity for advocates 
for those approaches.Sh
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The report generally endorses a broad range of pull incen-
tives, including transferable exclusivity vouchers (the “wild-
card” patent idea) and value-based reimbursement through 
the development of alternative payment models. However, it 
singles out a more direct economic payment model: “market 
entry rewards,” or MERs.

The report notes that the idea of an MER – like a prize fund 
or other form of agreed-upon payment for the successful de-
velopment of an antibiotic that would not be commercialized 
in a traditional sense – have been proposed by Driving Re-
Investment in R&D and Responsible Antibiotic Use (DRIVE-AB) 
Consortium and the Duke-Margolis Center for Health Policy.

“The major advantage of this approach is that government 
could prioritize health products for unmet medical need,” the 
report states. “Disadvantages include the political challenge 
of committing to funding for new products, defining the value 
benchmarks, and allocating the cost of the delinkage pay-
ments to the consumer market.”

“Different approaches for setting the value of the MER 
should be debated – recent work has suggested that total val-
ues may need to be $1 billion to $2 billion or more,” the report 
states. “Fixed value based on desired characteristics of the 
drug will be the easiest to measure. Approaches based on as-
sessing utility in the clinic are desirable but will be confound-
ed by the limited use that is both expected and desirable with 
these products.”

“Receipt of the MER should be tied to restrictions on sales 
and marketing through use of a delinkage model,” the report 
continues. “Plausible options for paying for pull incentives 
include establishment of an antibiotic incentive fund (AIF) 
supported by an antibiotic usage fee, by auctioning transfer-
able exclusivity vouchers, or by allowing registration of a new 
antibiotic to earn a transferable exclusivity voucher. Govern-
ment appropriations also could be considered, but experience 
shows that these are unpredictable and likely not sustainable.”

The report also encourages continued use of “push” incentives, 
including “grants, transferable tax credits, support for clinical trial 
networks and initiation of common clinical trials, and govern-
ment-funded milestone payments during development.”  

From the editors of the RPM Report. Published online  
October 17, 2017

“ Different approaches for setting 
the value of the MER should 
be debated – recent work has 
suggested that total values may 
need to be $1 billion to $2 billion  
or more,” the report states.

EU ‘Vaccine Hesitancy’ 
And Why It’s A Problem 
For Manufacturers And 
Public Health
IAN SCHOFIELD  ian.schofield@informa.com

As health threats go, antimicrobial resistance is guaran-
teed to hit the headlines whenever it raises its head, as 
shown recently when England’s chief medical officer, 

Professor Dame Sally Davis, said the problem could spell the 
“end of modern medicine.”

But another, less headline-grabbing threat is emerging in Eu-
rope: a decline in vaccination rates that has led to outbreaks of 
vaccine-preventable diseases (VPDs) that were thought to be 
under control, such as measles. Such declines are not easy to 
detect, which presents challenges for drug companies when 
planning their vaccine production schedules to deal with po-
tential outbreaks.

Nevertheless, efforts are underway to tackle the problem to 
address the needs of both public health and pharmaceutical 
companies, which need to ensure that their vaccine production 
is aligned with actual needs and require a predictable way of un-
derstanding how to do so.

THE PROBLEM
Between January 2016 and October 2017, almost 19,000 cas-
es of measles were reported in the EU, including 44 deaths, 
and there is a risk of spread and sustained transmission in ar-
eas with susceptible populations, according to the European 
Centre for Disease Prevention and Control (ECDC). The high-
est numbers of cases were reported in Romania (7,570), Italy 
(4,617) and Germany (891). 

Of all cases reported between September and August 2017, 
87% had not been vaccinated, and measles is increasingly affect-
ing all age groups, with 47% of cases in 2017 seen in those aged 
over 20, compared with 25.5% in 2016.

The slowdown in vaccination rates was discussed at two ses-
sions of the recent European Health Forum Gastein conference 
in Austria, including the reasons for the decline and the need for 
better policies in Europe to achieve optimum protection of the 
population against VPDs.

Following the sessions, Patricia Massetti, Associate Vice Presi-
dent, European Vaccines Lead at MSD, told the Pink Sheet that it 
was difficult to get an overall picture of vaccination rates in the 
various EU member states because countries vary in how they 
record their health information. 

“In some countries you may have pockets of information 
in hospitals or with GPs [general practitioners] depending on 
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whether the vaccine is given by the GP, the immunization center 
or a hospital. So there might be very good data, but they don’t 
necessarily communicate amongst each other, and when you try 
to pull it all together it doesn’t necessarily make sense,” she said 
in an interview.

This makes it difficult to detect the decrease in vaccination rates 
over time, and “all of a sudden you don’t have the herd immunity 
anymore, so the disease crops up again, and when this happens it 
puts strains on the system.”

This, Massetti said, made it difficult for governments and com-
panies to forecast possible outbreaks and plan vaccine production 
schedules to deal with them. “The pressure is on manufacturers 
because if you don’t see it coming there is this very rapid increase 
in demand for doses and it puts huge pressures on production sys-
tems – as you know vaccines take years to produce.”

“It is really important to understand what is happening with vac-
cination across Europe so we can be in a better position to be al-
ways proactive in terms of vaccination and making sure it gets to 
the population that needs to be protected,” Massetti added.

WHY THE HESITANCY?
There are thought to be a number of reasons behind the phe-
nomenon of “vaccine hesitancy.” The term is defined by the World 
Health Organization as meaning a delay in acceptance or the re-
fusal of vaccines despite the availability of vaccination services, 
because of factors such as complacency, confidence and access.

“Some people are complacent, they don’t think the disease 
is serious enough, or they don’t have confidence in the vaccine,” 
according to Andrea Ammon, who was appointed the new direc-
tor of the ECDC in June this year. “Others can’t get access to the 
vaccine,” and in some countries anti-vaccination campaigners are 
still influential, Ammon, who moderated an EHFG workshop on 
the topic, told the Pink Sheet in an interview. Attitudes to vaccines 
don’t just vary from country to country, she said, but within coun-
tries and depending on the type of vaccine. 

One challenge is that anti-vaccination groups are still active, 
particularly in social media, and are undermining public trust in 
vaccination – something that Ammon said was important in the 
context of the “post-factual era.” In Italy and Germany, she said, 
“anti-vaccine attitudes are really the reasons for the measles out-
breaks,” while in Romania “a large part of the problem is that there 
are remote populations that cannot be reached.”

It’s also an unfortunate fact that many, especially younger, peo-
ple have no experience of the effects of some of the major diseases 
that have been all but eradicated by vaccination, and so may not 
see the need to vaccinate to achieve herd immunity.

The disappearance of many diseases, like polio and smallpox, 
from Europe means that people don’t appreciate the detrimen-
tal effects of having no vaccination, according to Massetti. “They 
ask: do I really need to be vaccinated anyway, because the disease 
doesn’t exist any more?”

TACKLING THE DECLINE
As to what can be done about the fall in vaccination rates, Ammon 
said it was a “multifaceted problem” but there were some practi-
cal steps that could be taken. France, for example, has decided to 
expand the number of mandatory vaccinations from three to 11 as 
of January 2018.

In Denmark, which saw a “huge” drop in HPV vaccination after al-
leged side-effects emerged, “they have now launched an informa-
tion campaign for doctors and parents, which is quite promising.”

But Ammon cautioned that information packs help only to a 
certain degree. They “don’t address the emotional part of this 
reaction,” she explained, and some countries are adapting their 
own approaches so that the “scenarios presented fit into people’s 
actual situations.”

She suggested that it was important to train young people in the 
“critical appraisal of science”, and “as many of these concerns are 
spread through social media, you need to put counter information 
into social media. I think the younger doctors are used to this but 
many doctors and nurses and public health authorities have not 
been regulatory engaging with social media, so this is where we 
need to move out of our comfort zone.”

A technical advisory group of country representatives met at the 

“If you don’t see it coming there is 
this very rapid increase in demand 

for doses and it puts huge pressures 
on production systems” 

 – Patricia Massetti, MSD.
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ECDC a couple of weeks ago to discuss vaccination communica-
tion challenges for the first time, Ammon noted.

REGISTRIES
Also under discussion at the moment is the idea of establishing 
proper vaccination registries at national and possibly EU level. Del-
egates at the conference in Austria discussed how this might be 
done, including the technical challenges of gathering and assess-
ing data produced via different platforms by different countries.

Ammon said the ECDC was not involved at the EU level but it is 
looking at how it can help countries to establish national vaccina-
tion registries. “It would be really beneficial for the patients who 
could at any time link into this and see what their vaccination sta-
tus is,” and would also allow health authorities to assess coverage 
rates, she said.

THE EU JOINT ACTION
The pan-EU registry idea is one component of a wider “Joint Action 
for Vaccination” that the European Commission launched this year 
and which includes a work package on vaccine hesitancy. A road-
map has been produced for each country to pursue the various ob-
jectives of the joint action, which involves more than 20 countries.

Massetti said that industry is involved in the joint action on vac-
cination through the various vaccines companies, including hers, 
that are part of Vaccines Europe, a specialized group within the 
European Federation of Pharmaceutical Industries and Associa-
tions. Companies were invited to give feedback on the joint action, 
which they did in the form of a white paper that “really represents 
the view of the industry and how it can support the key main 
streams announced by the Joint Action Committee.”

The white paper, issued in May this year, says the joint action 
needs to address a number of key areas. These include:

 • Strengthening European surveillance capabilities to better as-
sess infectious disease patterns, vaccines benefit/risks and the 
impact of vaccination across all ages.

 • Establishing systems to better predict the evolution of vac-
cine recommendations and more accurately forecast demand 
for vaccines, through early and continuous dialogue between 
companies and health authorities.

 • Defining vaccine research priorities and to implement policies 
that reward innovation and ensure vaccines are appropriately 
valued – this includes ways to overcome barriers to the discov-
ery and development of the next generation of vaccines capa-
ble of addressing unmet medical needs.

MANUFACTURING PREPAREDNESS
As for the benefits of the vaccination joint action for industry, 
Massetti said: “We will be much better prepared as regards hav-
ing the right capacity in place to fulfil needs of Europe or any part 
of the world that is part of this kind of action.”

She said it was critical for companies to be able to ensure that 
what they produce is aligned with the actual needs. “You need a  

very predictable way of knowing how to produce your vaccines. 
For example, if you need to scale up your capacity, building a vac-
cines plant takes three or four years, and we are talking about sev-
eral hundreds of millions of investment, and you need to know in 
advance how you will handle these kinds of investments.”

There was also a knock-on effect for future R&D investment de-
cisions, she said. “The data is not only about current diseases, but 
how diseases in general evolve in the population, and it can give 
good input on where to focus our research programs in terms of 
innovation for the future.”

“The problem is that if we don’t have a clear view of the needs 
moving forward it is very difficult to adjust the capacity and 
even more difficult to be able to produce in time so we can fulfil 
the needs.” Reflecting on the recent measles outbreak, she said 
it had been “difficult to find enough doses because we didn’t 
see it coming.”

The joint action seems to be heading in the right direction, 
though, at least as far as Massetti is concerned. She said it would 
“really help to ensure the framework is there, and also that there 
will be concrete actions. I think we are at a stage where we 
move from principles and high-level philosophy to more practi-
cal implementation.”

She said there was a lot of commitment to the joint action from 
politicians, healthcare professionals, industry, and patient associa-
tions. “People see the value. Coalitions – this is where things have 
the best probability of happening.”

As to how the joint action will progress from here, Massetti said 
there have been some consultation meetings, and “now we have 
to see what the plans will be. We are not only like the vendor of the 
vaccines, we also need, for example, to make forecasts for vaccine 
needs. We are always available to provide feedback. We really be-
lieve industry is part of the solution.”  

From the editors of Scrip Regulatory Affairs. Published online  
October 17, 2017

“National vaccination registries 
would be beneficial for patients  
and allow health authorities to  

assess coverage rates”  
– Andrea Ammon, ECDC director.
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Allergan May Rue Mohawk Tribe Deal As Court 
Invalidates Restasis Patents
BRENDA SANDBURG  brenda.sandburg@informa.com

Allergan PLC argued that its deal 
with the Saint Regis Mohawk Tribe 
would block generic drug makers 

from unfairly getting a second chance to 
eliminate its Restasis (cyclosporine) pat-
ents. But now that a judge has ruled the 
patents are invalid it may regret trying to 
derail the inter partes review (IPR) process, 
since the move may end up resulting only 
in harm to the firm’s reputation.

In an Oct. 16 order, the US District Court 
for the Eastern District of Texas found that 
four patents on the dry eye treatment are 
invalid on the ground of obviousness. 
The decision was issued by Judge William 
Bryson, of the US Court of Appeals for the 
Federal Circuit, who oversaw the case. 

Allergan said it will appeal the deci-
sion. “We are disappointed by the federal 
district court’s decision on the Restasis 
patents. We are carefully reviewing the 
decision and are considering all options,” 
Allergan Chief Legal Officer Robert Bailey 
said in a statement.

Allergan filed the infringement suit 
against Teva Pharmaceuticals USA Inc., 
Mylan Pharmaceuticals Inc., Akorn Inc. and 
InnoPharma Inc. and announced a settle-
ment with InnoPharma, a unit of Pfizer Inc., 
on Oct. 12. Allergan noted that none of the 
proposed generics have received approval 
and thus would not be able to launch.

Deutsche Bank analysts said in a note that 
they estimate generic competition in 2019, 
revising their prior assumption of 2024 when 
some generics can launch via settlements. 
Restasis is Allergan’s second top-selling drug 
after Botox with revenue of $1.4bn in 2016. 

Allergan stock was down nearly 3.5%, 
closing at $198.41.

“We couldn’t be more pleased with 
today’s federal court ruling invalidating 
the Restasis patents,” Mylan CEO Heather 
Bresch said in a statement. “We look for-
ward to continuing to work with the FDA 
to expeditiously bring our more affordable 
generic Restasis product to patients.”

COURT QUESTIONS LEGITIMACY 
OF ALLERGAN DEAL
The drama in the dispute has been over 
Allergan’s deal transferring rights to four 
Restasis patents to the Mohawk tribe. Un-
der the deal, the Tribe received $13.5m 
upfront and was eligible to receive $15m 
in annual royalties. In exchange, it agreed 
to claim sovereign status to get an IPR pro-
ceeding dismissed by the US Patent and 
Trademark Office’s Patent Trial and Appeal 
Board. (Also see “Allergan Shifts Restasis Pat-
ents To Native American Tribe To Invoke Im-
munity From IPR” - Pink Sheet, 9 Sep, 2017.)

The deal was inked following a bench tri-
al in the district court case. The agreement 
had no bearing on the litigation as the 
Tribe did not claim sovereign immunity. 
However, Allergan requested the court to 
include the Tribe as a co-plaintiff arguing 
that it was the true owner of the patent. In 
a separate 11-page order, Bryson granted 
Allergan’s motion, saying he wanted to en-
sure that the court’s ruling is not rendered 
invalid on the ground that the proper par-
ties were not all joined as plaintiffs. 

But the judge said the court is not hold-
ing Allergan’s assignment of patent rights 
to be valid and has “serious concerns about 
the legitimacy of the tactic.”

“The essence of the matter is this: Al-
lergan purports to have sold the patents 
to the Tribe, but in reality it has paid the 

Tribe to allow Allergan to purchase – or 
perhaps more precisely, to rent – the 
Tribe’s sovereign immunity in order to de-
feat the pending IPR proceedings in the 
PTO,” Judge Bryson stated.

“What Allergan seeks is the right to con-
tinue to enjoy the considerable benefits 
of the U.S. patent system without accept-
ing the limits that Congress has placed on 
those benefits through the administrative 
mechanism for canceling invalid patents. 
If that ploy succeeds, any patentee facing 
IPR proceedings would presumably be 
able to defeat those proceedings by em-
ploying the same artifice.

“In short, Allergan’s tactic, if successful, 
could spell the end of the PTO’s IPR pro-
gram, which was a central component of 
the America Invents Act of 2011,” Judge 
Bryson said.

The judge also questioned the invo-
cation of sovereign immunity, saying it 
“should not be treated as a monetizable 
commodity that can be purchased by pri-
vate entities as part of a scheme to evade 
their legal responsibilities.”

STAKEHOLDERS ASK CONGRESS 
TO INTERVENE
Bryson’s strong statements suggest the 
patent transfer deal might not survive a 
court challenge if it were to be accepted by 
PTAB. The deal has been met with a storm 

PAT E N T S

Allergan “has paid the Tribe to allow 
Allergan to purchase –  
or perhaps more precisely, to  
rent – the Tribe’s sovereign 
immunity in order to defeat  
the pending IPR proceedings  
in the PTO,” Judge Bryson stated.
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of controversy as members of Congress, in-
vestors and healthcare groups questioned 
its legitimacy.

In a Sept. 10 note, Credit Suisse analyst 
Vamil Divan said his group has been “sur-
prised by the degree of questions around 
the agreement, including comments from 
some investors who mentioned they are 
currently unable to invest in Allergan as 
their firm reviews whether an investment 
in Allergan would meet the standards for 
socially responsible investing.” (Also see “Al-
lergan’s Tribe Deal Over Restasis Sparks Ire 
From Legislators” - Scrip, 27 Sep, 2017.)

On Sept. 27, four Democratic Senators 
sent a letter to Senate Judiciary Commit-
tee Chairman Charles Grassley, R-Iowa, 
calling for an investigation, and on Oct. 
3, four members of the House Commit-
tee on Oversight and Government Re-
form sent a letter to Allergan CEO Brent 
Saunders requesting documents on the 
agreement. Then on Oct. 5, Sen. Claire 
McCaskill, D-Mo., introduced a bill to ab-
rogate the sovereign immunity of Indian 
tribes as a defense in inter partes review 
of patents. (See timeline).

Parties on both sides of the issue have 
sent dueling letters to Congress. The As-
sociation of Accessible Medicines joined 
nine healthcare groups in an Oct. 10 let-
ter to House Speaker Paul Ryan, House 
Democratic Leader Nancy Pelosi, Senate 
Majority Leader Mitch McConnell and 
Democratic Leader Charles Schumer ask-
ing them to examine the impact the deal 
would have on the drug supply and the 
economic impact on patients.

And on Oct. 12, the Biotechnology In-
novation Organization and the Saint 
Regis Mohawk Tribe each sent letters to 
Grassley and Senate Judiciary Committee 
Ranking member Dianne Feinstein. BIO 
said it took no particular position on Al-
lergan’s transaction and reiterated its con-
cerns about the use of the IPR process as 
a form of “double jeopardy.” BIO sought to 
get the IPR process altered through pat-
ent reform bills that cleared the House 
and Senate Judiciary Committees in 2015 
but then stalled, primarily due to opposi-
tion from the technology industry.

The Tribe likened its sovereign immuni-
ty to that exercised by state governments 

Allergan-Saint Regis Mohawk 
Deal Timeline

Closing arguments in Allergan v. Teva, et al bench trial in US District Court 
for the Eastern District of Texas.

Allergan signs patent transfer agreement with Saint Mohawk Regis 
Tribe transferring the rights to four of its Restasis patents; Allergan 
becomes an exclusive licensee to practice the patents in the US for 
all FDA-approved uses of Restasis products while the Tribe retains 
rights to practice the patents in all other fields of use.

Saint Mohawk Regis Tribe files motion to Patent Trial and Appeal Board for 
dismissal of IPR petitions challenging six Restasis patents on the grounds 
of sovereign immunity.

Four Democratic Senators send a letter to Senate Judiciary  
Committee Chairman Charles Grassley calling on the committee  
to launch an investigation of the deal.

Sen. Claire McCaskill sends a letter to PhRMA CEO Stephen Ubl asking  
the association to review whether the deal aligns with its efforts to  
promote innovation and discourage predatory pricing practices and  
anticompetitive conduct.

Four members of the House Committee on Oversight and  
Government Reform send letter to Allergan CEO Brent Saunders 
requesting documents on the agreement.

Sen. Claire McCaskill introduces a bill to abrogate the sovereign immunity 
of Indian tribes as a defense in inter partes review of patents.

Allergan CEO Brent Saunders writes op ed in the Wall Street Journal 
saying the agreement was intended to address the disadvantages 
that inter partes review creates for biopharma innovators.

Association of Accessible Medicines and nine healthcare organizations 
send letter to Senate Majority Leader Mitch McConnell, Sen. Charles 
Schumer, House Speaker Paul Ryan and House Democratic Leader Nancy 
Pelosi requesting review of the deal.

Saint Regis Mohawk Tribe sends letter to Senate Judiciary Chairman 
Charles Grassley and Ranking Member Dianne Feinstein advocating 
sovereign immunity and financial benefits of the deal to the Tribe.

Biotechnology Innovation Organization sends letter to Senate Judiciary 
Chairman Charles Grassley and Ranking Member Dianne Feinstein  
reiterating concerns about the IPR process.

Allergan files motion to join the Saint Regis Mohawk Tribe as  
co-plaintiff in Allergan v. Teva, et al in the Eastern District of Texas.

Defendants Teva, Mylan, Akorn and Innopharma oppose joinder of Saint 
Regis Mohawk Tribe as co-plaintiff.

Court rules Restasis patents are invalid for being obvious. Joins Tribe 
as co-plaintiff but expresses concern about the legitimacy of the deal.
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and public universities who partner with 
companies and retain title to intellectual 
property and emphasized the importance 
of the revenue stream from the deal in 
helping the Tribe offset budget shortfalls 
for housing, healthcare, eldercare, educa-
tion and language preservation.

DOES TRIBE HOLD SUBSTANTIAL 
PATENT RIGHTS?
PTAB has yet to issue a decision on the 
Tribe’s Sept. 22 motion to dismiss consoli-
dated IPR proceedings involving petitions 
filed by Mylan, Teva and Akron seeking to 
invalidate six Restasis patents. The Tribe 
argues that it is the patent owner and that 
as a sovereign government it cannot be 
sued unless Congress unequivocally abro-
gates its immunity or the Tribe expressly 
waives it. The Tribe said that since it does 
not submit to the board’s jurisdiction the 
proceedings must be dismissed.

Mylan contends that the transaction is 
a sham since there was no real change in 
ownership of the patents. It says the Tribe 
did not purchase the Restasis patents but 
rather received a payment for them and 
then gave back the actual rights to the 
patents through a license.

But Allergan says the Tribe granted it 
an “exclusive field-of-use license” and that 
the Tribe retained the rights to practice 
the patents in all other fields of use. It is 
unclear exactly what patent rights each 
holds, however, as the details are redacted 
from the court filings. Mylan says that Aller-
gan has not identified or even suggested 
another field in which the Tribe has rights.

Judge Bryson noted that Allergan has 
argued that the Tribe retained substantial 
rights, including the right to practice the 
patents for research, education and other 
non-commercial uses, and the first right to 
sue third parties not related to Restasis bio-
equivalents. He says the court has exam-

ined the documents provided by Allergan 
and considers the question “a close one.”

“Some provisions of the exclusive li-
cense, such as the limitations on Aller-
gan’s rights to [a] particular field of use 
– specifically, to practice the patents in 
the United States for all FDA-approved 
uses – give the Tribe at least nominal 
rights with regard to the Restasis patents,” 
Bryson stated. “It is, however question-
able whether those rights have any prac-
tical value.”

SUPREME COURT TO HEAR IPR 
CASES NOV. 27
Bryson said the validity of the assign-
ment and exclusive license transaction 
and whether the Tribe is an owner of the 
patents within the Patent Act “may be 
dispositive in the IPR proceedings.”

Read the full article here
As for the ruling on the patents, which 

cover methods of providing therapeutic 
effects using cyclosporine components, 
the court said that although Allergan has 
proven infringement, the fact they were 
found invalid requires a ruling for the de-
fendants. The court denied requests by 
Akorn and Teva for attorney fees on the 
ground this is not an exceptional case.

The Allergan deal has cast a spotlight 

on the IPR process, which had previ-
ously gotten little attention outside the 
realm of patent litigation. It is now set 
for Supreme Court review. On Nov. 27, 
the court will hear oral arguments in 
two cases challenging the proceeding.

In SAS Institute Inc. v. Matal, the court 
will address whether the Patent Trial 
and Appeal Board’s final written deci-
sion in an IPR proceeding may address 
the patentability of only some of the 
patent claims challenged by the peti-
tioner. (Also see “Biopharma Patent Dis-

putes: Upheaval Likely As US Supreme 

Court Limits Litigation Venue” - Pink 

Sheet, 22 May, 2017.)

And in Oil States Energy Services LLC v. 
Greene’s Energy Group LLC, it will consider 
whether the IPR process is unconstitution-
al. The petitioners contend that suits to 
invalidate patents must be tried before a 
jury in an Article III forum, i.e. before courts 
established under Article III of the Consti-
tution, not in an agency proceeding. (Also 

see “PTAB Tosses Two More Humira Patents; 

Will Supreme Court Eliminate IPR Proceed-

ing?” - Pink Sheet, 14 Jun, 2017.)  

 Published online October 16, 2017

PAT E N T S

The IPR process will  
undergo Supreme Court 
review, with arguments 
scheduled Nov. 27 in  
two cases challenging  
the proceeding. 
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R E G U L AT O R Y  U P D AT E

Pharma’s ‘No-Show’ At Regulatory Meetings  
In India: Who Loses?
ANJU GHANGURDE  anju.ghangurde@informa.com

Pharmaceutical companies in India are failing to turn up at pre-
scheduled regulatory meetings pertaining to clinical trial-re-
lated applications – on a fairly regular basis in some instances.

Absenteeism at these important meetings seems to be particu-
larly significant in areas such as “oncology and hematology” and 
“analgesics, anesthetics and rheumatology”, going by the minutes 
of meetings of specific Subject Expert Committees (SECs), the ex-
pert panels which advise the Indian drug regulator on trial-related 
approvals and marketing clearances.

For instance, the oncology and hematology SEC has held 13 
pre-scheduled meetings this year to date to discuss specific prod-
uct-related applications and there have already been around 23 
instances of firms failing to turn up. The analgesics, anesthetics 
and rheumatology SEC has held seven meetings in 2017, with 11 
instances of companies not being present as scheduled. The car-
diology and renal segment has seen the concerned SEC conduct 
six meetings this year, with four instances of absenteeism by appli-
cants; the ophthalmology (five SEC meetings) and pulmonary (six 
SEC meetings) segments witnessed three instances each of firms 
failing to turn up. In some cases, it could be the same firm “playing 
truant” more than once, the data suggest.

In one instance, the SEC observed that a firm “did not come for 
presentation of the phase-IV protocol thrice”.

“It seems the firm is not interested to initiating phase-IV clini-
cal trial of the product which was recommended by the SEC in its 
meeting held on Sept. 8, 2016. In view of above the committee 
recommended that office of Drugs Controller General of India may 
take ‘appropriate’ action as per the rules,” the concerned SEC said 
in a July meeting this year. The latest position regarding the issue 
could not immediately be verified.

In one instance pertaining to a biosimilar drug, the concerned 
firm did not turn up for the presentation but its response on re-
ports of certain adverse events was placed before the committee, 
which then made specific recommendations.

A review of meeting minutes by the Pink Sheet shows that SECs 
typically consider close to a dozen or so protocols/product propos-
als each meeting, though in some therapy areas the numbers are 
lower. These expert panels have a key role in the regulatory process 
in India. Earlier this year India streamlined its existing three-tiered 
review process for trial-related clearances, vesting significant au-
thority in the hands of the SECs in deciding on approvals of pro-
posals for global studies in India.

FIRMS NOT PREPARED?
Failing to show up at scheduled regulatory meetings is clearly not 
a major misdemeanor and the reasons for the no-shows could be 
varied. However, there are suggestions that such conduct could be 

damaging for companies, especially if it is triggered by a lack of 
preparation, and particularly in view of the fact that industry itself 
complains of unviable approval timelines.

“The SEC review is an established procedure and the firm should 
be ready with the presentation/information when they apply to the 
Central Drugs Standard Control Organization (CDSCO) for permis-
sion. It is likely that the firm is not prepared/has changed its plans e.g. 
protocol amendment, drug supply. So, it would like to postpone/de-
lay the process till it is ready and simply doesn’t turn up,” an industry 
veteran from the clinical research space told the Pink Sheet.

The veteran referred to instances where the firm’s representa-
tives have apparently not been able to answer “many basic ques-
tions” on the product and protocol, which then could result in back 
and forth and extend approval timelines. Another industry expert 
suggested that in some case firms may be playing for time to en-
able them to present at a later date a foolproof protocol that has 
the buy-in of all members of the SEC.

The clinical research expert said firms were more likely to stay 
away from such meetings in India than they are with similar ad-
visory meetings with regulators in markets such as the US. “The 
companies take these meetings seriously and prepare much in 
advance,” the veteran noted. The accepted advice is that compa-
nies should be as prepared as possible and treat advisory meetings 
with due respect if they are to maximize their chances of achieving 
a successful outcome. The veteran industry observer cited an arti-
cle in the Regulatory Rapporteur from 2014: “Ultimately, companies 
should bear in mind that Advisory Committee meetings provide 
more than product approvals or resolutions of key issues. They also 
serve as public forums for exchanging important scientific infor-
mation. And that can benefit everyone.”  

From the editors of PharmAsia News. Published online October 18, 2017

Drug firms fail to show up at regulatory meetings in India
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C L I N I C A L  T R I A L S

Delay Means New EU Clinical Trial Rules  
May Not Be Transferred To UK
IAN SCHOFIELD  ian.schofield@informa.com

T he implementation of the EU Clini-
cal Trial Regulation has been post-
poned to the second half of 2019, 

meaning that its provisions are unlikely to 
be included in the European Union (With-
drawal) Bill, which is intended to copy all 
existing EU legislation into UK domestic 
law, repeal the 1972 European Communi-
ties Act, and put an end to the jurisdiction 
of the Court of Justice of the EU in the UK 
as a result of the Brexit vote.

The CTR is a long-awaited key piece of 
legislation for stakeholders such as regula-
tors, industry, patients and CROs in Europe. 
Among other things it will harmonize the 
assessment and supervision procedures 
for clinical trials across the EU via a single 
application portal and trials database that 
will be run by the European Medicines 
Agency. It is also expected to bring greater 
transparency of trial data and higher safety 
standards for trial participants.

But while the CTR itself is legally in 
force, its provisions will not apply until six 
months after its accompanying portal and 
database system has been confirmed to be 
fully functional. It was announced recently 
that the system’s go-live date had been de-
layed and so the CTR provisions would not 
apply until 2019, rather than 2018 as had 
earlier been expected.

Following the October meeting of its 
management board, the European Medi-
cines Agency has now confirmed that the 
CTR will not apply until “the second half of 
2019.” Given that the UK is due to leave the 
EU on March 29, 2019, the question arises 
whether the provisions of the CTR can be 
implemented in the UK via the “Repeal Bill”, 
as it is informally known.

To try to get some clarity on this, Nor-
man Lamb, the chair of the House of Com-
mons Science and Technology Commit-
tee, wrote to Robin Walker, parliamentary 
undersecretary of state at the Department 
for Exiting the EU, asking whether the CTR 
would be covered by the Repeal Bill.

In response, Walker said that under the 
Repeal Bill, all EU law – including regula-
tions, directly effective decisions and ter-
tiary legislation – will be converted into UK 
domestic law after the Brexit date “so far 
as operative immediately before exit day.” 
Regulations, he said in a Sept. 21 letter to 
Lamb, would be operative where they are 
in force immediately before Brexit, “except 
where they are stated to apply after the 
date on which they come into force.” 

He said the government was aware that 
the date of application of the CTR had 
been postponed and that now it “may take 
effect after we leave the EU”. This meant, he 
said, that its provisions “will not be covered 
by the Repeal Bill and so our future align-
ment with the new EU Clinical Trials Regu-
lation will be subject to negotiations.”

He stated that the UK was nonethe-
less “fully committed to continuing the 
close working relationship we enjoy with 
our European partners across the field of 

medicines regulation that will include any 
future regime on clinical trials.”

The exact nature of the future relation-
ship between the UK and the EU is, of 
course, far from certain, with the Brexit ne-
gotiations in deadlock and UK ministers at 
odds over whether the government should 
go for a “soft” Brexit that includes contin-
ued membership of the single market and 
customs union or, as some are pressing for, 
countenance a “no-deal” outcome.

COMPANIES AND REGULATORS 
TO GIVE EVIDENCE
Whether the UK and the EU will be able 
to strike some sort of deal to keep drug 
regulations in alignment after Brexit is a 
key issue for regulators and the industry, 
and is on the agenda of an evidence ses-
sion being held by the UK House of Lords 
Science and Technology Committee to-
day (Oct. 17). 

At the session, entitled “How will the 
life sciences strategy affect businesses,” 
Ian Hudson, chief executive of the Medi-
cines and Healthcare Products Regulatory 
Agency, and Sir Andrew Dillon, chief ex-
ecutive of the National Institute for Health 
and Care Excellence (NICE), will be asked 
for their views on the “possible impact dif-
ferent regulations between the UK and the 
EU could have after Brexit” and whether 
regulators should do more to aid the up-
take of innovative products by the NHS.

Dave Allen, senior vice-president, respi-
ratory disease R&D, at GlaxoSmithKline, 
and Mene Pangalos, executive vice-presi-
dent of the innovative medicines and early 
development (IMED) Biotech Unit at Astra-
Zeneca, will be grilled on the contribution 
that large pharmaceutical companies can 
make to the implementation of the UK life 
science strategy and the attractiveness of 
the UK as place for businesses to invest in 
life sciences.

Representatives of three life science 
SMEs, Randox Laboratories, Inhealthcare 

“ Our future alignment 
with the new EU Clinical 
Trials Regulation will be 
subject to negotiations” 
 – Robin Walker, DExEU
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and Matoke Holdings, will discuss the chal-
lenges faced by smaller companies in areas 
such as funding and innovation.

IMPLICATIONS FOR EU 
RESEARCH FUNDING
Lamb had also asked Walker about the 
EU’s Horizon 2020 research program. Not-
ing that the government had previously 
said that EU funding awarded before, but 
extending beyond, Brexit would be un-
derwritten by the Treasury, he said it was 
not clear whether UK researchers should 
“invest time in submitting bids where the 
award is likely to be made after that point.”

“Universities and other institutions have 
made clear that they need to know now 
whether they should be preparing bids, so 
there is an urgency that the Government 
clarifies the position on Horizon 2020 
and participation in the successor pro-
grammes,” Lamb wrote.

In response, Walker said that the UK 
would “work with the [European] Commis-
sion to ensure payments when funds are 
awarded, and Horizon 2020 participants 
should continue to collaborate as normal. 
This includes cases where bids are submit-
ted before our withdrawal, but approved 
after our withdrawal.”

He added that the EU had “strong col-
laborative relationships with a range of in-
ternational partners in science and innova-
tion, underpinned by bilateral agreements, 
for example with the US, Canada, lsrael and 
the EFTA countries.” As part of the “new, 
deep and special partnership” with the EU, 
he said, the UK would “seek an ambitious 
science and innovation agreement with 
the EU that ensure the valuable research 
links between us continue to grow.”  

From the editors of Scrip Regulatory Affairs. 
Published online October 17, 2017

FDA’s NDA And BLA Approvals: Yescarta
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 Biologics

Gilead (Kite) Yescarta (axicabtagene 
ciloleucel)

Treatment of adults with relapsed or refractory large B-cell 
lymphoma after two or more lines of systemic therapy,  
including diffuse large B-cell lymphoma (DLBCL) not  
otherwise specified, primary mediastinal large B-cell  
lymphoma, high grade B-cell lymphoma, and DLBCL arising 
from follicular lymphoma.

10/18/2017

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

Universities and other 
institutions “need to know 
now whether they should 
be preparing bids, so there 
is an urgency that the 
government clarifies the 
position on Horizon 2020 
and participation in the 
successor programmes.”

– committee  
Chairman Lamb

C L I N I C A L  T R I A L S

LET’S GET SOCIAL @PharmaPinksheet
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R E I M B U R S E M E N T

Pharma Fees To Soar In Canada Under 
Government Proposals
NEENA BRIZMOHUN  neena.brizmohun@informa.com

The fee that Health Canada charges 
companies to review marketing ap-
plications for drugs containing a new 

active substance could be set to soar from 
CAN$341,770 to CAN$603,619, an increase 
of 76%, according to the government de-
partment, which is proposing to hike its fees 
for regulatory activities across the board for 
both pharma and medtech.

This fee increase would apply to drugs, 
excluding disinfectants, that contain a me-
dicinal ingredient not previously approved 
in a drug for sale in Canada and that is not a 
variation of a previously approved medicinal 
ingredient such as a salt, ester, enantiomer, 
solvate or polymorph, according to the pro-
posals, which Health Canada has issued for 
consultation. 

Review fees for drugs that do not include 
a new active substance could rise from 
CAN$173,106 to CAN$312,562 for submis-
sions based on clinical or non-clinical data and chemistry and 
manufacturing data. If submissions for such products are based 
on clinical or non-clinical data only, then the fee would rise from 
CAN$80,794 to CAN$124,979.

“The fees, as they stand now, do not reflect the current costs of 
the Department,” Health Canada commented. The fees for human 
drugs and medical devices were last updated in 2011 based on 
2007 costing data.

Health Canada said it was faced with an increased volume of 
work as well as added complexity from globalization, technologi-
cal advancement and more sophisticated data and systems. “These 
factors have increased the costs of doing business, and placed 
pressure on the ability of the Department to deliver services with 
existing resources,” it explained, adding that taxpayers were “as-
suming an increasing economic burden because of outdated fees 
charged to industry.”

Stakeholders are invited to provide their feedback on the consul-
tation by Jan. 4, 2018.

The proposed fees are set at 90%-100% of the costs to Health 
Canada, compared with the current fee setting ratio that is based on 
50%-100%. Fees are currently adjusted by 2% annually. The govern-
ment department wants to replace this with an annual fee adjust-
ment tied to the consumer price index (CPI) of the previous year.

Fee updates at present are irregular and unpredictable, Health 
Canada said. Under the proposals, they would be reviewed annually 
and adjusted accordingly; this includes decreases and increases.

Regarding applications to update labels, 
Health Canada wants to introduce new fee 
categories relating to submissions that are 
currently categorized as “safety notifiable 
changes” (NCs). “As it stands currently, the De-
partment has been reviewing this work but 
not cost recovering for it,” the consultation 
document notes. Moving forward, sponsors 
of brand products, for example, would have 
to file safety updates using the new fee cat-
egory (CAN$22,871) “clinical or non-clinical 
data only, in support of safety updates to the 
labelling.”

ESTABLISHMENT FEES TO BE 
STREAMLINED
The consultation is proposing to streamline 
the drug establishment license fee structure 
to better associate fees with activity costs 
and to simplify fee calculations. The new 
structure would have two components:

 • an annual license review fee, which would be calculated 
based on each establishment’s activities. Companies would 
be charged a fee for the activity that involves the highest level 
of risk and effort for Health Canada, and consequently creates 
the greatest cost, of those activities for which the facility is 
licensed; and

 • the foreign building fee, which will be calculated per foreign 
building listed on the drug establishment license.

For example, the “packager/labeller” fee would go down from 
CAN$14,055 to CAN$5,942, while the “tester” fee would go up from 
CAN$1,928 to CAN$27,109.

As for paying the fees, Health Canada is proposing to invoice the 
full fee to the manufacturer for the application once it is accepted 
or approved for review. Currently, drug submission fees can either 
be a full payment up front (if the fee is less than CAN$10k), or stag-
gered (75% payable once accepted for review and 25% when re-
view is completed).

If an application is rejected at screening, it would be invoiced 
for 10% of the full fee to cover the costs associated with screening 
the submission (as per the current process), the consultation docu-
ment says. “This change will simplify billing processes and align 
with the current practices of other international regulators.”  

From the editors of Scrip Regulatory Affairs. Published online  
October 17, 2017
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M A N U FA C T U R I N G  Q U A L I T Y

FDA Outlines How Generic Drug Makers Can Reverse 
Filing Decisions
JOANNE EGLOVITCH  joanne.eglovitch@informa.com

FDA’s new draft guidance on ANDA ap-
peals codifies the processes for how ge-
neric drug makers can dispute agency 

filing decisions such as refuse to receive de-
cisions or reclassifying minor manufacturing 
changes to prior approval supplements.

The document, entitled “Requests for Re-
consideration At The Division Level Under 
The Generic Drug User Fee Act,” notes that 
under the Generic Drug User Fee Act II, FDA 
agreed to certain performance goals to ex-
pedite the review and approval of generic 
drug applications. The agency said that “the 
procedures and policies described in this 
guidance are intended to formalize FDA’s 
current and historical practices and to con-
tinue to promote rapid and fair resolution 
of scientific and/or regulatory disputes be-
tween an applicant and FDA.”

The GDUFA II commitment letter speci-
fied that an ANDA applicant may pursue a 
request or reconsideration within the re-
view discipline at the division level or origi-
nal signatory authority as needed and that 
FDA’s Regulatory Operations Associate Di-
rector would track each request from the 
division level through its resolution.

The guidance states that the following 
areas are appropriate areas for requesting 
a reconsideration: refuse to receive deci-
sions, tentative approval letters, complete 
response letters, and an FDA determina-
tion that a CBE-30 supplement request is 
instead a prior approval supplement.

Advice communicated during meetings 
or teleconferences, in meeting minutes, 
and in other correspondence is not a regu-
latory action taken by FDA therefore such 
advice would not be eligible for a request 
for reconsideration.

FDA said that advice communicated 
during meetings or teleconferences, in 
meeting minutes, and in other correspon-
dence is not a regulatory action taken by 
FDA therefore such advice would not be 
eligible for a request for reconsideration.

Further, FDA says that applicants sub-

mitting a request for reconsideration 
should not engage with the agency as 
“this may waste agency resources and/or 
impede FDA’s consideration of a request 
for reconsideration.”

The draft guidance states that the re-
quest for reconsideration should be sub-
mitted within seven calendar days of the 
date of the regulatory action. FDA’s goal 
as specified in the GDUFA II commitment 
letter is to review 90% of reconsideration 
requests within 30 days of receiving them. 
Each request for reconsideration should 
be submitted as a separate amendment to 
the ANDA and include the following:

 • Identify the applicant’s submission as a 
request for reconsideration;

 • The ANDA application number or the 
supplement number;

 • Statement of each matter to be re-
solved including a description of the 

scientific or regulatory matter to be 
resolved, a summary of the relevant 
regulatory history, and a statement of 
the applicant’s proposed solutions or 
outcomes; and

 • Statement identifying which suboffice 
in the Office of Generic Drugs or the 
Office of Pharmaceutical Quality issued 
the decision that is the subject of the 
request for reconsideration.

The draft guidance, issued Oct. 12, says 
that if applicants are still not satisfied with 
the reconsideration decision, they can 
pursue formal dispute resolution above 
the division level. The deadline for writ-
ten comment on the document is Dec. 
11, 2017. Comments can be sent to www.
regulations.com and refer to Docket FDA-
2017-D-5868.  

From the editors of The Gold Sheet.  
Published online October 17, 2017

Advice communicated during meetings  
or correspondence is not a regulatory action  

and therefore would not be eligible for a  
request for reconsideration.
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Nicorette, Tylenol Ease J&J’s Consumer Pain 
From Slow Oral Care Sales
EILEEN FRANCIS  eileen.francis@informa.com

Nicorette smoking cessation and  
Tylenol analgesic OTC drugs 
helped drive 6.3% worldwide 

growth for Johnson & Johnson’s con-
sumer health business in the third quar-
ter, buoying the unit as its oral care lines 
struggled against firms selling direct to 
consumers online. 

Total OTC drug sales were slightly more 
than $1bn, helped by a 1.9% gain from cur-
rency exchange. US revenues, unaffected 
by exchange rates, grew 3.9% to $401m 
and the international business was up 4.7%, 
including a 3.2% currency boost, to $601m 
for the July-September period, the firm re-
ported in an Oct. 17 earnings release.

J&J’s Nicorette nicotine replacement 
therapy brand had strong sales of its patch, 
gum, spray and lozenge products after the 
firm launched a digital app that promotes 
community support to help consumers 
quit smoking.

The UK download webpage says the 
“Nicorette Stop Smoking App combines the 
latest behavioral change science with over 40 
years’ worth of quit smoking expertise” and 
tracks users’ “progress as it happens through 
personalized weekly goals and milestones,” 
including the amount of time without smok-
ing and money saved in that period.

The app is designed for users to “build 
new healthy habits and break the cycle 
of addiction” by understanding cravings, 
identifying smoking triggers and when 
necessary receiving “personalized distrac-
tions, to keep you occupied and smoke-
free,” the download page says.

J&J during the quarter also won a 
Cannes Film Festival-related award for an 
ad campaign it ran for Nicorette in the UK 
in 2016. (Also see “Colgate Boosts Digital 
Marketing 20% To Engage With Consum-
ers” - Pink Sheet, 12 Sep, 2017.)

The firm said Tylenol Rapid Release for-
mulations were a key OTC drug sales driver.

The brand’s adult and children’s prod-
ucts continue to gain market share since 

the company remediated three manu-
facturing sites under a 2011 consent de-
cree with FDA due to good manufactur-
ing practices problems, the firm said. J&J 
pulled numerous OTC products from the 
market and relied on contract manufactur-
ers to make some of those products while 
remediating its sites, a period in which it 
lost significant market share across OTC 
categories, particularly to private label and 
store brand products. (Also see “J&J/McNeil 
Completes Remediation Under Consent De-
cree” - Pink Sheet, 7 Sep, 2015.)

OTC drug and beauty products drove 
1.6% growth in total third-quarter sales for 
J&J’s consumer business to $3.36bn. US sales 
were flat, off 0.5% to $1.29bn, while the inter-
national division grew 3% to $2.07bn.

However, sales of J&J’s Listerine, Rem-
brandt and other oral care brands are 
slumping in the face of growing competi-
tion online. Oral care sales fell 1.3% in the 
US to $154m and declined 1.4% interna-
tionally to $228m; worldwide, sales slipped 
1.3% to $382m. 

Pharmaceutical sales growth of 14.6% to 
$9.7bn drove total sales for the company 
up 10.3% to $19.7bn in the quarter, though 
higher spending drove net earnings down 
11.9% to $3.8bn, the firm said. (Also see 
“J&J Immunology Growth Now Hinges On 
Stelara, Tremfya After RA Setback” - Scrip, 
17 Oct, 2017.)

The firm increased its 2017 earnings per 
share guidance to $7.25-$7.30 from a pre-
vious midpoint of $7.17, and its sales guid-
ance to $76.1bn-$76.5bn, from a previous 
midpoint of $75.95bn.

‘FUNDAMENTAL SHIFT’  
IN CPG SALES
Reminded by an analyst during J&J’s same-
day earnings briefing that “there are lot of 
strategic questions investors have about 
the impact of Amazon on the broader con-
sumer business, the impact of millennials 
on brands,” Mesquita acknowledged that 

The Nicorette nicotine-replacement  
therapy line was a key driver for J&J’s 

 third-quarter OTC drug sales.

J&J’s Nicorette nicotine 
replacement therapy 

brand had strong sales 
of its patch, gum, spray 
and lozenge products 

after launch of a digital 
app that promotes 

community support to 
help consumers quit 

smoking.
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sales growth more and more will be driven 
by e-commerce across consumer pack-
aged goods categories.

“There’s no doubt that the broader CPG 
industry is seeing a change in the competi-
tive landscape, and there is a fundamental 
shift here enabled by digital technologies, 
and we see the rise of a lot of small com-
panies that are now competing with the 
large established companies in this field,” 
the consumer division chief said.

J&J isn’t behind the curve, though, he 
added, and major operational changes 
should help it stave off online competition 
and improve oral care and other consumer 
health category sales.

“In particular, we have to drive acceler-
ated growth on the online channel, and 
we’re doing just that. We are growing, we 
estimate at this point, at twice the rate of 
the broader online channel with our e-
commerce capabilities. We are investing 
very heavily in leadership, in systems in ca-
pabilities in general, in sales fundamentals 
online so that we drive our share of e-com-
merce to match our offline share,” he said.

In an investor conference presentation 
in September, Mesquita said the firm will 
increase its online investments eightfold 
over the next two years. (Also see “Legacy 
Consumer Health Firms Invest To Compete 
In Start-Ups’ Realm: E-Commerce” - Pink 
Sheet, 12 Sep, 2017.)

The emerging online, direct-to-consum-
er firms include Hello Products LLC with 
toothpastes free of synthetic ingredients 
and Brandless Inc., a recently launched on-
line platform with off-brand toothpastes, 
soaps, feminine hygiene and other prod-
ucts at $3 each. (Also see “Legacy Consum-
er Health Firms Invest To Compete In Start-
Ups’ Realm: E-Commerce” - Pink Sheet, 12 
Sep, 2017.)

An analyst also prodded Mesquita on 
whether J&J would pick up any brands 
potentially made available by Pfizer Inc., 
which announced Oct. 10 it is considering 

a potential sale of its consumer business. 
J&J is considered by some analysts as a top 
candidate for purchasing divested Pfizer 
brands. (Also see “Pfizer Déjà Vu: Is It Time 
To Sell The Consumer Health Business?” - 
Pink Sheet, 10 Oct, 2017.)

J&J’s decisions on acquisitions swing on 
“value creation” Mesquita said. “That’s the 
overriding criteria that we use to establish 
whether or not we have an interest in a 
particular asset. So as assets become avail-
able, we systemically evaluate them.”

‘BRANDING POWER’ SLIPPING?
Sales for the baby care segment, which 
includes Johnson’s shampoos and body 
washes, also were hit by direct-to-consum-
er competition during the quarter. US sales 
plummeted 15.3% to $100m, international 
markets were flat at $377m and the seg-
ment worldwide fell 3.6% to $477m. 

Still, Mesquita said J&J remains the market 
leader in the space and will continue to work 
on relaunching its baby care lines in 2018.

It reformulated Johnson’s baby prod-
ucts in 2012 to remove formaldehyde re-
leaser preservatives and minimize 1,4 di-
oxane in response to consumer demand. 
(Also see “J&J To Phase Out Quaternium-15 
In Baby Shampoo In Response To Demand” 
- Rose Sheet, 7 Nov, 2011.)

Morningstar Equity Research doesn’t 
expect J&J’s baby and oral care lines to 
return quickly as revenue drivers for the 
firm. “Weakness in consumer,” is contrib-
uting to “some weakening of the compa-
ny’s moat” against overall earnings down-
turns, “especially in branding power for 
the baby and oral care lines,” said Damian 
Conover, Morningstar’s sector director, in 
a same-day note.

Conover added that other than con-
sumer and medical device segments, its 
“lines are performing well and we still 
view the company’s wide moat as intact.”

Growth on the consumer side is “stag-
nating” with increased pressure from 
online distribution, but he said he ex-
pects increased investment in brands will 
help the segment to achieve 3% annual 
growth by 2018.  

From the editors of The Tan Sheet. 
Published online October 17, 2017

H U R R I C A N E  R E S P O N S E  H E L P S

Leerink analyst Danielle Antalffy noted in a report that J&J’s consumer health 
division performed “surprisingly well” considering manufacturing disruptions 
caused by hurricanes Irma and Maria striking Puerto Rico during the quarter.

During the earnings briefing, Chief Financial Officer Dominic Caruso said the firm 
has six manufacturing sites on Puerto Rico, where much of the island remains 
without power, water and other services after being hit by Hurricane Maria on 
Sept. 20, five days after Irma hit the US commonwealth. “Considering the mag-
nitude of the storm, our facilities fared well. All of our sites are open with reliable 
generator power, operating in various stages of capacity,” Caruso said.

“While we cannot rule out the potential for intermittent shortages of certain 
product formats, many of our products have dual production sites and backup 
supply outside of Puerto Rico to help beat demand. Based on what we know 
today, we do not foresee any material impact of future results.”

J&J is “investing 
 very heavily in 

leadership, in systems, 
in capabilities in general, 

in sales fundamentals 
online so that we 
drive our share of 

e-commerce to match 
our offline share.”
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Recent And Upcoming FDA Advisory Committee Meetings
TOPIC ADVISORY COMMITTEE DATE

Novo Nordisk’s semaglutide injection as an adjunct to diet and exercise to improve  
glycemic control in adults with type 2 diabetes mellitus

Endocrinologic and  
Metabolic Drugs Oct. 18

Indivior Pharmaceuticals’ buprenorphine subcutaneous injection for treatment of  
opioid dependence

Psychopharmacologic  
Drugs/Drug Safety and Risk 
Management

Oct. 31

Braeburn Pharmaceuticals’ buprenorphine subcutaneous injection for treatment of 
opioid dependence

Psychopharmacologic  
Drugs/Drug Safety and Risk 
Management

Nov. 1

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

Vaccines and Related  
Biological Products Nov. 7

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

Antimicrobial Drugs Nov. 16

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

Bone, Reproductive and  
Urologic Drugs Dec. 7

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