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along with development timelines and a 
listing of the primary reviewers.

Orphan drugs and biosimilars featured 
prominently in the past year of Drug Re-
view Profiles, reflecting the new challenge 
posed by implementation of the 351(k) 
pathway and the perennial challenge of 
balancing medical need with scant or in-
adequate evidence. 

EVERYBODY WANTS  
A BREAKTHROUGH
The breakthrough therapy designation 
(BTD) is one of FDA’s most successful expe-
dited review pathways, but attaining (and 
keeping) the valuable designation can be-
come tricky. As directed by the 2012 FDA 
Safety and Improvements Act (FDASIA), 
BTDs go to products that “treat a serious or 
life threatening disease or condition” when 
“preliminary clinical evidence indicates that 
the drug may demonstrate substantial im-
provement over existing therapies on one 
or more clinically significant endpoints.” 
(Also see “FDA Expedited Programs Guidance: 
“Available Therapies” Depends On U.S. Stan-
dard Of Care” - Pink Sheet, 1 Jul, 2013.)

Sponsors seeking breakthrough designa-
tions should pay close attention to the “sub-
stantial improvement over existing thera-
pies” part of the regulations, the experience 
of AbbVie Inc.and Roche’s Venclexta and 
Gilead Sciences Inc.’s Epclusa suggests. 

FDA turned down AbbVie’s first BTD 
request for Venclexta (venetoclax) in re-
lapsed or refractory chronic lymphocytic 
leukemia (CLL) patients with a deletion in 
chromosome 17p, a mutation associated 

US FDA’s Search For Meaning: 
Interpretation Of Regulatory Language 
Can Inspire Conflict In Drug Reviews
BRIDGET SILVERMAN  bridget.silverman@informa.com

T ranslating statutory language into 
regulatory practice is a frequent 
challenge for FDA reviewers, who 

must apply vague terms like “substantial 
improvement” and “confirmatory evi-
dence” to the sometimes messy complex-
ity of specific new drug applications and 
biologics license applications.

Friction and frustration about the prac-
tical meaning of regulatory language 
is a common theme in Pink Sheet Drug 
Review Profiles, a long-running series of 
deep dives into FDA approval documents. 
The Pink Sheet searches for reviews that 
illuminate the workings of the regulatory 
process; each profile includes our analysis 
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Sponsors seeking 
breakthrough 

designations should pay 
close attention to the 

“substantial improvement 
over existing therapies” 
part of the regulations, 
recent reviews suggest.
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with poor prognosis, because the Phase I 
data submitted was not sufficient to dem-
onstrate substantial improvement over 
the only drug approved for that popula-
tion, AbbVie and Johnson & Johnson’s 
Imbruvica (ibrutinib). The company’s sec-
ond BTD request, which incorporated data 
from what would be the pivotal Phase II 
trial using dose regimen and prophylaxis 
measures to reduce risk of tumor lysis syn-
drome, was successful. 

While regular FDA approval does not re-
quire sponsors to demonstrate superiority 
of their candidates over available therapy, 
the Venclexta review documents show 
that the agency urged the company to 
design its development program to show 
such an improvement. Data suggesting su-
periority would unlock not only BTD status 
but would also be vital to qualify for accel-
erated approval – especially, FDA noted, in 
a fast-moving therapy area like CLL. (Also 
see “FDA Accentuates Venclexta Superiority 
To Imbruvica” - Pink Sheet, 20 Jun, 2016.)

The rapid pace of change in another 
market, direct-acting antivirals for hepa-
titis C virus, was also an issue for Gilead’s 
Epclusa (sofosbuvir/velpatasvir), the first 
pan-genotypic DAA agent for HCV. Epclu-
sa’s BTD was narrowed after the approval 
of other highly efficacious therapies for 
HCV genotype 1 altered the therapeutic 
context. (Also see “Harvoni Approval Led To 
Narrowing Of Epclusa’s Breakthrough Sta-
tus” - Pink Sheet, 25 Nov, 2016.)

The Epclusa review also showed FDA’s 
interest in raising the efficacy bar in HCV 
genotype 3, where medical need is great-
er. The agency debated whether labeling 
should mention a dosing strategy (con-
comitant ribavirin) that some reviewers 
thought could produce a more substantial 
effect in GT3 patients than the ribavirin-
free regimen tested by the sponsors in the 
pivotal ASTRAL-3 trial.

FDA took the initiative to look across 
the Epclusa development program for evi-
dence that would support a recommenda-
tion for concomitant ribavirin use in GT3 
patients. The agency ultimately decided 
against including the regimen in label-
ing, but required a post-marketing study 

of Epclusa plus ribavirin in HCV GT3. (Also 
see “Gilead’s Epclusa: FDA Sought To Push Ef-
ficacy Bar Higher In Hepatitis C” - Pink Sheet, 
25 Nov, 2016.)

ASPECTS OF EVIDENCE
FDA’s interest in the cumulative weight of 
the available data in the Epclusa case reflects 
a perennial theme in agency reviews: the 
importance of the totality of the evidence.

FDA places a high value on mutually-re-
inforcing consistency of drug effects, espe-
cially when clinical evidence is not defini-
tive. A mesh of secondary endpoints and 
alternative analyses that all point in the 
same direction can provide the necessary 
support for approvals.

A totality of the evidence standard is 
particularly valuable in cases of serious 
unmet need when more conclusive data is 
not likely to be forthcoming.

Two approvals for the rare and fatal 
condition Duchenne muscular dystrophy, 
each one controversial in its own way, 
put an unusually public spotlight on the 
challenges of orphan drug reviews. Drug 
development in rare diseases is often 
plagued with difficulties recruiting pa-
tients, leading to compromises that can 
result in suboptimal data quality.

Sarepta Therapeutics Inc.’s Exondys 51 
(eteplirsen) was the first drug to clear FDA for 
DMD, receiving accelerated approval for a 
small subset of the orphan disease: patients 

with confirmed mutation of the dystrophin 
gene amenable to exon 51 skipping. Review 
documents and other internal agency com-
munications show deep division within FDA 
over the adequacy of the evidence. (Also see 
“Woodcock’s ‘Bias’ In Sarepta Case Made Jen-
kins Worry About Future Drug Reviews” - Pink 
Sheet, 31 Jul, 2017.)

“I believe that considerable flexibility 
was afforded the application through the 
review team accepting studies that were 
not formally powered, by considering data 
where the standards of execution were 
evolving even through the review cycle, 
and by considering the patient and family 
testimony from the advisory committee,” 
clinical reviewer Christopher Breder said. 
“Despite these considerations, I still do not 
consider the threshold for substantial evi-
dence to have been met.” (Also see “Exond-
ys Approval: Measured Efficacy Outcomes 
Vs. Patient ‘Anecdotes’” - , 28 Dec, 2016.)

CDER Director Janet Woodcock ulti-
mately made the decision to grant Exond-
ys accelerated approval, finding that the 
small amount of dystrophin produced by 
the drug was reasonably likely to predict 
clinical benefit.

FDA’s approval of Marathon Pharma-
ceuticals LLC’s NDA for the DMD therapy 
Emflaza (deflazacort) a few months later 
was a far less contentious affair. Agency re-
viewers acknowledged problems with the 
20-year-old Emflaza trial data, but found 
the consistency of the drug’s effect on clin-
ically meaningful endpoints, both primary 
and secondary, to be persuasive. 

“The benefits of deflazacort plainly out-
weigh its risks,” Office of Drug Evaluation I 
Deputy Director Robert Temple conclud-
ed. “Beneficial effects have been shown on 
the muscle weakness (and its consequenc-
es) that is the principal early health con-
sequence of DMD.” (Also see “Before Price 
Controversy, Emflaza Got Easy US Nod With 
Old But Good Enough Data” - Pink Sheet, 31 
Mar, 2017.)

Emflaza generated controversy after its 
approval, when Marathon announced a 
price in excess of $80,000 for a drug that 
was available generically overseas. Con-
sumer advocates cried foul at the paucity 
of clinical data. Review documents, how-
ever, show that FDA’s decision to rely on 

CONTINUED FROM COVER

A totality of the 
evidence standard is
particularly valuable 

in cases of serious 
unmet need when 

more conclusive data 
is not likely to be 

forthcoming.
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the totality of the evidence in the Emflaza 
dossier was consistent with the regulatory 
flexibility the agency regularly extends to 
“orphaned” orphan drugs – products for 
rare diseases that are also unattractive to 
sponsors because they lack patent pro-
tection and can be acquired by personal 
importation or pharmacy compounding, 
even if the drug has not previously been 
approved by FDA. (Also see “Emflaza’s 
505(b)(2) Pathway Review: Rare, But With 
Precedent” - Pink Sheet, 31 Mar, 2017.)

Totality of evidence was also vital to the 
second approval of AstraZeneca PLC’s Iressa 
(gefitinib), an oncologic that returned to 
market after being withdrawn when con-
firmatory trials did not support the original 
accelerated approval. FDA found the second 
NDA sufficient for full approval in an earlier 
line of therapy based on a series of analy-
ses of trials that were not persuasive as de-
signed. (Also see “How To Save A Drug: Iressa’s 
Return Relied On Consistency Across Totality 
Of Evidence” - Pink Sheet, 26 Oct, 2016.)

The review of Zurampic (lesinurad), a gout 
therapy developed by AstraZeneca subisid-
iary Ardea Biosciences Inc. and licensed to 
Ironwood Pharmaceuticals Inc. after ap-
proval, highlights some of the downsides of 
relying on totality of evidence. In the face of 
unmet need, FDA has allowed gout drug ap-
provals on the basis of a surrogate endpoint 
that has never been fully tested in a clinical 
outcomes trial. Zurampic challenged that 
position when secondary clinical endpoints 
failed to provide the expected backup to 
the surrogate primary endpoint. (Also see 
“With Zurampic, FDA Again Made Do With 
Sorry State Of Regulatory Science In Gout” - 
Pink Sheet, 15 Aug, 2016.)

FDA ultimately valued consistency with 
prior approvals in the gout space and cleared 
Zurampic, but the review highlighted the 
gap between the evidence FDA would like 
to see and the evidence that sponsors have 
provided. (Also see “What Better Gout Trials 
Might Look Like” - Pink Sheet, 15 Aug, 2016.)

The meaning of “confirmatory evidence” 
was a point of conflict in the approval of 
Genentech Inc.’s multiple sclerosis therapy 
Ocrevus (ocrelizumab). FDA reviewers eas-
ily agreed that the two well-controlled trials 
in relapsing MS were sufficient for an RMS 
claim, but they split on whether the RMS 

data could serve as confirmatory 
evidence for approval to treat pri-
mary progressive MS. (Also see 
“What We Talk About When We 
Talk About Confirmatory Evidence” 
- Pink Sheet, 15 Jun, 2017.)

The PPMS claim in the Ocre-
vus BLA was based on a single 
pivotal trial. Preliminary data from the 
trial was sufficient to earn Ocrevus a BTD 
for PPMS, a form of MS with no other FDA-
approved therapy, but the review team 
identified multiple problems with the evi-
dence, ranging from an unusual statistical 
imputation method for patients who with-
drew from the study to inconsistent results 
among important subgroups.

The concept of “relatedness” proved vi-
tal to Ocrevus’ eventual approval in PPMS, 
as senior FDA staff determined that PPMS 
and RMS were sufficiently related that data 
on disease progression from the RMS trials 
could act as confirmatory evidence for the 
PPMS claim. (Also see “Multiple Sclerosis Sub-
type ‘Relatedness’ Drove Debate On Ocrevus 
Approval” - Pink Sheet, 15 Jun, 2017.)

CHALLENGES OLD AND NEW
The public conversation about drug de-
velopment has been in a period of priori-
tizing efficacy advances and innovation, 
but review documents show steady and 
consistent FDA attention to evergreen is-
sues like risk management and manufac-
turing as well.

The Ocrevus review highlights the pres-
sure that the imperative for speedy ap-
provals for unmet needs places on product 
quality reviewers. Genentech was unable to 
bring its Ocrevus manufacturing process into 
a state of control before the product’s priority 
review user fee goal, but overcame FDA ob-
jections with commitments to troubleshoot 
the breakthrough therapy’s manufacturing 
process after approval. (Also see “Genentech’s 
Ocrevus Manufacturing Process Still A Work In 
Progress” - Pink Sheet, 15 Jun, 2017.)

Because differences between clinical and 
commercial versions of the drug substance 
and drug product showed a lack of control, 
the  Roche  unit had to set aside a lifecycle 
management plan and comparability pro-
tocol that would have accelerated post-ap-
proval manufacturing changes.

The Drug Review Profile of Nu-
Pathe Inc.’s sumatriptan migraine 
patch Zecuity – a battery-pow-
ered product that was withdrawn 
soon after launch due to reports 
of burning and scarring – shows 
how safety issues can be tricky to 
identify. Agency documents show 

that FDA reviewers initially opposed ap-
proval because of such reports, but were 
persuaded by a redesign of the patch that 
added technology to ensure proper place-
ment and did not require a warning about 
those concerns in labeling. (Also see “Zecu-
ity Redesign Got Migraine Patch Through 
FDA, But Burning Continued” - Pink Sheet, 16 
Sep, 2016.)

ENGAGING WITH PATIENT 
ENGAGEMENT
One issue that is only likely to grow in impor-
tance in FDA drug reviews is the question of 
how to incorporate patient engagement 
into the process. Reauthorization of the Pre-
scription Drug User Fee Act, now awaiting 
presidential review, requires the agency to 
develop guidance on methods for collect-
ing and analyzing survey data and patient-
reported outcomes in a way that they can be 
used to support regulatory decision-mak-
ing. (Also see “FDA’s 21st Century Cures Plan 
Gives Patient-Focused Drug Development A 
Boost” - Pink Sheet, 10 Jul, 2017.)

Patient engagement became one of the 
most contentious aspects of the Exondys 
approval when patient testimonials and 
caregiver surveys were more positive than 
the measured efficacy outcomes that FDA 
usually relies on.

Patient-related issues will be getting 
further attention from FDA as the first 
advisory committee to focus on the pa-
tient perspective gets off the ground. The 
inaugural meeting of the Center for De-
vices and Radiologic Health’s new Patient 
Engagement Advisory Committee (PEAC) 
will be held Oct. 11-12, 2017 to discuss 
challenges of clinical trial design, con-
duct, and reporting identified by patients. 
(Also see “US FDA’s Device-Focused Patient 
Engagement AdComm Tackles Trial Chal-
lenges” - Medtech Insight, 25 Jul, 2017.)  
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Cempra Gets Easier Path To CRL Response,  
But Who Will Fund The Study?
JOSEPH HAAS  joseph.haas@informa.com

On the same day it announced its plans to merge with pri-
vately held antibiotics developer Melinta Therapeutics 
Inc., Cempra Inc. revealed that it has worked out a some-

what easier path for responding to a December complete response 
letter for its macrolide antibiotic candidate Solithera (solithromy-
cin) – but questions remain about who would fund a safety study 
with an estimated cost of $75m. 

Acting CEO David Zaccardelli said Cempra negotiated with US 
FDA “a smaller, more focused and efficient approach” to obtain the 
hepatic safety data requested by the agency in its CRL toward the 
end of last year. (Also see “Cempra’s Solithera Draws FDA Complete 
Response Letter On Liver Risks” - Pink Sheet, 29 Dec, 2016.) The let-
ter, which also outlined manufacturing concerns pertaining to 
both oral and intravenous formulations of the drug, said the 920 
patients from studies included in the NDA would be insufficient to 
rule out the risk of serious drug-induced liver injury and requested 
a safety study of 9,000 patients. (Also see “Solithera’s Prospects Look 
Grim Following Complete Response Letter” - Scrip, 30 Dec, 2016.)

FDA’s decision followed a November review by its Antimicro-
bial Drugs Advisory Committee where the panel narrowly recom-
mended the antibiotic for approval to treat community-acquired 
bacterial pneumonia, by a 7-6 margin. Members of the committee 
also recommended stringent labeling on the risks of hepatotoxic-
ity, a Risk Evaluation and Mitigation Strategy and labeling stating 
that solithromycin should not be the first choice for run-of-the-
mill CABP cases. (Also see “Advisory Committee Recommendations 
Could Limit Use Of Solithera” - Scrip, 10 Nov, 2016.)

During Cempra’s second quarter earnings call Aug. 9, Zaccardelli 
said FDA had accepted a proposed protocol under which the bio-
tech will obtain safety data from 6,000 CABP patients treated for 
five days with oral solithromycin, along with 1,200 treated with 
standard-of-care for CABP. Data from those patients will be suffi-
cient for refiling the NDA, he noted, while Cempra then would pro-
vide follow-on safety data from an additional 3,000 patients.

In addition to evaluating fewer patients before responding to 
the CRL, the study will be “simpler, faster and less expensive” to 
conduct because it will be limited to the oral formulation, the exec 
said. In Phase III, Cempra had seen a favorable liver enzyme profile 
for a five-day oral course compared to a seven-day course with the 
I.V. formulation. The new study also will employ enrollment criteria 
to exclude patients taking certain concomitant medications that 
might be associated with higher levels of liver enzymes.

Focusing on the oral formulation is not a huge commercial set-
back for Cempra, Zaccardelli maintained, because the company 
anticipated that less than 20% of the product’s revenues would 
derive from I.V. product. In addition, working only with the oral 
version for now will simplify responding to the chemistry, manu-

facturing and controls issues raised in the CRL, he said. Having an 
I.V. and oral formulation allows for transition from hospital use to 
the outpatient setting.

COULD BARDA BE CEMPRA’S FINANCIAL 
BENEFACTOR?
Funding the study, however, remains a major issue for the Chapel 
Hill, N.C., firm, and no indication was given on the investor call that 
adding Melinta’s financial strength to Cempra’s would play a role 
in financing the work. Zaccardelli said Cempra had roughly $187m 
cash on hand at the end of the second quarter.

“We estimate that we can complete enrollment of the first co-
hort of 6,000 patients in 24 to 36 months following the initiation 
of the study at a cost of approximately $75m through the CRL re-
sponse,” he said. “As we have been working with the FDA to reach 
agreement on the protocol, which we have now accomplished, 
we have in parallel been working to identify non-dilutive funding 
sources for the study. At this time, we would not plan to commence 
the safety study without securing significant non-dilutive funding.”

One avenue Cempra is investigating is whether the US Biomedi-
cal Research and Development Authority (BARDA) might help fund 
the trial. Cempra is developing an oral suspension formulation of 
solithromycin under a contract with BARDA. (Also see “Cempra De-
tails Launch Plans For Solithromycin” - Pink Sheet, 23 Jun, 2016.)

If Cempra decided to continuing pursuing development of the 

Cempra is investigating is whether the 
US BARDA might help fund the trial. 
Cempra is developing an oral  
suspension formulation of solithromycin 
under a contract with BARDA.
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I.V. formulation, additional safety data would be required to sup-
port FDA approval, Zaccardelli said.

Cempra also recently worked out details of the second Phase 
III study it will need to conduct for potential approval of Taksta 
(fusidic acid), an old antibiotic long used in Europe but never ap-
proved in the US. (Also see “Cempra Goes Back To The Future With 
New Product/Old Antibiotic Taksta” - Scrip, 28 Feb, 2017.) The drug 
has already succeeded in one Phase III study for treatment of acute 
bacterial skin and skin structure infections (ABSSSI) and also is in 
Phase II for chronic bone and joint infections.

Based on the successful data Cempra unveiled for Taksta during 
the first quarter of 2017, FDA agreed that a second Phase III study 

of similar design would support approval in ABSSSI, although drug/
drug interaction and QT interval studies would be needed also.

This agreement with FDA about the Phase III protocol might 
forestall any plans by Cempra to seek approval for Taksta under 
the “limited use” LPAD approval pathway enacted in December 
under the 21st Century Cures Act. Cempra was among the first 
drug sponsors to publicly indicate consideration of seeking ap-
proval by this process. (Also see “The First LPAD? Cempra May Try 
New Pathway For MRSA Antibiotic, Could Retrofit Solithromycin” - 
Pink Sheet, 6 Mar, 2017.)  
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Bids For EMA Show East-West Split Over Principle  
of Fair Spread Of Agencies
IAN SCHOFIELD  ian.schofield@informa.com

Now that the bids are in from EU 
member states keen to host the 
European Medicines Agency after 

Brexit, the European Commission has the 
unenviable task of assessing the offers and 
submitting its conclusions to the Euro-
pean Council, with a final decision on the 
new location for this much sought after EU 
agency due in November.

19 countries have put themselves for-
ward as the ideal candidate for the EMA 
when it moves out of London as a result of 
the Brexit vote. (Also see “19 Countries Have 
Submitted Bids To Host The EMA Post-Brex-
it” - Pink Sheet, 1 Aug, 2017.) All have ex-
plained, to a greater or lesser degree, how 
they believe they meet the five “objective” 
criteria laid down by the EU authorities, in-
cluding suitable premises for the agency, 
accessibility of the location, provision of 
education for the families of staff, and the 
ability to ensure business continuity at the 
agency during the relocation. 

But while the list of criteria is intended 
to ensure the decision is taken in the most 
transparent way and to avoid unseemly 
squabbling among the member states, 
the sixth criterion on the list, “geographi-
cal spread,” could throw a spanner in the 
works and set eastern European countries 
against those in western Europe.

Geographical spread refers to the aim 
of equitably distributing EU agencies 
among the member states. The principle 
was agreed by member states in 2003 and 
confirmed in 2008, the intention being to 
ensure that due consideration was given 
to the newer member states – mostly from 
eastern Europe – when deciding where to 
set up any new agencies.

Four of the newer countries – Bulgaria, 
Croatia, Cyprus and Slovakia – still do not 
have an EU agency. The three eastern Eu-
ropean countries in this group are pushing 
strongly to host the EMA, and in their bid 
documents they have made clear that if the 
principle of geographic spread is to be re-
spected, the EMA should go to one of them.

But other countries in western Europe, 
while acknowledging the significance of 
this principle, take the view that because the 
EMA is not a new agency – it has been oper-
ating since 1995 – and because of its critical 
public health mission, the need to ensure 
the continuity of its operations should take 
precedence over geographical spread.

THE VIEW FROM EASTERN 
EUROPE
In its bid, the Slovakian government says 
that, in addition to the fact that the coun-
try and its capital Bratislava “objectively 

“ Appropriate priority 
should be given to 
member states that 
acceded to the Union 
in/after 2004 or that 
do not already host 
an EU agency”  
– Slovakian 
government
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meet the criteria, we wish to point to the 
principle of geographical spread for HQs 
of EU offices and agencies.” It says that 
“appropriate priority should be given to 
member states that acceded to the Union 
in/after 2004 or that do not already host an 
EU office or agency.”

It says that Slovakia is one of the few 
member states that do not host the head-
quarters of a European agency, and “we 
strongly believe that the upcoming deci-
sion will follow these pre-agreed and pub-
licly committed principles.”

It says this criterion “becomes even more 
relevant given the currently disproportion-
ate distribution of EU agencies’ HQs among 
member states. Twelve EU agencies estab-
lished after 2003 have been allocated to old-
er member states, and several older mem-
ber states host more than one EU agency.

“Compared to the other countries which 
do not host an agency, Slovakia is one of 
only two Eurozone members and the only 
member of the Schengen area which sig-
nificantly eases access for foreign travel-
lers,” it states.

Bulgaria too is “strongly convinced” that 
the decision should take the European 
conclusions into account, as they “clearly 
state that priority is to be given to achiev-
ing a geographical balance in relation to 
the distribution of agencies across the EU.”

A similar view is expressed by the new-
est member state, Croatia, which wants the 
EMA in the capital Zagreb. “We expect this 
key criterion will be given due weight,” it 
says, noting that Croatia does not host any 
EU agency as yet, and that it “fully meets 
the criterion of the desirability of geo-
graphical spread of agencies.”

Also citing criterion six, if less vocally, are 
Romania – which says that placing the EMA 
in Bucharest would “meet the 2003/2008 
objective that geographical spread is “de-
sirable” – and Poland, which says relocat-
ing it to Warsaw will “have the advantage” 
of meeting the criterion.

WESTERN EUROPE
Banked up on the other side of the fence 
are numerous western European member 
states, including heavyweights such as the 
Netherlands, Germany, Denmark, Ireland 
and Belgium, which acknowledge the geo-

graphical spread principle but argue that it 
should apply only to new EU agencies and 
take second place to ensuring business 
continuity at the EMA.

In its bid, the Dutch government, which 
has put forward Amsterdam as its candi-
date, says it is “fully aware” of the 2003 and 
2008 commitment to geographic spread of 
the agencies. But it also argues that the re-
location of the EMA, a “large and fully opera-
tional agency and scientific hub, is unique, 
in particular also given the uncertainties 
and circumstances related to the Brexit.”

Noting that in 2012 the European Parlia-
ment, council and commission reached an 
agreement to make relocation decisions 
on EU agencies more objective, it says that 
the Netherlands “respectfully believes that 
the business continuity and retention of 
expert staff is in this case more essential 
for the functioning of EMA.”

Germany, which has proposed Bonn as 
the EMA’s new home, says that while it up-
holds the geographical spread criterion for 
new agencies, the present case “involves 
the relocation of existing authorities.” In 
the view of the federal government, it 
says “the need to maintain the EMA’s op-
erations and to ensure a smooth transition 
are criteria of particular importance” and 
should be given priority above the goal of 
geographical spread.

Denmark (Copenhagen) also acknowl-
edges the importance of geographical 
spread of EU agencies across Europe and 
concedes that this is “something the EU 
should ensure when deciding on the loca-

tion of new agencies. However, relocating 
EMA is not to be considered a new agency. 
Continued functionality from day one 
should be the main objective when a new 
location is to be decided.”

Ireland says that while it is appropriate 
to consider the geographical spread of 
agency seats, “it must be noted that the 
relocation of an established, high-func-
tioning agency, such as the EMA, which is 
of such crucial importance to the health of 
the citizens of the Union, is unprecedent-
ed.” In particular, the government says, the 
relocation must not affect the health pro-
tection of the citizens of Europe, and “must 
provide reassurance to the industry that 
the continued operation is not disrupted.”

To guarantee this, the assurance of the 
five preceding criteria must first be ad-
dressed prior to consideration of the sixth, 
geographical spread, it says. It describes 
the Irish capital Dublin as a “fair and appro-
priate location to seat the EMA, taking into 
consideration geographical spread and 
the ability to ensure business continuity.”

Also supporting the new agency argu-
ment, the Belgian government cites an 
agreement “in the margins of the European 
Council in June 2017” that the decision 
on the EMA’s location should be based on 
“specified objective criteria” and have “spe-
cial regard to the fact that the agency al-
ready exists and that the business continuity 
of the Agency is vital and must be ensured.”

In the same vein, Portugal, which 
switched its backing from Lisbon to Porto 
at the last moment, says that while the 
geographical spread principle is “desir-
able,” it “cannot be a decisive criterion as 
this is the relocation of an existing agency 
and not the creation of a new one.”

“With the relocation of EMA’s head-
quarters to Porto,” it adds, “Portugal will 
be implementing a policy of geographical 
spread of European organisms within the 
country, thus promoting cohesion and ter-
ritorial enhancement and further connect-
ing citizens with the European project.”

Sweden (Stockholm) also supports the 
geographical spread principle, but says that 
“for an existing agency the work in progress 
must not be disrupted as this could have a 
negative impact on public health in the EU 
and serious consequences for citizens and 

E M A

“ Geographical spread 
cannot be a decisive  
criterion as this is 
the relocation of an 
existing agency and 
not the creation of a 
new one”  
– Portuguese 
government



pink.pharmamedtechbi.com August 14, 2017   |   Pink Sheet   |   9

patients as well as for industry.”
Spain (Barcelona) reiterated its “com-

mitment to the criterion of geographical 
spread for the location of European agen-
cies and organisations that may be created 
in the future.”

In the case of France (Lille), no mention is 
made of the merits of criterion six, but the 
French government says there is an “abso-
lute imperative” to preserve business con-
tinuity, “in order to guarantee a high level 
of research and protection for the health of 
Europe’s citizens, and that this requires the 
next country to host the EMA to guarantee 
the sustainability of its expertise.”

QUIETER VOICES
Other countries make less of a meal of cri-
terion six. Italy (Milan), which already hosts 

two EU agencies notes only that Italy has 
a “comparatively small number of EU offi-
cials working in EU agencies,” while others 
such as Germany, Greece, the Netherlands 
and Portugal also have two agencies each 
and others even more.

According to Greece, locating the EMA in 
Athens would bring the agency’s headquar-
ters to a member state that is “in the imme-
diate neighbourhood of the EU accession 
countries.” Malta says it would meet the crite-
rion of “desirability of geographical spread” 
but does not explain why, other than saying 
that the relocation of an established agency 
to a small member state would be “a symbol 
that the EU is close to its citizens indepen-
dent of the size and geographic location of 
the member state.”

Austria (Vienna) simply notes that the 

European Union Agency for Fundamental 
Rights is based in Vienna, and that EU-LISA 
(the European Agency for the operational 
management of large-scale IT systems in 
the area of freedom, security and justice) 
runs a technical facility in Austria.

Finland, which already hosts the Euro-
pean Chemicals Agency, says that while 
it “fully respects” the desirability of geo-
graphical spread for new agencies, it be-
lieves the “centres of chemical and phar-
maceutical regulation should be located 
in one city.” Having the EMA alongside the 
ECA in Helsinki “would strengthen both 
agencies’ strategies, and increase their 
competitiveness globally,” it suggests.  

From the editors of Scrip Regulatory Affairs. 
Published online August 7, 2017
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Plans For East African Drug Regulator  
Begin To Take Shape
IAN SCHOFIELD  ian.schofield@informa.com

Plans to set up a new Medicines and Food Safety Agency 
in east Africa, funded by industry fees, appear to be tak-
ing shape, according to a newly published report on the 

visit to the European Medicines Agency by a delegation of east 
African regulators.

A key objective of the visit, which took place in May, was to 
see how far the EMA might serve as a model for an east African 
regional regulatory structure. (Also see “Could The EMA Be A Regu-
latory Model For East Africa?” - Pink Sheet, 26 May, 2017.) The regu-
lators also discussed issues such as new drug approvals, regula-
tory sciences, opinions from the EMA’s scientific committee, the 
CHMP, as well as biosimilar and orphan drugs.

In their report on the visit, the EMA and the East African Com-
munity say that there is a need to establish regional systems and 
structures to sustain ongoing joint regulatory activities so that 
medical products and health technologies can be efficiently 
regulated in the EAC market (which comprises Burundi, Kenya, 
Rwanda, South Sudan, Tanzania and Uganda.

“The benchmarking study visit concluded that the establish-
ment of an EAC regional structure is important to sustain the 
ongoing joint regulatory harmonisation activities,” according to 
the report.

The new agency would be “self sustaining through fees and 
technical expertise from partner states,” it says. It would provide 

The new agency would be “self 
sustaining through fees and technical 

expertise from partner states”  
– EMA/EAC report
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regulatory oversight of selected medical products as well as pro-
moting cooperation, convergence, harmonization, reliance and 
mutual recognition of regulatory decisions, and enhancing work 
and information sharing.

The parties stress that the proposed regional structure would 
not replace national medicines regulatory authorities (NMRAs), 
and say its sustainability would be underpinned by revenues col-
lected from industry fees.

The EAC heads of NMRAs agreed to harmonize their fee struc-
tures for EAC activities and to streamline the payment proce-
dures. “In order to avoid duplication, the focus of EAC initiatives 
will be reviewed and the target will be for innovative medicinal 
products,” the report states.

The parties also agreed that the EAC Secretariat would prepare 
a concept note on the business case, which was scheduled to be 
considered by the heads of NMRAs at a meeting on July 27-28 in 
the Ugandan capital Kampala.

As well as NMRAs, the delegation that visited EMA in May in-
cluded the heads of the national agencies, the EAC Secretariat, 
and representatives from the World Health Organization and the 
World Bank Group.

OTHER TOPICS
Among other topics discussed were strengthening the EAC Forum 
of Heads of NMRAs with a clear framework for decision making, 
reviewing the EAC joint assessment procedure/criteria to include 
new innovative medicines, developing fee structures in the EAC 
that support joint medicines regulatory services, and strength-
ening collaboration and cooperation between the EAC and the 
EMA with a focus on the CHMP scientific opinions under Article 58 
(drugs intended for developing countries) and the evaluation of 
biosimilars and orphan medicines.

Harmonization efforts in the EAC have already borne fruit in the form 
of a pilot of joint drug assessments that saw regulatory review times 
for some branded medicines fall from one or two years to a median 
of seven months. They are part of the wider African Medicines Regu-
latory Harmonization initiative, which is intended to strengthen and 
align regulatory practices in countries and regions across sub-Saharan 
Africa. (Also see “African Regulatory Harmonization Project Cuts Drug Ap-
proval Times And Saves Scarce Resources” - Pink Sheet, 30 Jan, 2017.)  

From the editors of Scrip Regulatory Affairs. Published online  
August 8, 2017

ICER’s Ambitious 2018 Review Agenda Takes On 
Groundbreaking Treatments
CATHY KELLY  catherine.kelly@informa.com

T he Institute for Clinical and Economic 
Review’s ambitious review agenda 
for 2018 includes cutting edge and 

likely extremely expensive therapies target-
ing relatively small patient populations, as 
well as drugs with novel mechanisms that 
are poised to shake up categories covering 
broad numbers of patients.

ICER’s tentative agenda, released July 26, 
is drawn from the organization’s horizon 
scans of new and emerging therapies, con-
versations with stakeholders and other pub-
lic input. ICER aims to release its reports as 
close to FDA approval as possible, but if sub-
mission plans or timing changes, alternative 
topics will be selected, the group said.

The 2018 agenda includes about the 
same number of topics addressed in 2017, 
but focuses on more potentially ground-
breaking and costly treatments (see chart 
for lists).

ICER will enter its fourth year of high-

profile prescription drug cost effectiveness 
reviews with a bang, tackling the thorny 
issue of how to pay for gene therapy. The 
group will focus on what is expected to be 
the first gene therapy approved in the US 
– Spark Therapeutics Inc.’s Luxturna (vor-
tigene neparvovec), a one-time treatment 
for a form of inherited blindness. (Also see 
“ICER Eyes Gene Therapy: Category-wide 
Policy In Works As Spark Moves To Approv-
al” - Pink Sheet, 5 Jul, 2017.)

Spark is seeking approval in patients with 
vision loss due to confirmed bi-allelic RPE65-
mediated inherited retinal disorder. By some 
projections, the cost of therapy could be as 
much as $1m if both eyes are treated. ICER’s 
report on the review is scheduled to be re-

leased in January 2018, coinciding with a 
likely FDA decision on Luxturna and prepa-
rations for a possible launch.

The group will turn next to the highly 
anticipated chimeric antigen receptor T-
cell (CAR-T) therapies. ICER will focus on 
the two CAR-T treatments that are furthest 
along in development in the US – tisagen-
lecleucel from Novartis AG and Kite Phar-
ma Inc.’s axicabtagene ciloleucel. 

Novartis initially is seeking approval in 
relapsed or refractory B-cell acute lympho-
blastic leukemia in pediatric and young 
adult patients. (Also see “Novartis’ CAR-T 
Poised For The Market After Unanimous FDA 
Adcomm Review” - Scrip, 12 Jul, 2017.) Kite’s 
therapy is under review for relapsed or 
refractory aggressive non-Hodgkin’s lym-
phoma in adults. (Also see “Kite On Course 
For FDA Filing On Positive CAR-T Durability 
Data” - Scrip, 1 Mar, 2017.) FDA approval 
decisions for the treatments are expected 

M A R K E T  A C C E S S
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in September and December, respectively. 
The treatments could cost around 

$500,000, by some estimates. However, 
they also could be life-saving for condi-
tions that previously were death sentenc-
es, which would put significant pressure 
on payers to cover them.

Johnson & Johnson’s prostate cancer 
candidate apalutamide is expected to en-
ter the US market for pre-metastatic pros-
tate cancer, a field with close competition 
between J&J’s own Zytiga (abiraterone) 
and Pfizer Inc.’s Xtandi (enzalutamide). The 
new androgen receptor antagonist, which 
the firm maintains works in a different and 
complementary way to the others, is un-
der evaluation in a Phase III study and J&J 
plans to file for FDA approval later in 2017.

A longer-acting human growth hormone 
being co-developed by Opko Health Inc. 
and Pfizer could fill a treatment gap by of-
fering a formulation of hGH requiring only 
one weekly injection, compared to the cur-
rently prescribed daily injection regimen. 

A Phase III data readout for the product 
in late 2016 was disappointing, but Opko 
has since reevaluated the data set and an-
nounced in June that once outliers are ex-
cluded, the treatment showed a statistically 
significant improvement over placebo.

Commenting on the selection of the 
Opko/Pfizer product, an ICER spokesperson 
pointed out that “growth hormone is a topic 
that has been suggested to ICER before as a 
topic with multiple high cost drugs with vari-
able coverage policies among payers, and 
this drug might provide the right opportuni-
ty for ICER to review the topic.” However, she 
added, “this list is intended to be tentative, 
and may be revised if a drug doesn’t end up 
getting approval.”

Novel treatments in late-stage devel-
opment for hemophilia A are expected to 
shake up the market, so ICER plans to re-
view Roche’s emicizumab and damocto-
cog alfa pegol, being developed by Bayer 
AG. Roche’s product, a monoclonal anti-
body, is being studied as a once-weekly 
injection, which would offer a big conve-
nience and compliance benefit to patients. 
(Also see “Momentum Builds For Tomorrow’s 
More Convenient Hemophilia Drugs” - Scrip, 
13 Jul, 2017.)

The Bayer product also is a long-acting 

agent. The dosing advantage could be com-
pelling for payers, which are looking for cost 
savings from new subcutaneous therapies 
that could prevent bleeds without frequent 
and costly infusions of clotting factors.

In migraine, ICER will focus on a trio of 
calcitonin gene-related peptide inhibitors 
aiming to compete in the blockbuster cat-
egory. They include Amgen Inc. and No-
vartis’s Aimovig (erenumab), Eli Lilly & Co.’s 
galcanezumab and Teva Pharmaceutical 
Industries Ltd.’s fremanezumab. The CGRP 
class is the first major advance in the field 
since the triptan class, and competition 
will be fierce with three drugs coming in 
close succession. 

An application for the Amgen/Novartis 
drug has been filed and has a May 2018 
user fee deadline. Lilly plans a filing for gal-
canezumab in the second half of 2017 and 
Teva’s application is expected to follow af-
ter that. (Also see “Teva Clinches Third Place 
In CGRP Race With A Phase III Migraine Win” 
- Scrip, 31 May, 2017.)

FIRST TISSUE-AGNOSTIC 
ONCOLOGY TREATMENT
Application for FDA approval is expected 
to be submitted by early 2018 for Loxo 
Oncology Inc.’s novel oncology treat-
ment larotrectinib, a targeted therapy 
that selectively inhibits the tropomyosin 

ICER Tentative 2018 Review Agenda 
TYPE/INDICATION DRUG DEVELOPER

Gene therapy for blindness Luxturna  
(vortigene neparvovec)

Spark Therapeutics

CAR-T therapies for B-cell 
leukemia and lymphoma

axicabtagene ciloleucel

tisagenlecleucel

Kite Pharmaceuticals

Novartis

Prostate cancer apalutamide Johnson & Johnson

CTP-modified human 
growth hormone

Lagova (MOD-4023) Opko/Pfizer

Hemophilia type A damoctocog alfa pegol

emicizumab

Bayer

Roche

Migraine/other headaches Aimovig (erenumab)

fremanezumab

galcanezumab

Amgen

Teva

Eli Lilly

Hereditary angioedema lanadelumab Shire

Solid tumors expressing 
specific biomarker

Larotrectinib Loxo Oncology

Cystic fibrosis tezacaftor/Kalydeco  
(ivacaftor)

Vertex

FOR A LIST OF ICER REVIEWS SCHEDULED FOR 
COMPLETION IN 2017, GO TO: 
https://pink.pharmamedtechbi.com/PS121300

CLICK
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receptor kinase (TRK) fusion protein. The 
product is one of the first attempts at mo-
lecularly defined patient identification 
rather than traditional indications based 
on cancer location. 

Larotrectinib could be the first novel drug 
prospectively developed and approved for 
a tissue-agnostic claim, as well as the first 
with simultaneous approval in adults and 

children. The TRK fusion mutation occurs 
in dozens of cancer types across patients’ 
lifespans. (Also see “Loxo Sees Larotrectinib As 
Model Form Of Oncology Drug Development” 
- Pink Sheet, 5 Jun, 2017.)

Vertex Pharmaceuticals Inc. is expected 
to bring a combination treatment for cystic 
fibrosis to market in 2018 that could expand 
the number of patients eligible for treat-

ment. A combination of tezacaftor with its 
Kalydeco (ivacaftor) is on a fast development 
track and the company plans to file for ap-
proval in the third quarter of 2017. 

For payers, cost is likely to be a big con-
cern; Kalydeco has a list price of more than 
$300,000 per patient per year.  

Published online August 10, 2017

FDA’s Skin Sciences Warning Letter Calls For 
Continued Vigilance Against DEG
BOWMAN COX  bowman.cox@informa.com

A July 28 US FDA warning letter to 
Skin Sciences Laboratory Inc., an 
over-the-counter drug maker in 

Pasig City, the Philippines, serves as a re-
minder for drug manufacturers to test any 
glycerin raw material for diethylene gly-
col, or DEG, a molecule that in many ways 
resembles glycerin, but is poisonous.

It was diethylene glycol in S.E. Mas-
sengill Co.’s elixir sulfanilamide that killed 
more than 100 US patients in a 1937 trag-
edy that led to passage of legislation re-
quiring safety studies of new drugs – the 
1938 Food, Drug and Cosmetic Act – and 
to the suicide of the firm’s chief chemist, 
Harold Watkins. The Bristol, Tenn., firm’s 
chemist hadn’t realized the DEG excipient 
in his formulation was toxic.

However, there have been similar trag-
edies over the years when manufacturers 

failed to realize they used DEG in their 
drug products.

Typically, suppliers would substitute 
cheaper DEG for glycerin or propylene 
glycol without telling their customers.

Over the years, DEG-laced drugs have 
resulted in numerous fatal poisonings 
around the world. At least 80 children 
died from tainted acetaminophen syrup 
in Haiti in 1995-1996. Hundreds more 
children died from DEG poisonings in the 
1990s in Argentina, Bangladesh, India 
and Nigeria. Another 40 people died in 
Panama from DEG-tainted cough syrup.

Most cases involved oral liquid over-
the-counter cough/cold and pain relief 
products.

A BRUSH WITH DEATH
In the wake of the 2006 poisonings, FDA 
developed guidance on testing glycerin for 
DEG, which the agency issued in May 2007.

In early 2007, authorities foiled efforts to 
market toothpaste that contained DEG as a 
labeled ingredient in Panama, the Domini-
can Republic and Australia. FDA briefly 
describes the effort in Import Alert 66-74 
for dentifrice products that contain DEG, 
where the firms involved are listed.

Additionally, Import Alert 55-02 calls for 
FDA field personnel to increase surveil-
lance of bulk ingredients susceptible to 
DEG contamination.

One factor in DEG contamination inci-

dents may have been a historical lack of dif-
ferentiation between industrial and phar-
maceutical chemicals in China. (Also see 
“Heparin Adulteration Triggered Pharmaceu-
tical Identity Crisis” - Pink Sheet, 1 Dec, 2008.)

WHERE SKIN SCIENCES ERRED
In a warning letter FDA posted online 
Aug. 8, the agency called Skin Sciences to 
task for failing to test each lot of glycerin 
raw material for DEG.

FDA also criticized the firm’s Feb 16 re-
sponse to Form 483 findings raised at the 
conclusion of a Jan. 30 to Feb. 1 inspection.

In its response, the company had agreed 
to test all glycerin raw material lots and any 
remaining warehoused glycerin for DEG. 
However, it had not agreed to test retained 
samples of lots already distributed in the US.

The agency demanded the firm not only 
test retained samples of US-bound lots, but 
also perform a detailed risk assessment for 
all its glycerin-containing drug products 
that are on the US market. FDA also directed 
the firm to review the agency’s guidance on 
testing glycerin for DEG.

Potentially affected products include 
the firm’s Essence Skin Saving Toothpaste, 
one of a number of its products contain-
ing glycerin.

Failure to comply could result in an im-
port alert.  

Published online August 10, 2017
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EMA To Clarify Member State-Specific Requirements  
For New EudraVigilance System
NEENA BRIZMOHUN  neena.brizmohun@informa.com

Europe’s enhanced EudraVigilance 
database for managing and analyz-
ing suspected adverse reactions to 

authorized medicines is still on track to 
go live on Nov. 22, and drug companies 
should in September learn about any spe-
cific requirements the national compe-
tent authorities (NCAs) might have.

Marketing authorization holders 
(MAHs) and clinical trial sponsors will be 
given information on such things as the 
use of local languages, according to a 
document from the European Medicines 
Agency on how it plans to communicate 
key EudraVigilance milestones ahead of 
the new system’s launch. They will also be 
informed about local NCA contact points, 
local system changes, screening local 
website for adverse drug reaction (ADR) 
reports, and sending copies of literature 
articles locally.

The new document was published on 
Aug. 8. It follows the EMA’s launch of a 
test environment for the database in late 

June, together with a raft of instructions 
and guidelines to help drug companies, 
trial sponsors and regulators get used to 
the new system before it goes live. It also 
deals with milestones that have implica-
tions for other stakeholders including the 
EMA itself, NCAs, healthcare profession-
als, the World Health Organization and 
the general public

The document’s publication also indi-
cates that preparations for the database 
are not among the regulatory activities 
the EMA recently said it was suspend-
ing in order to focus on addressing the 
impact of its forced relocation out of the 
UK as a result of Brexit. (Also see “EMA Sus-
pends Some Activities & Warns That High 
Job Losses Could Halt Its Operations” - Pink 
Sheet, 2 Aug, 2017.)

Once the new system goes live it will, 
among other things, enable simplified re-
porting and re-routing of individual case 
safety reports (ICSRs) as MAHs will no 
longer have to provide these to individ-

ual NCAs, but directly to EudraVigilance, 
which will ultimately reduce duplication 
of efforts. It will make use of the ICSR 
standards developed by the International 
Organization for Standardization (ISO), 
in collaboration with the International 
Council for Harmonisation (ICH).

The new document says the EMA will 
issue a reminder in September about the 
switch to simplified reporting in Novem-
ber and about the planned EudraVigilance 
downtime. The agency will provide in-
structions on what to do during the transi-
tion from the current to new system; clarify 
the process for switching from interim to 
simplified ADR reporting rules; and define 
when new signal management for MAHs 
will apply, the document explains.

In August, the EMA will provide clini-
cal trial sponsors with an update on the 
functionalities of the EudraVigilance Web 
reporting tool, EVWEB, making clear that 
SUSAR (suspected unexpected serious 
adverse reaction) reporting rules do not 
change until the new EU Clinical Trial Reg-
ulation becomes applicable in 2019. It will 
also provide trial sponsors with informa-
tion about a simplified training option.

In October, the agency plans to provide 
information on the availability of the final 
version of its good pharmacovigilance 
practices guidance, GVP Module IX – signal 
management (revision 1).

The new document specifies the vari-
ous channels that the agency might use 
to communicate each milestone, for exam-
ple, email, newsletter, web. These commu-
nication channels may not be exhaustive 
and each EU member state may decide 
on the most appropriate format to inform 
their stakeholders, the agency says.

The EMA is planning to announce the 
launch of the new database via a “news 
item” on Nov 22.  

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

Companies will learn about 
member state-specific 
Eudravigilance requirements.
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EMA Proposes New Pediatric-Specific 
Pharmacovigilance Requirements
VIBHA SHARMA  vibha.sharma@informa.com

T he European Medicines Agency 
is inviting stakeholder feedback 
on its proposal to issue a revised 

guideline on the aspects that drug com-
panies should consider with respect to 
pharmacovigilance of medicines used in 
the pediatric population. The finalized 
version of the proposed guideline is ex-
pected to come into effect in the first 
quarter of 2018.

The proposed guideline will be a part 
of the EMA’s collection of good pharma-
covigilance practice (GVP) guidelines, as 
a separate chapter on population-specif-
ic considerations. When finalized, it will 
replace the current stand-alone “Guide-
line on conduct of pharmacovigilance 
for medicines used by the paediatric 
population” that has been in effect since 
January 2007. 

The EMA explains that it felt the need 
to revise the 2007 guideline because “a 
number of changes in the scientific and 
regulatory environment have had direct 
consequences for the conduct of pharma-
covigilance in the paediatric population.”

These changes included the imple-
mentation of the EU pharmacovigilance 
legislation in 2012, which in particular 
extended the definition of “adverse re-
action” to include harm resulting from 
overdose, misuse, abuse and medica-
tion errors, and broadened the scope of 
pharmacovigilance to include evaluation 
of risks associated with medicines when 
used outside the terms of the marketing 
authorization, including off-label-use.

In its proposal for the revised guideline, 
the EMA states that adverse reactions in 
the pediatric population need specific 
evaluation, as they may substantially dif-
fer - in terms of frequency, nature, sever-
ity and presentation - from those occur-
ring in adults. In addition, the agency says 
that modalities of collecting pharmaco-
vigilance data should take into account 
the fact that medicines in the pediatric 
population have a different utilization 
pattern and often are used off-label.

The proposed guideline outlines the 
structures and processes that drug com-
panies should have in place for support-
ing the pharmacovigilance of pediatric 
medicines, such as preparing risk man-
agement plans, managing and reporting 
adverse reactions, accurately recording 
the patient’s age and providing other 

high quality data in pediatric individual 
case safety reports (ICSRs).

Those managing ICSRs and assessing 
risks of medicine use in pediatric patients 
should have appropriate skills to address 
the aspects specific to this population, in-
cluding the ability to identify and obtain 
specific information needed for adequate 
signal identification, case review and risk 
assessment, the guideline says.

It also offers guidance to companies on 
preparing periodic safety update reports, 
designing and conducting post-authori-
zation safety studies, undertaking signal 
management, and issuing safety commu-
nications.

The guideline also explains the roles 
and responsibilities of marketing autho-
rization holders and the EMA in support-
ing the pharmacovigilance of pediatric 
medicines.

Comments on the draft guideline will 
be accepted until Oct. 31, 2017. The pe-
diatric use of vaccines and safety surveil-
lance of pediatric outcomes after expo-
sure to medicines in utero are outside the 
scope of the proposed guideline.  

From the editors of Scrip Regulatory Affairs. 
Published online August 9, 2017

Pharmacovigilance  
of pediatric medicines 
requires special 
considerations.
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Ocular Analyzes Particulates Root Cause After  
Whiffing With Steel Blade
BOWMAN COX  bowman.cox@informa.com

Now that Ocular Therapeutix Inc. has whiffed with a steel 
blade quick-fix to a particulates issue that delayed approval 
of its Dextenza (dexamethasone intracanalicular insert), the 

firm has a new CEO and a more measured plan for getting back 
into FDA’s good graces.

Ocular’s final closeout response to pre-approval inspection 
Form 483 findings, announced July 10, arrived at FDA too late to 
dissuade the agency from issuing a complete response letter, an-
nounced July 11.

In its belated response to the Form 483 report, the Bedford, 
Mass., firm told FDA it had resolved an issue with particulates by 
replacing an aluminum blade with a stainless steel blade. (Also see 
“Does Ocular’s Latest CRL Mean A Minor Delay For Dextenza, Or A 
New NDA?” - Scrip, 12 Jul, 2017.)(Also see “Keeping Track: Tremfya 
Clears FDA; Dextenza Amendment Is Too Late; Emicizumab, Abe-
maciclib Filed” - Pink Sheet, 16 Jul, 2017.)

Manufacturing-related complete response letters like Ocular’s 
have become increasingly common as startups attempt to bridge 
the gap from development to commercial manufacturing rather 
that make deals with commercial manufacturers to bring their 
products to the marketplace.

One week into his tenure, Ocular CEO Antony Mattessich told 
investors Aug. 8 the firm is taking advantage of the extra time af-
forded by the complete response letter to conduct a thorough 
root-cause analysis of the particulates issue and to develop mul-
tiple solutions in parallel.

This way, he said, “we don’t just solve specific issues to clear the 
483, but settle on an optimized robust process for the manufacture 
of Dextenza going forward.”

Once the firm settles on a new approach, it must manufacture “a 
number” of process validation batches before resubmitting its new 
drug application, Mattessich said.

He added during the Q&A that the number of validation batches 

required is “a matter of discussion with the FDA.”
Historically, firms have done three batches, but FDA’s 2011 pro-

cess validation guidance calls for using a science-based approach 
to deciding on the number of batches and gives them a new name, 
process performance qualification batches. Six years later, many 
in the industry still haven’t caught on to the departure from the 
three-batch approach – or the new name.

Dan Bollag, senior VP for regulatory affairs, pharmacovigilance 
and quality, added that Ocular is looking into making a number of 
process modifications to reduce and control particulates.

Once the firm has developed a new approach, it will talk with 
FDA officials about a resubmission plan.

Asked if the particulates issue has broadened from a piece of 
equipment to something more global, Mattessich said the firm still 
believes the particulates came from the cutting process. “I fully ex-
pect that we’ll reconfirm what the assumptions are, but it’s a good 
opportunity to step back and sort of deconstruct the entire thing.”   

From the editors of the Gold Sheet. Published online August 9, 2017
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Aprogen/Nichi-Iko’s Remicade Biosimilar Clears  
Japan’s Approval Review
JUNG WON SHIN  jungwon.shin@informa.com

Aprogen Inc. is seeking to follow Cell-
trion Inc. and Samsung Bioepis Co. 
Ltd.’s global footprint, although its 

first biosimilar launch will take place in Ja-
pan, rather than in Europe or the US.

Aprogen’s infliximab biosimilar candi-
date NI-071 (previously known as GS071), 
which has been licensed out to Japan’s 
biggest generics firm Nichi-Iko Pharma-
ceutical Co. Ltd., has cleared Japanese au-
thorities’ approval review and is poised to 
receive official clearance around Septem-
ber, said the South Korean biotech.

“We can’t predict the exact timing as 
Nichi-Iko is preparing (for the launch), but 
we expect the company to receive the of-
ficial regulatory approval in September, so 
the product may launch in the fourth quar-
ter,” said Aprogen in an email response.

Aprogen has formed a global partnership 
with Nichi-Iko for development of its biosimi-
lar versions of Remicade, Herceptin and Ritux-
an/MabThera. (Also see “Aprogen Strikes Third 
Global Biosimilar Deal With Nichi-Iko” - Scrip, 
25 Mar, 2016.) Nichi-Iko is conducting a Phase 
I clinical trial in the US for the Herceptin bio-
similar candidate and a preclinical study of 
the Rituxan biosimilar candidate with a goal 
to begin a Phase I clinical trial in the US this 
year. Nichi-Iko is the second largest share-
holder of Aprogen with a 34.3% stake.

SECOND REMICADE BIOSIMILAR 
IN JAPAN
If NI-071 receives the Japanese authorities’ 
drug approval, it will become the second 
Remicade biosimilar to be launched in 
Japan after Celltrion’s Remsima/Inflectra. 
Japan is the world’s second biggest Remi-
cade market valued at KRW1tn ($887.7m). 
NI-071 will be sold under Nichi-Iko brand 
and co-marketer Yakuhan Pharmaceutical 
Co. Ltd.’s brand Ayumi.

Last month, Nichi-Iko, its subsidiary 
Yakuhan Pharmaceutical and Ayumi 
Pharmaceutical Corp. reached a licensing 
agreement to grant marketing rights for 

infliximab BS for IV infusion 100mg “Ayu-
mi” for which Yakuhan Pharmaceutical is 
seeking manufacturing and marketing ap-
proval, to Ayumi Pharmaceutical, once that 
approval is obtained.

Aprogen expects NI-071 to complete 
Phase III clinical trials in the US and Europe 
and file for regulatory approvals by the 
end of next year. NI-071 received approval 
from the US FDA in June last year to begin 
a Phase III clinical trial.

GLOBAL INFLIXIMAB 
LANDSCAPE, PRICING
The global infliximab biosimilar market is 
already crowded with several biosimilar 
candidates including Nichi-Iko, Pfizer and 
Amgen’s candidates under development, 
while Celltrion and Samsung Bioepis’s prod-
ucts have already been approved in the US 
and Europe.

Although Aprogen appears a tad late, it 
aims to sharply increase global market share 
based on its superior price competitiveness. 
Given Aprogen’s competitive supply price to 
Nichi-Iko, the Japanese pharma is expected 
to be sharply profitable even if it sells NI-071 
at below $300 per vial in the US.

Aprogen’s wholly owned subsidiary ABA 
Biologics will handle production of NI-071 
for the US and European markets. After con-
struction of its plant in Osong, South Korea, is 
completed by the end of 2019, it will be able 
to manufacture maximum 2,000 kg of the bi-
osimilar product and its raw materials a year.

In July 2016, Nichi-Iko agreed to buy 
Sagent Pharmaceuticals Inc. to further 
expand its biosimilars business beyond 
Asia. (Also see “Nichi-Iko Buys Sagent To 
Strengthen US Biosimilars Presence” - Scrip, 
11 Jul, 2016.) At that time, Aprogen said 
Nichi-Iko plans to supply Aprogen’s bio-
similars to the US market through Sagent 
and a major pharma firm.   

From the editors of PharmAsia News.  
Published online August 9, 2017
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FDA’s Generic Approvals Catch A Bit Of Breath  
In July But Continue At Fast Pace
DERRICK GINGERY  derrick.gingery@informa.com

FDA’s July generic drug approvals tally 
did not repeat its June record-break-
ing performance, but the agency still 

is working at an elevated pace.
That’s particularly encouraging news 

for stakeholders as the agency next 
month marks its first 10-month approval 
goal deadline under the GDUFA law.

The Office of Generic Drugs reported 68 
ANDA approvals in July, which is 20 fewer 
than the previous month, but still the 
third-highest total reported in fiscal year 
2017. The three largest approval totals for 
the year were posted from May through 
July (see chart).

It now appears that FDA’s generic drug 
review staff may have set another new bar 
for approval volume.

July’s total is five more than OGD’s 
monthly average of 63. Since May the 
agency is averaging nearly 78 approvals 
per month. During the previous seven 
months, the agency had been averaging 
about 57 approvals per month.

When the agency posted its generic 
drug user fee-era approval record in 
June, it said staff were building their 
stride. (Also see “ANDA Approvals Break 
Record, May Set New Normal” - Pink Sheet, 
10 Jul, 2017.)

FDA has approved 633 ANDAs with 
two months remaining in FY 2017. It is on 
pace to approve nearly 760 ANDAs by the 
end of the fiscal year. This would be more 
than 100 additional approvals than the FY 
2016 total, which had been the highest of 
the GDUFA era.

FDA made a major leap in approval 
output in April 2015, when approval to-
tals consistently remained at about 50 
per month. (Also see “ANDA Approvals, 
Complete Responses Hit Record In FY 2016” 
- Pink Sheet, 12 Oct, 2016.)

There are several issues that determine 
when ANDAs are approved, but FDA’s 
progress should continue to encourage 
generic drug sponsors that FDA has not 

yet reached its output ceiling.
Stakeholders have suggested the agen-

cy needs to average 80-100 or more ap-
provals per month to gain better control 
of its workload. (Also see “ANDA Approvals 
Soar, But Does FDA Need To Do More?” - 
Pink Sheet, 16 May, 2016.)

The agency hired more than 1,500 new 

employees for GDUFA-related responsi-
bilities between its 2012 launch and the 
end of FY 2016. It also cut its first-cycle 
review time 46% during the program’s 
first three years. (Also see “Generic Drugs: 
First-Cycle Review Times Improve, But Hun-
dreds Of ANDAs Still Pending” - Pink Sheet, 
4 Jul, 2017.)

ANDA Submissions Remain Low...

...And Approvals Remain Elevated

FDA’s ANDA approval total retreated in July, but remained above its yearly average for the 
third consecutive month. ANDA submissions increased in July, but only slightly.

Source: FDA generic drug program activity report

pink.pharmamedtechbi.com
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AUGUST TOTAL MAY BE  
CLOSELY WATCHED
Stakeholders may be watching the August 
approval total, expected to be released in 
September, because it will represent the 
first 10-month approval goal under GDU-
FA. The agency committed to providing a 
first action within 10 months for 90% of 
the ANDAs submitted in FY 2017. (Also see 
“GDUFA Performance Goals For Fiscal Years 
2013-2017” - Pink Sheet, 12 Dec, 2011.)

It may be difficult to discern the number 
of first-cycle approvals during that month, 
but it may serve as a marker for submis-
sion quality, as well as FDA’s information 
request and easily-correctable deficiencies 
process, which was implemented to allow 
more ANDAs to be approved during the 
first review cycle.

First-cycle approval rates were low for 
applications submitted in FY 2015. (Also 
see “Generic Drug First-Cycle Approval 
Rates Lagging Under GDUFA I” - Pink Sheet, 
25 Oct, 2016.)

FDA is not expecting to approve most 
ANDAs in the first cycle yet, but would 
like to cut the average number of cycles 

to two. Now, most ANDAs require three or 
more. (Also see “ANDA Reviews: First-Cycle 
Desired, But Two-Cycles OK?” - Pink Sheet, 
27 Jul, 2015.)

SUBMISSIONS MUTED, BUT 
ANNUAL TOTAL ALREADY HIGH
Sponsors submitted more ANDAs in July 
than the previous two months, but the to-
tal again remained well below the monthly 
average. However, the annual total will be at 
least the second-highest of the GDUFA era.

OGD reported receiving 73 ANDAs, six 
more than the June total and seven more 
than the May total. The agency now has 
received 1,017 ANDAs in FY 2017, which 
already is more than the totals for three of 
the previous four fiscal years.

OGD is receiving on average about 102 
per month and is on pace to receive about 
1,220 ANDAs by the end of the fiscal year. 
Barring another large bolus of applications, 
it does not appear that FDA will approach 
the 1,473 received in FY 2014.

Nearly 200 ANDAs were submitted in 
March, which followed spikes in October 
and December 2016. (Also see “Generic 

Drug Puzzle: Why Did ANDA Submissions 
Spike Again?” - Pink Sheet, 11 Apr, 2017.)

The estimated submission total would 
represent 460 additional ANDAs submit-
ted than approved throughout FY 2017, 
meaning FDA would continue to fall be-
hind in workload.

But output levels may continue increas-
ing, especially with the start of GDUFA II 
and launch of the eight-month priority re-
view pathway for some ANDAs. FDA and 
Congress are pushing for faster generic 
drug approvals to help bring down drug 
prices. (Also see “FDA Drug Pricing Policy 
Offers Short-Term PR Gain, More Long-Term 
Actual Benefit” - Pink Sheet, 27 Jun, 2017.)

GDUFA II is set to launch in October 
following congressional approval of the 
FDA Reauthorization Act, which renewed 
GDUFA, as well as the prescription drug 
and biosimilar user fee programs. (Also 
see “Implementing User Fees Should Be 
Lighter Lift For FDA This Time Around; Bill 
Heads To White House” - Pink Sheet, 3 Aug, 
2017.)  

Published online August 7, 2017

M A R K E T  A C C E S S

Large Employers Exploring Value-Based Contracting  
For Specialty Drugs
CATHY KELLY  catherine.kelly@informa.com

L arge employers are beginning to build value-based pricing 
into purchasing contracts for some specialty drugs, based on 
plans for 2018 recorded in the latest health benefits survey 

conducted by the National Business Group on Health.
Released Aug. 8, the survey found 9% of respondents are en-

gaged in outcomes-based or indication-based contracts for spe-
cialty drugs, either through contracting directly with manufactur-
ers or through a pharmacy benefits manager. The survey is based 
on responses from 148 large employers covering 15 million indi-
viduals. It was fielded during June, when most companies had fi-
nalized benefit plans for the coming year.

A significant number of employers (26%) ranked specialty phar-
macy as the top driver of health care cost growth for the second 
consecutive year. Eight in 10 employers ranked it among the top 
three cost drivers. For the fifth year in a row, health care costs are 
expected to rise 5% in 2018.Sh
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Value-based pricing is among several specialty pharmacy ben-
efit management techniques being deployed by large employers 
for next year.

Many of the management techniques are familiar and will be 
used at roughly the same rate in 2018 as they have been in 2017. 
They include more aggressive utilization management proto-
cols (71%), requirements that specialty drugs must be obtained 
through a specialty pharmacy (68%) and use of a specialty formu-
lary tier (38%).

One new focus, and the most significant change between 2017 
and 2018 for specialty drugs, does not directly target drug costs 
but instead relates to where patients are treated.

Forty-four percent of respondents are planning an increased 
management of the “site of care” in 2018. The point is to ensure that 
specialty drugs are not administered at more costly settings – like a 
hospital versus an infusion center or physician’s office – when there 
is no clinical benefit involved in doing so. That’s well up from last 
year, when 30% of employers said they would be focusing on site 
of care management.

For traditional drugs, employers and their PBMs have imple-
mented a number of tactics beyond the standard utilization man-
agement techniques for 2018. For example, 62% require members 
to pay the difference between generic and brand prices and 47% 
mandate the use of mail order for maintenance drugs.

Fifty-five percent are implementing a closed formulary for 2018, up 
from 50% in 2017. A closed formulary restricts the number of drugs 
available in some classes. The leading PBMs have offered closed for-
mularies, with a growing number of excluded drugs, in recent years.

For 2018, Express Scripts Holding Co. excludes 46 multiples-
source drugs with generic equivalents from its national preferred for-
mulary. (Also see “Express Scripts Boosts Formulary Exclusions With Fo-
cus On Multi-Source Brands” - Pink Sheet, 31 Jul, 2017.)CVS Health Corp. 
excludes fewer numbers of drugs in its standard control formulary for 
2018 but announced some notable changes in certain categories, 
such as diabetes. (Also see “CVS 2018 Formulary: Outcomes-Based Con-
tracts In Oncology, Obesity, COPD” - Pink Sheet, 2 Aug, 2017.)

TARGETING COPAY COUPONS
Fifty-seven percent of employers were “concerned” or “very con-
cerned” about the impact of coupons on consumer behavior and 
some have taken steps to mitigate the impact. For example, 34% 

have a program in place to ensure that the value of a traditional phar-
macy drug does not apply to the deductible or out-of-pocket maxi-
mum when an employee receives a coupon from the manufacturer.

Just over one-quarter (27%) have done the same thing for spe-
cialty medications. A few employers (17%) have implemented 
a copay card accumulator program that adjusts deductibles and 
out-of-pocket maximums to account for coupons, and 18% are 
considering adding one in 2020, the survey found.

Sixty percent of employers use PBMs to manage their pharmacy 
benefit and 22% partner with their health plan to do so. Another 
18% manage their pharmacy benefit through purchasing coali-
tions and cooperatives.

GROWING INTEREST IN ACOS
One big-picture trend that emerged from the survey is a grow-
ing interest in controlling costs by harnessing new approaches 
to care delivery.

Twenty-one percent of employers plan to promote or contract 
directly with accountable care organizations in 2018, the survey 
found. That number could double by 2020, because another 26% 
said they are considering offering them in the future.

ACOs consist of health care providers who come together and 
accept financial responsibility for managing the quality of care and 
cost of treating a define patient population. Most employers cur-
rently promoting ACOs make participation available to only about 
one-quarter of their employees.

Spending on specialty drugs might become more restrictive un-
der an ACO model. However, employers are still looking for data 
on how effective they are at managing costs and they are “slightly 
more confident about the ability of ACOs to improve health care 
quality beyond what the system does today, compared to reduc-
ing costs,” the group said.

Employers reported an increasing use of high-deductible 
health plans. Ninety percent of respondents said they are of-
fering a high deductible health plan in 2018, up from 84% in 
2017. Most are still pairing a high-deductible plan with a health 
savings account.  

Published online August 8, 2017
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Biogen Ventures Into Value-Based Contracts  
In Multiple Sclerosis
CATHY KELLY  catherine.kelly@informa.com

Biogen Inc. is piloting approaches to 
value-based contracting for its mul-
tiple sclerosis drugs with four agree-

ments, executed in July. 
Three of the agreements are with re-

gional integrated health care systems – 
Harvard Pilgrim Health Care, Utah-based 
SelectHealth (part of Intermountain Health-
care) and Moda Health, based in Oregon. 
Biogen has also contracted with pharmacy 
benefit manager Abarca Health, which is 
headquartered in Puerto Rico. They are 
Biogen’s first value-based contracts for MS 
drugs, a company spokesman said.

The products involved vary based on 
the individual agreements but each deal 
includes one or more of Biogen’s MS drugs, 
the spokesman added. The company is 
not specifying which drugs are covered in 
specific contracts, he said, but “most of our 
products are included in at least one of the 
agreements.”

Biogen drugs marketed in the US for MS 
include the blockbuster Tecfidera (dimethyl 
fumerate), the interferons Avonex (interferon 
B-1a) and Plegridy (peginterferon B-1a) and 
Tysabri (natalizumab). US sales for Tecfidera 
continue to grow but sales are slipping or 
flat for the other drugs (see box). 

All the products are facing an increasing-
ly competitive market with attendant pric-
ing pressure from payers. Genentech Inc.’s 
recently introduce competitor to Tysabri, 
Ocrevus (ocrelizumab), is stirring up the 
market with a unique indication for prima-
ry progressive MS and a list price that is at 
least 20% less than competitors, according 
to analysts. (Also see “Roche Set For Disrup-
tive Entry To MS Market With ‘Brave’ Ocre-
vus Pricing Strategy” - Scrip, 29 Mar, 2017.)

Biogen’s contracts are designed to test 
two different approaches. Three of them 
focus on “outcomes-based measures that 
tie pricing terms to an annualized relapse 
rate for their populations in exchange for 
favorable access of our product(s),” the 
spokesman explained.

“This outcomes-based approach has 
also allowed our teams to engage in deep-
er, more meaningful conversations with 
these payers about MS as a disease state 
and the impact that our products have on 
patient lives.” The fourth agreement “pro-
vides an incremental discount based on 
patients who discontinue our therapies 
within the initial weeks of treatment.”

The pilot program appears to be aimed 
more at laying the groundwork for future 
value-based agreements than for generat-
ing savings.

“We believe this pilot will provide valu-
able information that we can apply to fu-
ture contracting approaches as we work 
to tie the pricing of our products to the 
clinical value and expand formulary access 
for patients,” Biogen CEO Michel Vounatsos 
explained during the company’s earnings 
presentation July 25.

The amount of risk involved “is fairly 

small relative to the cost of the drug so 
I think the main benefit will be…to af-
firm that we can actually put these types 
of agreements in place and manage and 
monitor and do a true up, versus one that 
will materially impact our spend,” Harvard 
Pilgrim Chief Medical Officer Michael Sher-
man added in an interview.

The contract with Biogen is Harvard Pil-
grim’s first for MS drugs, Sherman said, and 
it involves “multiple” Biogen products.

Pharmacy benefit manager Express 
Scripts Holding Co. recently announced a 
value-based program for multiple sclerosis 
in which the PBM will reimburse its payer 
clients for the first three fills of a preferred 
drug dispensed by its Accredo specialty 
pharmacy if a patient discontinues treat-
ment drug within the first three months. 
The PBM has not disclosed what drugs are 
involved in the program.

Novartis AG is also developing out-
comes-based contracts (OBC) for its mul-
tiple sclerosis treatment, Gilenya (fingo-
limod), a spokesman said in an email. 
Gilenya is a “good candidate for an OBC 
because there is a measurable outcome” 
– annual relapse rates – and “data to evalu-
ate is accessible,” he explained. 

MOST VALUE-BASED CONTRACTS 
STILL JUST ‘WINDOW DRESSING’?
Biogen’s efforts in value-based contract-
ing represent progress in the field but also 
feed the perception that such arrange-
ments are still a long way from providing 
payers an effective solution to the problem 
of rising drug costs.

“Value-based contracts are going to be 
essential to the pharmaceutical industry 
going forward,” RealEndpoints CEO Roger 
Longman said in an interview. “It’s the di-
rection that the rest of health care is mov-
ing.” But “the issue right now is we’re not 
really seeing value-based contracts that 
are meaningful” in a way that is “going to 
be required to solve the pricing challenge 

B I O G E N  M S
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Tecfidera: $1.66bn, up 7% vs.  
a year ago

Avonex, Plegridy: $966.5m, 
down 2% vs. a year ago

Tysabri: $594.9m, up .3% vs.  
a year ago
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that this industry is facing.”
Contracts should involve more signifi-

cant risk to revenue in order to be more 
than just “window dressing,” he added. 
Health plans need to justify to their cus-
tomers, the employers and pension funds, 
that “the pharmaceutical expense is actu-
ally delivering value.” And biopharma com-
panies need to “demonstrate the value of 
their products to get the kind of prices 

they are worth.” RealEndpoints is a reim-
bursement and analytics advisory firm.

In addition to aligning prices with 
value for products already on the mar-
ket, companies should also think about 
value-based contracting in the context 
of drugs in development, Longman 
pointed out. “Value-based contracts can 
in fact significantly influence a develop-
ment program and change directions in 

interesting ways.”
It’s “a different way of thinking about 

drug development from the point of view 
of appropriate commercialization, and re-
quires companies and R&D execs to look 
at and understand different kinds of eco-
nomic and health economic metrics,” he 
suggested.  
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FDA’s NDA And BLA Approvals: Qvar, Carospir, Nikita
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

Norton Waterford QvarRedihaler  
(beclomethasone  
dipropionate)

40 mcg, 80 mcg of beclomethasone inhalation aerosol for  
maintenance treatment of asthma as prophylactic therapy in 
patients 4 years of age and older.

S 8/3/2017

Accord Gemcitabine 100 mg/ml solution for injection for use in combination with 
carboplatin, for the treatment of advanced ovarian cancer that has 
relapsed at least 6 months after completion of platinum-based 
therapy; in combination with paclitaxel, for first-line treatment 
of metastatic breast cancer after failure of prior anthracycline-
containing adjuvant chemotherapy, unless anthracyclines were 
clinically contraindicated; in combination with cisplatin for the 
treatment of non-small cell lung cancer; and, as a single agent for 
the treatment of pancreatic cancer.

S, 5 8/3/2017

CMP Pharma Carospir  
(spironolactone)

Antagonist of aldosterone to treat NYHA Class III-IV heart failure 
and reduced ejection fraction to increase survival, manage edema, 
and to reduce the need for hospitalization for heart failure; use 
as an add-on therapy for the treatment of hypertension, to lower 
blood pressure; manage edema in adult cirrhotic patients when 
edema is not responsive to fluid and sodium restrictions.

S, 3 8/4/2017

Lupin Nikita  
(pitavastatin)

Treatment of primary hyperlipidemia or mixed dyslipidemia as  
an adjunctive therapy to diet to reduce elevated total cholesterol, 
low-density lipoprotein cholesterol, apolipoprotein B, triglycer-
ides, and to increase high-density lipoprotein cholesterol.

S, 2 8/4/2017

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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Recent And Upcoming FDA Advisory Committee Meetings
TOPIC ADVISORY COMMITTEE DATE

Potential risk of gadolinium retention in the brain and other body organs in  
patients receiving gadolinium-based contrast agents for magnetic resonance 
clinical imaging procedures

Medical Imaging Drugs Sept. 8

GlaxoSmithKline’s zoster vaccine recombinant, adjuvanted Vaccines and Related  
Biological Products Sept. 13

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

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