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Top FDA Compliance Official Notes 
‘Revival’ Of Data Integrity Fraud
JOANNE EGLOVITCH  joanne.eglovitch@informa.com

A top FDA compliance official said 
that data integrity problems are 
not going away any time soon as 

many brand-name drugs are now going off 
patent and the pressure to be the first to 
file intensifies with an “enormous” amount 
of money at stake, harking back to the days 
of the generic drug scandal.

Thomas Cosgrove, director of the Office 
of Manufacturing Quality in the Office of 
Compliance in FDA’s Center for Drug Evalu-
ation and Research, made these remarks at 
the Association for Accessible Medicines’ 
Chemistry, Manufacturing and Controls 
Workshop on May 24 in Bethesda, Md.

“There has been somewhat of a revival 

on the issue of data integrity,” Cosgrove 
said. “What is old is new again.”

He noted that many of the same con-
ditions that set the stage for the generic 
drug scandal are now in play today. “We 
have a rapidly changing industry, an in-
dustry that is becoming more global ev-
ery day. We have an enormous number 
of patents that are expiring and an enor-
mous amount of money at stake. … It is 
clear there are a lot of pressures being put 
on the system. And for those who are in-
clined to cheat and those that are inclined 
to cut corners, the conditions are ripe.”

Cosgrove said that the only difference 
is that the data integrity problems occur-

ring today are not of the same ilk as those 
seen at the height of the generic drug 
scandal in 1989.

“On the FDA side I just don’t see that kind 
of behavior anymore. That kind of rank 
fraud or obvious fraud is less prevalent 
nowadays. What we are seeing now are 
low-level GMP violations such as switching 
data in and out and things that add up and 
have a significant impact on products and 
applications, but not quite to the level of 
what we saw in the generic drug scandal.”

In 1989, members of FDA’s Office of Ge-
neric Drugs were found to have taken ille-
gal gratuities from industry and shown fa-
voritism to certain applicants. In that crisis, 
FDA officials pleaded guilty to receiving 
bribes and generic companies admitted to 
providing false data.

Data integrity problems have been a 
common theme in drug GMP warning let-
ters and these problems are increasing. Of 

“ What we are seeing now are 
low-level GMP violations such 
as switching data in and out 
and things that add up and 
have a significant impact on 
products and applications,  
but not quite to the level of 
what we saw in the generic 
drug scandal.”
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the 26 warning letters to active pharma-
ceutical ingredient firms in calendar year 
2016, 16 (61%) focused on data integrity 
issues (Also see “FDA GMP Warning Letters 
Review: Rate Soared In 2016 On Sterility 
And Data Integrity Concerns” - Pink Sheet, 
25 Apr, 2017.). Data integrity problems 
surfaced in at least 13 (30%) of drug GMP 
warning letters in FY 2015 and in 17% the 
year before. (Also see “FY 2015 Drug GMP 
Warning Letters Hit Compounders and For-
eign Sites” - Pink Sheet, 29 Jan, 2016.).

Cosgrove said that “we are seeing a lot 
of troubling behavior and we are doing 
a good job of spotting it but I am confi-
dent that there’s a lot out there that we’re 
not seeing.”

Cosgrove said that FDA investigators 
are seeing a lot of these data integrity 
problems in their inspections:

 • Testing into compliance;

 • Cherry picking data;

 • Reusing data;

 • Batch records that don’t match test 
results; and

 • Audit trails and back-ups going  
on and off.

Cosgrove said that two recent warning 
letters reflect these data integrity trends. 
One was FDA’s warning letter in March 
2015 to Hospira Inc. after the company 
was found deleting or altering raw data 
files. (Also see “Hospira’s Global Quality 
Compliance Strategy Questioned In FDA 
Warning Letter” - Pink Sheet, 7 Apr, 2015.) 
FDA said that Hospira’s high performance 
liquid chromatography software did not 
have sufficient controls to prevent the de-
letion or alteration of raw data files. Trial 
injections of stability samples were saved 
in the test folder and official samples were 
analyzed after trial injection.

In another case, a warning letter was 
sent to Tai HengIndustry in Shanghai, Chi-
na, after personnel were found changing 
the time clock on their high-performance 
liquid chromatography equipment rather 
than investigating and correcting is-
sues underlying the out-of-specification 
results obtained in batch release test-

ing. (Also see “FDA GMP Warning Letters 
Review: API Supplier Warnings Surge On 
Data Integrity Concerns” - Pink Sheet, 26 
Apr, 2017.)

Cosgrove said that in the past, FDA has 
used the Application Integrity Policy it de-
veloped after the generic drug scandal to 
target data integrity lapses.

Recently, the agency has come to rely 
more on Form 483 reports to combat 
data integrity failures. This was the tool 
the agency used in the Semler Research 
Center Private Ltd. data integrity fraud 
case. FDA gave Semler a Form 483 re-
port of inspectional observations in April 
2016 when it found that the company’s 
clinical and bioanalytical studies were not 
acceptable as a result of data integrity 
concerns. Semler is a contract research or-
ganization that conducts bioequivalence 
and bioavailability studies for a number 
of pharmaceutical companies. FDA found 
evidence that the firm substituted sam-
ples and data from one patient group for 
another. (Also see “Indian CRO Inspection 
Fall-Out: Semler’s Clients Have To Repeat 
Studies For US FDA” - Pink Sheet, 25 Apr, 
2016.)(Also see “Semler Dirty Data: EMA 
Suspends Over 200 Products; Stings Indian 
CROs” - Scrip, 25 Jul, 2016.)

A Form 483 report that results in an 
official action indicated, or OAI, finding 
“really has the same effect that it would 
have had in the old days under an AIP,” 
Cosgrove said. “Fifteen to 20 years ago 
it could have been thought of as an AIP 
case, but we came to the same outcome.” 
Yet he said that “the policies behind the 
AIP are alive and well.”

Cosgrove said that it is in a firm’s best 
interests to have robust quality systems 
and to catch problems before FDA in-
vestigators walk in the door. “Even if you 
have done as good a job as possible in 
hiring and have the most moral upstand-
ing folks on the planet, there are going 
to be folks within your company who are 
going to cut corners. Your job is to try to 
prevent that. It is your job to ferret that 
out. You need to prevent that and pro-
tect your patients.”  

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

CONTINUED FROM COVER Unmet Need Can 
Trump Anything 
At US FDA Panels, 
Even An Ill-
Prepared Sponsor
MICHAEL CIPRIANO  
michael.cipriano@informa.com

T he largely unmet medical need 
for a sickle cell disease treatment 
seemingly allowed the US FDA’s 

Oncologic Drugs Advisory Committee to 
look the other way on a sponsor that ap-
peared to be unprepared to defend its 
drug under panel review.

The panel voted 10-3 on May 24 to rec-
ommend approval of Emmaus Life Sci-
ences Inc.’s sickle cell disease candidate 
L-glutamine. (Also see “Sickle Cell Disease 
Treatment Gets Panel Nod Despite Efficacy 
Concerns” - Pink Sheet, 24 May, 2017.) Em-
maus, however, was unable to answer 
several clarifying questions about the 
drug and its data.

For example, Harvard Medical School 
Professor Harold Burstein asked how L-
glutamine was physically different from 
over-the-counter glutamine products 
consumers can buy, outside of the higher 
dosing levels in the company’s product.

An Emmaus representative responded, 
“If the product is FDA-approved, our L-
glutamine will be a prescription drug with 
an Rx label. … It will not be an over-the-
counter drug. It will be a prescription drug.”

Another panelist, University of Vermont 
professor of mathematics and statis-
tics Bernard Cole, questioned how FDA 
reached different results its own analysis 
of the efficacy data compared with the 
findings of the sponsor. The agency con-
ducted its own data analysis to better 
understand the results of the Emmaus’ 
Phase III trial, as a high dropout rate from 
treatment arm and imputation methods 
resulted in an incomplete picture of effi-

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

mailto:michael.cipriano@informa.com
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cacy. (Also see “Emmaus Needs US FDA Advi-
sory Cmte. To Rescue Sickle Cell Disease Can-
didate” - Pink Sheet, 22 May, 2017.)

Yutaka Niihara, CEO of Emmaus subse-
quently commented, “Honestly, I don’t un-
derstand” how FDA got its results, adding 
that the sponsor “still cannot duplicate what 
FDA was doing.”

Niihara also admitted that the company 
did not have any data on subjects following 
week 48 of the Phase III trial – the timeframe 
of the primary endpoint of number of sickle 
cell crises – nor on the frequency of acute 
chest syndrome prior to entering the study. 
Chest syndrome was a serious adverse 
event associated with the drug. (Also see 
“Emmaus Needs US FDA Advisory Cmte. To 
Rescue Sickle Cell Disease Candidate” - Pink 
Sheet, 22 May, 2017.)

The company further could not pro-
vide a reason as to the disparity in drop-
out rates between the treatment arm 
and the placebo arm. In the Phase III trial, 
36.2% of patients on L-glutamine discon-
tinued the study, compared with 24.4% 
of placebo patients.

While some panelists did express con-
cerns with the imputation of efficacy 
data, they did not offer criticism of the 
company’s other holes in its new drug 
application (NDA). Many of the panelists 
instead thanked the sponsor for its atten-
tion to the issue of sickle cell disease, an 
area where Bristol-Myers Squibb Co.’s 
Hydrea (hydroxyure) is the only approved 
treatment on the market. 

WOULD OTHER SPONSORS ACT 
DIFFERENTLY?
Because of a lack of resources and experi-

ence on the part of the sponsor, along with 
and the need for more sickle cell disease 
treatments, it appears Emmaus was given a 
pass on its mishaps. As of May 31, Emmaus 
only had roughly $3.5 million in cash on 
hand, according to March 31 10-Q filing. Its 
only FDA-approved treatment on the mar-
ket is NutreStore (L-glutamine), indicated for 
the treatment of short bowel syndrome. 

While Emmaus may have been trying to 
shave off costs, a more experienced and 
better resourced company likely would 
have come before the advisory committee 
with follow up and pre-trial data and more 
well-thought out answers to questions.

FDA has made clear its expectation for 
sponsors to provide robust data about 
its product to show acceptable safety 
and efficacy.

“FDA law and regulations recognize that 
a complete and accurate risk/benefit pro-
file of an investigational product depends 
upon the data from every subject’s experi-
ence in the clinical trial,” the agency wrote 
in a 2008 final guidance on retaining data 
when sponsors withdraw from trials.

The agency also expressed concern 
about the adequacy of L-glutamine’s ef-
ficacy profile in the briefing documents 
because of the high rate of study discon-
tinuation.

Had FDA and the advisory commit-
tee been dealing with a bigger company 
that was more well-resourced, they likely 
would have been less forgiving. But as it 
stands, ODAC seems to have given the 
agency permission to approve the appli-
cation despite its flaws, and the product 
appears on track for approval by its June 
7 user fee date.  

Published online May 30, 2017

Emmaus CEO Niihara commented, “Honestly,  
I don’t understand” how FDA got its results, adding
that the sponsor “still cannot duplicate what
FDA was doing.”
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Sarepta Trial Protocol Change Could Spur More 
IRB Referrals To US FDA
SUE SUTTER  sue.sutter@informa.com

T he US FDA’s speedy decision to allow in-
dwelling ports in a Sarepta Therapeu-
tics Inc. Duchenne muscular dystrophy 

(DMD) trial could encourage greater use of the 
investigational review board (IRB) referral pro-
cess for pediatric studies.

In a May 25 determination letter, FDA con-
cluded that totally implantable central venous 
access devices (TICVAD), or ports, may be used 
in the ESSENCE trial of two exon-skipping com-
pounds to aid the weekly infusion process.

FDA’s decision directs Sarepta to obtain doc-
umentation from the local investigator about 
the expertise of the consulting surgeon in the 
placement of the port. The company also must 
incorporate monitoring of the safety and use of 
the port into the study protocol.

The determination came a mere seven days 
after FDA’s Pediatric Advisory Committee 
and its Pediatric Ethics Subcommittee unani-
mously concluded there are circumstances in 
which an in-dwelling central venous access 
device should be allowed in ESSENCE. (Also 
see “Sarepta’s ESSENCE Trial Gets FDA Panel 
Nod For Protocol Changes” - Pink Sheet, 18 
May, 2017.)

FDA’s decision came in the form of a rec-
ommendation from the Office of Pediatric 
Therapeutics that was approved by Rachel 
Sherman, deputy commissioner for medical 
products and tobacco.

Newly installed FDA Commissioner Scott 
Gottlieb delegated the decision to Sherman, 
an action that may have helped expedite the 
decision-making.

The decision has the potential not only to help speed enrollment 
of, and reduce dropouts from, the 99-patient ESSENCE trial, but it 
also could make other placebo-controlled studies in DMD easier to 
conduct. (Also see “Sarepta Protocol Changes Could Impact Future 
Duchenne Trials” - Pink Sheet, 21 May, 2017.) ESSENCE is approxi-
mately one-third enrolled.

PROTOCOL CHANGES REFLECT ADCOMM VIEWS
ESSENCE is a 96-week, double-blind, placebo-controlled study of two 
compounds, SRP-4045 and SRP-4053, in DMD patients with out-of-
frame deletion mutations amenable to skipping exon 45 and 53, re-
spectively.

When FDA reviewed the original proto-
col in 2015, the study plan allowed for use 
of a venous access port at the investigator’s 
discretion. However, the agency concluded 
that implantation of a port in a patient ran-
domized to the placebo arm exceeded a 
minor increase over minimal risk, offered no 
prospect of direct benefit, and was not ap-
provable under federal regulations govern-
ing safeguards for children.

Consequently, the current ESSENCE proto-
col for US study sites allows only for use of a pe-
ripheral intravenous line for weekly infusions.

The University of California at Los Angeles 
(UCLA) IRB requested a protocol change due 
to difficulties with peripheral venous access 
experienced by study subjects at the site.

In March, the IRB decided to refer a pro-
posed protocol change allowing the use of 
ports to FDA under 21 CFR 50.54. Under this 
regulation, a pediatric study protocol may 
proceed even when it fails to satisfy addition-
al safeguards intended to protect children 
if the FDA commissioner determines, after 
consulting a panel of experts, that it meets 
certain criteria. (Also see “Eteplirsen Revisited? 
FDA Panel To Weigh Protocol Changes For Two 
Sarepta Drugs” - Pink Sheet, 24 Apr, 2017.)

At the advisory committee meeting, DMD 
patients and their families testified to the 
pain, stress and anxiety created by numer-
ous failed attempts to achieve peripheral 
venous access each week. The chairman of 
UCLA’s IRB also raised concerns about the 
potential for study dropouts due to the 

need for multiple needle sticks and the inability to achieve periph-
eral access in some patients.

The advisory committees voted 14-0 in support of allowing an 
in-dwelling central venous access device. Committee members 
declined to place restrictive criteria on whom should receive such 
devices or when they should be implanted, concluding only that 
the decision should be at the discretion of the study site investiga-
tor in consultation with the family and patient.

Although panelists favored the use of ports because they can 
remain in place for years and are less prone to infection risk than 
other central venous access devices, they nevertheless left the 
door open to use of other methods.

A P P R O V E D
E S S E N C E

 P R OTO CO L
 A M E N D M E N T

“ In the event it becomes 
necessary, or at the  
discretion of the parents/
guardian, in consultation 
with the investigator and 
consulting surgeon and fol-
lowing adequately informed 
and voluntary parent/guard-
ian permission and child 
assent, a totally implantable 
central venous access device 
(i.e., port) may be used, con-
tingent upon approval by 
local and/or country-specific 
regulatory body(ies).”

F I R S T  Q U A R T E R  2 0 1 7  F I N A N C I A L  R E S U LT S  
&  R E C E N T  C O R P O R AT E  D E V E L O P M E N T S

April 27, 2017

mailto:sue.sutter@informa.com
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FDA’s decision on the protocol amendment mirrors the com-
mittee’s recommendation. (See box) “The revised protocol may 
provide for the use of alternative methods of central venous ac-
cess, such as a percutaneously inserted or tunneled central venous 
catheter, as long as the patient has a documented contraindication 
in the opinion of the consulting surgeon for the placement of a 
TICVAD,” the decision memo states.

The local or country-specific regulatory body for each study site 
may consider further requirements for use of ports, such as criteria 
for difficulty with peripheral venous access. “While permissible, un-
der FDA’s regulations these local requirements may be considered 
site-specific amendments, and would not require a modification of 
the protocol nor notification, review and approval at other study 
sites,” the agency said.

WILL REFERRALS BECOME MORE COMMON?
The protocol change is positive news for DMD advocacy groups 
who sought to ease the burden on patients participating in clini-
cal trials and their families, and for Sarepta, which is conducting 
the first long-term, placebo-controlled study in DMD with the ES-
SENCE trial.

The study design was informed by learnings from trials of other 
exon-skipping compounds, including the troubled development 
program for Sarepta’s Exondys 51 (eteplirsen).

Sarepta President and CEO Edward Kaye said the company was 

pleased with the agency’s decision. “This is a prime example of the 
agency, advocacy community and industry collaborating to find 
solutions that best serve patients.”

The Jett Foundation, a DMD patient advocacy group, welcomed 
the advisory committee and FDA’s conclusions that the decision 
to place central venous access catheters should reside with physi-
cians and the families that are affected.

“The Jett Foundation believes that patients and families who 
undergo the hardship of having these types of rare diseases 
need options,” said Christine McSherry, the group’s founder. “It 
comes down to having an option to get a medication in a less 
traditional way.”

McSherry said she hopes that the ESSENCE protocol amend-
ment will empower other IRBs that may be struggling with ethi-
cal issues in pediatric studies to similarly reach out to FDA and its 
external experts under the referral process.

Robert “Skip” Nelson, deputy director of FDA’s pediatric thera-
peutics office and senior pediatric ethicist, has said the rarely used 
referral process is viewed as cumbersome, and IRBs are often hesi-
tant to engage with FDA. He plans to ask the agency’s Office of 
Chief Counsel whether FDA could initiate the public review pro-
cess for a protocol under 21 CFR 50.54, rather than waiting for an 
IRB referral.  

Published online May 28, 2017
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Sandoz Files Biosimilar Humira & Remicade In EU;  
13 Products Now Under Evaluation By CHMP
IAN SCHOFIELD  ian.schofield@informa.com

T he European Medicines Agency 
has accepted Sandoz’s filing of a bi-
osimilar version of AbbVie’s block-

buster drug Humira, bringing to three the 
number of adalimumab biosimilar prod-
ucts now under evaluation at the agency. 
The Swiss firm also announced that the 
EMA has accepted its filing for a biosimilar 
of Janssen’s Remicade (infliximab).

Sandoz in 2006 secured marketing au-
thorization for the first ever biosimilar in 
the EU – the somatropin product Omni-
trope (a version of Pfizer’s Genotropin). It 
is now seeking approval of all the indica-
tions of Humira and Remicade.

The company said that the “compre-
hensive data packages” it had submitted 
showed that each biosimilar “matches its 
respective reference medicine in terms of 
quality, efficacy and safety.” Sandoz also 
noted two recent positive opinions from 
the EMA’s scientific committee, the CHMP, 
for its etanercept and rituximab biosimi-
lars. It said these further strengthened its 
immunology pipeline and the broader 
immunology portfolio of its parent com-
pany Novartis.

Sandoz’s infliximab, if given the OK, will 
join three other versions of Remicade: 

Remsima from Celltrion and Inflectra from 
Hospira (both approved in September 
2013) and Flixabi from Samsung Bioepis 
(May 2016).

13 BIOSIMILARS UNDER 
EVALUATION
With the two new filings, a total of 13 
biosimilars are now under the CHMP’s 
scrutiny (based on the EMA’s May 3 table 
of applications under assessment and tak-
ing into account the positive opinions an-
nounced after the CHMP meeting earlier 
this month). (Also see “All Set For EU Approv-
al: First Biosimilar Humalog And Three More 
Rituximabs From Celltrion” - Pink Sheet, 19 
May, 2017.)

The other two adalimumab products 
being assessed by the CHMP are thought 
to be Samsung Bioepis’s SB5, which was 
filed in July 2016, and Boehringer Ingel-
heim’s BI 695501, whose filing was ac-
cepted in January this year and is the firm’s 
first biosimilar application. Two biosimilar 
Humiras already have an EU marketing au-
thorization (granted in March 2017): Am-
gen’s Amgevita and Solymbic.

The other products are versions of beva-
cizumab (two), insulin glargine (one), pegfil-

grastim (two), and trastuzumab (four).

AWAITING APPROVAL
As of the end of May 2017, seven biosimi-
lars, including five rituximab products, had 
received a positive opinion from the CHMP 
and were awaiting marketing authoriza-
tion from the European Commission:

 • Sandoz’s Rixathon and Riximyo –  
both rituximab (versions of Roche’s  
MabThera). These are the same  
oduct except that Riximyo lacks the 
CLL indication (Sandoz made two  
applications for patent reasons).

 • Celltrion’s Blitzima, Ritemvia and  
Tuxella – all rituximab (Roche’s  
MabThera). Ritemvia lacks the CLL 
indication.

 • Sandoz’s Erelzi – etanercept (Pfizer’s 
Enbrel).

 • Insulin lispro Sanofi – insulin lispro 
(Lilly’s Humalog). This will be the first 
biosimilar of Humalog to gain approval 
in the EU.  

From the editors of Scrip Regulatory Affairs. 
Published online May 31, 2017
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Interchangeable Biosimilar Designations 
Shouldn’t Be Forever, Innovators Say
SUE SUTTER  sue.sutter@informa.com

T he US FDA should establish a for-
mal, transparent mechanism for 
withdrawing an interchangeabil-

ity determination if a biosimilar no longer 
meets the standard, some innovator com-
panies believe.

In comments on FDA’s draft inter-
changeability guidance, the Biotechnol-
ogy Innovation Organization (BIO) and 
Amgen Inc. urge FDA to delineate a path-
way under which a biosimilar could lose its 
interchangeable designation.

Johnson & Johnson also requests the 
agency consider how “durable” an inter-
changeability determination should be, 
particularly when it comes to new reference 
product indications or presentations, or 
manufacturing changes for either the refer-
ence biologic or interchangeable biosimilar.

The comments reflect a split between the 
traditional innovator companies and tradi-
tional generic small molecule developers as 
to whether a biosimilar sponsor must dem-
onstrate that the interchangeability criteria 
are met for all indications on a reference 
product’s label, even if fewer than all indica-
tions are requested for licensure.

However, most industry comments 
agreed that interchangeable product la-
bels could be updated to reflect a new ref-
erence product indication relatively easily 
if extrapolation is scientifically justified.

INTERCHANGEABILITY:  
AN ALL OR NOTHING APPROACH?
In its January draft guidance, FDA said it ex-
pected sponsors to submit data and informa-
tion to support a showing that a proposed 
interchangeable product can be expected 
to produce the same clinical result as the ref-
erence biologic in all of the latter’s licensed 
conditions of use. While a sponsor of a pro-
posed interchangeable may seek licensure 
for fewer than all of the reference product’s 
indications, the agency recommends that 
approval for all indications be sought “when 
possible.” (Also see “Biosimilars: Postmarketing 

Data Alone Not Enough For Interchangeabil-
ity” - Pink Sheet, 17 Jan, 2017.)

In the Federal Register notice accom-
panying the draft guidance’s release, FDA 
invited comments on the regulation of 
an interchangeable products over their 
lifecycle, including the treatment of such 
products after new indications are added 
to reference product labeling. (Also see 
“Next Steps For Interchangeable Biosimilars: 
Lifecycle Regulation Policy Development” - 
Pink Sheet, 17 Jan, 2017.) The agency also 

sought comment on regulation of post-
approval manufacturing changes for in-
terchangeable products. 

BIO was among many of the biopharma 
commenters on the innovator side that 
agreed with FDA’s view toward establish-
ing interchangeability for all of a refer-
ence product’s indications, adding that 
this requirement “can be satisfied through 
extrapolation with appropriate scientific 
justification.”

However, the trade group seeks clarity 
around FDA’s use of the caveat “when pos-
sible” in the draft guidance’s recommen-
dation that sponsors seek approval for 
all reference product indications. “Even if 
actual licensure of that product for one or 
more conditions of use is blocked by refer-
ence product exclusivity or is not sought 
because of patent protection, the spon-
sor should demonstrate interchangeabil-
ity for that condition of use as well,” BIO’s 
comments state.

On the question of how new reference 
product indications might affect an ex-
isting interchangeable, BIO suggests in-
terchangeable product sponsors should 
submit a supplemental application ex-
trapolating to the new use. “The scientific 
justification for extrapolation would be 
the same in this setting as in the context 
of the initial application, and would be re-
quired to be provided within a specified 
time period after approval of the reference 
product for that additional indication,” the 
group said.

Absent robust scientific justification for 
extrapolation, clinical data demonstrating 
interchangeability for the new indication 
would be necessary, BIO said. “Under this 
unlikely situation, an interchangeable bio-
logic may not be considered interchange-
able in all conditions of use approved for 
the reference product.”

“For this reason, we also believe that 
FDA should establish a formal mechanism 
by which it can reclassify an interchange-

Whether a sponsor 
must demonstrate that 
the interchangeability 

criteria are met for 
all of a reference 

product’s indications, 
even if fewer than all 

uses are requested for 
licensure, is the subject 
of disagreement among 

biopharma industry 
comments.
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able product to a biosimilar should the 
need arise,” BIO’s comments conclude.

AB-RATING RESCISSION AS A 
MODEL
Amgen’s comments take this idea of a 
withdrawal pathway a step further.

Although an interchangeability desig-
nation should remain in place as long as 
scientifically appropriate, there may be 
manufacturing changes, new reference 
product indications or other circumstanc-
es in which reclassification to a non-inter-
changeable biosimilar becomes necessary, 
the company said.

“Amgen believes that FDA should estab-
lish a transparent mechanism by which the 
agency may reclassify an interchangeable 
to a biosimilar in a manner that affords the 
sponsor an opportunity to address FDA’s 
concerns prior to such reclassification,” 
Amgen said.

The company points to FDA’s existing 
framework for removal of an AB-therapeu-
tic equivalence rating for a small molecule 
generic as a model.

“Stakeholders have an opportunity 
to comment on a proposed change in a 
therapeutic equivalence rating, and the 
sponsor may request a hearing prior to any 
withdrawal of an application,” Amgen said. 
“Sponsors of interchangeable biologics 
similarly should be afforded due process 
protections before FDA withdraws an in-
terchangeability designation.”

For an existing interchangeable, new 
indications added to reference product’s 
label should be addressed on a case-by-
case basis through scientifically justified 
extrapolation, Amgen said. “In cases where 
the justification is not straightforward, or 
cannot be provided, FDA should decide 
on the most appropriate path forward to 
ensure proper and safe use of the product.”

Amgen also requests FDA provide guid-
ance related to a change in the reference 
product presentation – such as design 
changes or software user interface updates 
– that corresponds to an interchangeable 
product’s presentation. In Amgen’s view, 
the interchangeable product sponsor 
should, “at a minimum and within a rea-
sonable amount of time, conduct a new 
threshold analysis and submit that analysis 

to FDA for review to determine if addition-
al human factors evaluation is warranted.”

DURABILITY OF DESIGNATION
J&J requests that FDA’s final guidance ad-
dress the durability of interchangeability 
determinations.

“After FDA has determined that a bio-
similar is interchangeable with its reference 
product, changes may occur that would 
raise questions and concerns about inter-
changeability,” J&J’s comments state. “FDA 
should specify its approach to this issue in 
the final guidance, whether it be that inter-
changeability determinations may expire or 
need re-evaluation over time, or even if it is 
that such concerns need not be addressed.”

Interchangeability determinations might 
need to be re-examined when the refer-
ence product adds a new indication or 
implements an innovative presentation, or 
in the case of manufacturing changes and 
product drift with either the reference bio-
logic or interchangeable product, J&J said.

In the case of a new reference product 
indication, the interchangeable product 
sponsor should promptly submit an im-
mediately effective Changes Being Effect-
ed (CBE-0) supplement to add a labeling 
statement that the product has not been 
determined to be interchangeable in that 
condition of use, J&J said. The interchange-

able product sponsor may concurrently or 
subsequently submit a preapproval supple-
ment providing scientific justification to 
support interchangeability in the new use.

“The statement that the biosimilar is not 
interchangeable in the new condition of 
use would of course be removed from the 
label if the biosimilar is determined to be 
interchangeable for the new condition of 
use,” J&J said. “If the product is determined 
not to be interchangeable for the new con-
dition of use and a label statement indicat-
ing that limitation on interchangeabil-
ity might be insufficient to protect patient 
safety, FDA should consider withdrawing 
the interchangeability determination for 
the product or other approaches to pre-
venting inappropriate switching.”

A DIFFERENT VIEW
The generics trade group Association for 
Accessible Medicines (AAM) and its Bio-
similars Council disagree with FDA’s view 
that sponsors should submit information 
to support interchangeability for all refer-
ence product indications even if the desig-
nation is not sought for the full label.

“FDA does not have authority to require 
sponsors to conduct studies or submit 
data and information regarding uses for 
which they do not intend to seek an inter-
changeability determination,” the AAM/
Biosimilars Council comments say. “More-
over, such a requirement is inconsistent 
with the intent of Congress to create an 
abbreviated approval pathway that will 
make affordable, safe and effective inter-
changeable biological products accessible 
to patients in the US.”

The groups request FDA clarify that a 
sponsor must provide “data and informa-
tion” demonstrating interchangeability 
only for those indications for which the de-
termination is requested.

Following this same line of reasoning, 
AAM and the council say that when a refer-
ence product adds a new indication, unless 
an existing interchangeable seeks licensure 
of the new indication “we do not believe any 
action would be appropriate or necessary.”

Nevertheless, “the agency should as-
sume that a prior interchangeability de-
termination applies to a newly-approved 
indication absent significant scientific 

“FDA does not have 
authority to require 
sponsors to conduct 

studies or submit data 
and information regarding 

uses for which they 
do not intend to seek 
an interchangeability 

determination.”  
– AAM and Biosimilars 

Council
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questions regarding that prior determina-
tion.” Interchangeable product sponsors 
should be able to submit a request to ob-
tain the new reference product indication 
by applying the concept of extrapolation, 
the groups said.

“The regulatory pathway could be a 
CBE-0, although we appreciate that other 
regulatory pathways could be considered,” 
the comments state. “Irrespective of the 
regulatory pathway, it is important that 

the agency act expeditiously on the re-
quest. The agency already follows a similar 
approach for follow-on biologics that will 
be deemed to be biosimilars in 2020, and 
other biologic products currently regulat-
ed as drugs.”

The groups also ask FDA to clarify that an 
interchangeability determination for a bio-
similar can be broadly leveraged, including 
when a sponsor seeks licensure for a new 
alternate presentation of the reference 

product. “Otherwise [reference product] 
manufacturers may pursue evergreening 
strategies by making small changes to its 
product, such as presentation or concen-
tration” and prevent competition.

AAM and the council also oppose FDA’s 
recommendation that only US-licensed 
reference products be used as compara-
tors in clinical switching studies.  

Published online May 31, 2017

Pediatric Studies: Must Sponsors Meet Every Detail  
Of US FDA Request To Get Exclusivity?
BRENDA SANDBURG  brenda.sandburg@informa.com

H ow much wiggle room do sponsors 
have when the US FDA asks them 
to conduct pediatric studies? The 

question is again at issue in Amgen Inc.’s suit 
against FDA objecting to the agency’s denial 
of pediatric exclusivity for Sensipar (cinacalcet). 

The complaint specifically addresses when 
studies “fairly respond” to the agency’s written 
request for them. FDA contends that Amgen 
did not fairly respond to its request since the 
company terminated the key safety study af-
ter only four of the requested 15 subjects had 
completed it. In addition, FDA said only one of 
those four was exposed to the drug for the full 
duration of the study.

Amgen filed suit against FDA on May 25 in the US District Court for 
the District of Columbia seeking an injunction vacating FDA’s deci-
sion to deny Sensipar pediatric exclusivity and a ruling requiring the 
agency to accept its study reports and recognize Sensipar’ s pediatric 
exclusivity before June 8. One of the key patents covering the drug, 
patent No. 6,011,068, expires on March 8, 2018 and Amgen says 
that it would not be extended by pediatric exclusivity if exclusivity is 
granted any later than June 8, 2017.

The outcome of the case may further clarify the interpretation of 
the Best Pharmaceuticals for Children Act, which provides for a prod-
uct to obtain an additional six months of marketing exclusivity if a 
sponsor conducts testing in pediatric populations. Under the statute, 
FDA issues a written request for the studies if it determines the infor-
mation may produce health benefits in that population.

The DC District Court previously addressed the issue in a simi-
lar suit brought by Merck & Co. Inc. in 2001 challenging FDA’s 
denial of pediatric exclusivity for Mevacor (lovastatin). The court 

ruled against the agency, finding that FDA 
had provided no reasonable explanation 
of why it concluded that the length of the 
pediatric study and number of partici-
pants made the study not fully responsive. 
(Also see “Merck Mevacor Pediatric Exclusiv-
ity Gets July 3 Hearing; 5 Generics Stayed” - 
Pink Sheet, 25 Jun, 2001.)

The agency subsequently granted Me-
vacor pediatric exclusivity after considering 
clarified data submitted by Merck. (Also see 
“Merck Mevacor Exclusivity Will Run Until 
Dec. 15 Following FDA Reversal” - Pink Sheet, 
23 Jul, 2001.)

20% OF PATIENT SUBPOPULATION TESTED, 
AMGEN SAYS
FDA issued a written request to Amgen in 2010 asking the company 
to study Sensipar in pediatric patients on dialysis with chronic kid-
ney disease (CKD) and secondary hyperparathyroidism (HPT). The 
drug is approved for use in adults for these indications. Amgen said 
it submitted reports with complete data for three out of four studies 
requested by FDA but that the final study was particularly challeng-
ing because it tested Sensipar in secondary HPT patients receiving 
dialysis between the ages of 28 days and six years, for which there is 
a total patient population of approximately 300 patients nationwide.

FDA denied Sensipar pediatric exclusivity in a May 22 letter to Am-
gen, saying the agency’s Pediatric Exclusivity Board concluded that 
even though Amgen met the literal terms of the written request for 
the three other studies, the company had not fairly responded to the 
request as a whole. “Amgen’s failure to meet an important element of 
the WR [written request] also resulted in the lack of sufficient safety 
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data for pediatric patients < 6 years of age with secondary HPT and 
CKD receiving dialysis,” the agency stated.

Amgen says it submitted safety data from 63 patients under 
age six who received Sensipar. “This was a remarkable accomplish-
ment,” the complaint states. “Given that there are fewer than 300 
patients under age six receiving dialysis in the entire country, Am-
gen’s results meant that the company had managed to painstak-
ingly gather data from over 20 percent of the entire patient sub-
population.”

The company argues that FDA’s denial of pediatric exclusivity 
because one of the four studies failed to meet one requirement 
runs afoul of the clear meaning of “fairly respond.” It cites other 
cases in which the agency determined that a sponsor’s failure 
to meet a single requirement of the written request, including 
the number of patients completing one study, did not mean the 
studies did not “fairly respond” to the request. The complaint 
cites FDA decisions on pediatric exclusivity for AstraZeneca 
PLC’s Zomig (zolmitriptan), Ortho-McNeil Inc.’s Ortho Tri-Cyclen 
(ethinyl estradiol/norgestimate), and Bristol-Myers Squibb Co.’s 
Orencia (abatacept). 

FDA IS DUE ‘UTMOST DEFERENCE,’ AGENCY 
CONTENDS
On May 31, FDA filed a motion to dismiss the complaint. In a 
supporting memorandum, the agency said it worked with Am-
gen and amended the written request five times to make the 
requirements of the studies less stringent or reduce their scope. 
Amgen “glosses over the fact that the study it failed to complete 
was a critical safety study in the youngest, most vulnerable pa-
tients who will likely continue to be exposed to the drug without 
adequate information regarding its safe use,” the agency says.

In addition to filing suit, Amgen also filed an administrative 
appeal to FDA on May 5, ahead of the agency’s May 22 letter de-
nying Sensipar pediatric exclusivity. The complaint says Amgen 
did so based on communications it had with the agency sug-
gesting FDA might be ready to deny the drug exclusivity.

FDA told the court that Amgen must exhaust its administra-
tive remedies since it chose to initiate FDA’s internal formal dis-
pute resolution process over its decision. Even if the company 
could proceed before the court and FDA simultaneously, Amgen 
is unlikely to succeed on the merits of its challenge to the agen-
cy’s decision, FDA says.

“FDA’s interpretation and implementation of the pediatric 
exclusivity provision, including its interpretation of an inher-
ently ambiguous term, ‘fairly responded,’ as well as FDA’s sci-
entific determination, is entitled to the utmost deference,” the 
agency asserts.

As for Amgen’s concern that if it won a decision in its favor it 
would lose exclusivity if there was no action by June 8, the agen-
cy said it would not oppose a court order that any decision in 
Amgen’s favor would relate back to May 22, the date of its initial 
decision on eligibility for pediatric exclusivity.  

Published online June 1, 2017

Final Generic Abuse-
Deterrent Opioids Guidance 
Coming This Year
DERRICK GINGERY  derrick.gingery@informa.com

T he US FDA expects to finalize guidance on development 
of generic abuse-deterrent opioids later this year despite 
concerns that the draft has not lead to any ANDA approv-

als in the space.
Agency officials expect to issue final guidance on evaluating 

abuse-deterrence for generic solid oral opioids by November 
2017, said Myong Jin Kim, deputy director of the Office of Ge-
neric Drugs Division of Quantitative Methods and Modeling.

But even with a revised development guidance in the works, 
the agency still believes more research is necessary to help bring 
generic abuse-deterrent opioids to market.

“The research subjects for generic [abuse-deterrent] formula-
tions are to bridge [the] scientific gap in generic guidance for 
evaluating generic [abuse-deterrent] solid oral opioid drug 
products,” Kim said during the agency’s recent workshop on 
generic regulatory science. “This can be done by identifying op-
timal in vitro and in vivo methods for evaluating generic [abuse-
deterrent] opioid products, formulation, physical and chemical 
manipulation, PK and PD levels.”

Kim said the agency also wants to standardize in vivo evalu-
ation of abuse-deterrent properties and is collaborating inter-
nally to study opioid availability following chewing of a solid 
oral formulation.

The GDUFA regulatory science workshop was intended to 
solicit recommendations for research projects involving gener-
ics for the upcoming fiscal year. GDUFA includes funding for re-
search that is disbursed each year on a variety of topics.

In vitro testing of abuse-deterrent formulations was among 
the projects funded in prior years. (Also see “Generics Of Abuse-
Deterrent Opioids Will Get FDA Guidance, Eventually” - Pink Sheet, 
7 Oct, 2013.)

FDA released the generic abuse-deterrent opioid draft guid-
ance in March 2016, hoping to spur generic competition in the 
space. It created a tiered approach to comparing abuse deter-
rence to the reference product, allowing sponsors to begin in 
vitro testing with simple manipulation and build from there. For-
mer FDA Commissioner Robert Califf called the draft guidance a 
work of art. (Also see “Generic Abuse Deterrent Opioids: FDA Offers 
Tier-Based Testing Approach” - Pink Sheet, 24 Mar, 2016.)

Unfortunately for the agency, generics have not developed as 
intended. As of early May, no ANDAs have been approved for 
an opioid with abuse-deterrent properties, even though 10 new 
abuse-deterrent formulations have been approved.

During a public meeting on the 2016 draft guidance, the 
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agency encouraged brand and generic firms to work together on 
a proposal for generic abuse-deterrent opioid development. (Also 
see “Abuse-Deterrent Opioids: FDA Advocates Joint Brand-Generic De-
velopment Plan” - Pink Sheet, 3 Nov, 2016.)

Guidance for new abuse-deterrent formulations was released in 
2015. (Also see “Abuse-Deterrent Opioids Could Gain Significant First-
Mover Advantage Under FDA Guidance” - Pink Sheet, 1 Apr, 2015.)

INDUSTRY LOOKING FOR MORE HELP ON 
ESTABLISHING SAMENESS
Generic industry executives said during the workshop that FDA 
expectations for ANDA approval of products in the category re-
main unclear.

Siva Vaithiyalingam, VP of regulatory affairs for North America at 
Cipla USA Inc., said the available guidance seems focused on new 
drugs and that help specifically for generics is needed.

Vaithiyalingam said additional guidance should focus “perhaps 
most importantly [on] how to test to the point whether the prod-
uct is as abuse-deterrent as the reference, which is the key.”

“Perhaps our request is to have a good amount of research fo-
cused on establishing the conditions, establishing the tests, that 
are required for demonstrating the sameness” between the refer-
ence and generic, Vaithiyalingam added.

Industry also needs help with extraction procedures mimicking 
real-world techniques and endpoints to depict whether API extrac-
tion was completed, he said.

Mansoor Khan, Texas A&M University, who spoke representing 
the National Institute for Pharmaceutical Technology and Educa-

tion, said research is needed on how post-marketing changes are 
made for approved abuse-deterrent products.

Xiaoming Xu, a scientist in the FDA Office of Pharmaceutical 
Quality Division of Product Quality Research, said if in vitro meth-
ods are developed they could help measure abuse-deterrent prop-
erties post-marketing.

ADVANCING OPIOIDS ACTION PLAN
Abuse-deterrent generics research is part of FDA’s strategy for help-
ing combat opioid abuse.

The agency has acknowledged that the technology is in its early 
stages, but is hoping to induce further advancements. (Also see 
“Abuse Deterrence: US Exclusivity Update May Ride User Fee Coattails” 
- Pink Sheet, 28 Mar, 2017.)

Agency officials were encouraged during the workshop to watch 
patent applications to prepare for the next generation of abuse-de-
terrent technology.

New FDA Commissioner Scott Gottlieb also has called for new 
nomenclature for abuse-deterrent properties to clarify the formula-
tions are not abuse-proof. He also said FDA may need more author-
ity from Congress to ensure its strategy is implemented properly. 
(Also see “Opioid Policy At US FDA: Gottlieb Seeks More Activist Role To 
Combat Abuse” - Pink Sheet, 6 Apr, 2017.)

Several Senators opposed Gottlieb’s confirmation because it 
was thought he may loosen opioid oversight. (Also see “Gottlieb Be-
comes US FDA Commissioner With Immediate Issues Pending” - Pink 
Sheet, 9 May, 2017.)

FDA issued its opioid action plan in 2016 in part to help Califf’s 
confirmation, which was also ensnared by concerns about the opi-
oid epidemic. The action plan said the agency would encourage ac-
cess to and development of abuse-deterrent formulations, as well as 
to convene an advisory committee before approving new opioids 
without abuse-deterrent features. (Also see “FDA’s Opioid Action Plan 
Could Clear Califf Nomination Roadblock” - Pink Sheet, 4 Feb, 2016.)

Gottlieb is considering further steps the agency could take, 
and he has created a Opioid Policy Steering Committee which is 
tasked in part with considering mandatory prescriber education 
and additional risk management programs. (Also see “Opioid Pol-
icy At US FDA To Become ‘More Forceful,’ Gottlieb Says” - Pink Sheet, 
23 May, 2017.)  
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Patient Voice Needed In Outcomes-Based Contracts, 
PhRMA Exec Says
BRENDA SANDBURG  brenda.sandburg@informa.com

P atients need a seat at the table as biopharma manufactur-
ers and payers forge outcomes-based risk sharing contracts, 
Stephen Ubl, president and CEO of the Pharmaceutical Re-

search and Manufacturers of America, said.
Speaking at the Financial Times US Healthcare & Life Sciences 

Summit in New York May 18, Ubl said “value frameworks are here 
to stay” and can be factored into outcomes-based arrangements. 
He said these arrangements essentially involve an agreement on 
a set of three or four metrics that are more granular than a simple 
rebate discount model that is based on price and volume. “There’s 
no reason metrics can’t also speak to patient preferences. Rather 
than focusing on endpoints around clinically accepted measures, 
there can also be patient preferences measures,” he said.

“The patient voice needs to be amplified in both regulatory deci-
sion-making around risk-benefit but also around value frameworks 
as they apply to coverage and payment decisions,” Ubl stated. “It’s our 
obligation, the payer obligation, as we move into this environment 
of value-based arrangements that patients also sit at that table.”

The biopharmaceutical industry has been receptive to the move 
to a value-based model where reimbursement for a product is tied 
to the outcome achieved by the patient. Drug makers have entered 
a growing number of outcomes-based risk sharing contracts with 
payers. Humana, considered the most active large private payer 
engaged in such contracts, now has about 15 in place covering 20 
drugs. The number of contracts is difficult to pinpoint since many 
large payers, including Humana, don’t’ publicly announce them. 
(Also see “US Outcomes-Based Contracts: Big Uptick In Interest, But 
Not Execution” - In Vivo, 6 Nov, 2016.)

OVERCOMING REGULATORY BARRIERS
Ubl said that while there has been a growth in the number of these 
arrangements, “to really see a force multiplier” several barriers 
need to be addressed. One barrier is the difficulty companies face 
in communicating with payers about a drug prior to its approval. 
He noted that guidance FDA issued at the end of the Obama ad-
ministration opened the door for such communication but even 
now if you talk about a new indication you can run afoul of FDA law 
and regulation. FDA’s draft guidance on communication with pay-
ers about the economic consequences of the use of a drug creates 
a new safe harbor from the prohibition on promotion of an investi-
gational drug. (Also see “Industry Communications With Payors: US 
FDA Okays Info On Investigational Drugs” - Pink Sheet, 19 Jan, 2017.)

Ubl also cited guidance provided by the Office of Inspector Gen-
eral in the 1990s regarding how outcomes-based arrangements 
are formed. He said that under this guidance, if services to increase 
patient adherence or novel discounts are included in an outcomes-
based arrangement they would be considered an inducement to 
use a product. He said this may have made sense in the 1990s in 
a fee-for-service world but there is now a need to move to a total 
cost model.

Ubl said a third barrier is the price reporting requirement. For ex-
ample, he said if a company agrees to receive no reimbursement 
from a payer if a product does not work, that can run afoul of Med-
icaid best price or the baseline for Medicaid reimbursement.

Biopharma executives have previously called for the develop-
ment of safe harbors from anti-kickback rules and concerns that 
prices negotiated under outcomes-based contracts will trigger a 
new “best price” requirement in Medicaid or complicate Medicare 
average sales price reporting. (Also see “Value-Based Contracts: Re-
lief From Regulatory Barriers In Sight?” - Pink Sheet, 13 Feb, 2017.)

Speaking on a panel about healthcare reform, Robert McMahon, 
Merck & Co. Inc.’s president US market, global human health, reit-
erated this concern. “Merck is very much in favor of moving to a val-
ue-based market,” he said, noting that he has made the offer for an 
outcomes or value-based contract to customers many times over 
the last 12 months. But he said regulatory impediments, including 
anti-kickback and Medicaid best price rules can, get in the way.

PRICING LEGISLATION IS UNLIKELY
Ubl was asked if industry is concerned about the government get-
ting involved in the adoption of value-based pricing. He replied 
that this discussion is a long way off and pointed to systems like 
the UK’s National Institute for Health and Care Excellence (NICE) 
where a government sanctioned body makes these decision and 
cancer therapies are not as available there as they are in the US.

“My own view is that there should be a period of experimenta-

mailto:brenda.sandburg@informa.com
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tion. If the government sets the appropriate incentives to encour-
age more of these outcomes-based arrangements to take shape 
over a period of time, we’re all going to learn from that. We’re going 
to learn which ones are the most effective,” he said. “At that point it 
might be appropriate in certain circumstances for the government 
to lift those examples and use them in some appropriate fashion.”

“Where we are now, in order to inspire confidence on both sides, 
both the payer side and our member side, we are far better served 
encouraging more arrangements to take place in the first place 
and not skipping directly to the government” to have it play “a 

heavy-handed role in determining what value or what outcomes 
should be rewarded,” Ubl stated.

In a panel discussion on drug pricing, David Blumenthal, president 
& CEO of The Commonwealth Fund, said there is a need “to unpack” 
the issue of value-based pricing. He said that as a physician some 
of his most memorable experiences were treating pneumococ-
cal pneumonia with penicillin. “The value of that generic penicillin, 
which cost pennies, was incalculable. If we were to value price peni-
cillin now we would price it at thousands of dollars,” he said.

Speaking on the same panel, former Senator Tom Daschle was 
asked if there is bipartisan appetite in Congress for drug pricing 
legislation. He replied that while both Republicans and Democrats 
agree on what the problem is, there is “virtually no agreement on 
what the solution should be.” He noted that some are interested in 
reimportation or pricing negotiation and there is increased interest 
in figuring out a value driven equation for drug pricing and having 
greater transparency.

“To what extent can we reach consensus on a bipartisan ba-
sis around any of these questions? Right now, I would say there’s 
none,” Daschle, founder and CEO of The Daschle Group, a public 
policy advisory of the law firm Baker Donelson, said.  

Published online May 30, 2017

“If we were to value price  
penicillin now we would price it  

at thousands of dollars,”  
Commonwealth Fund President & 

CEO David Blumenthal said.

Perrigo OTC Growth Rides Innovation Path Wider 
Than Switches
MALCOLM SPICER  malcolm.spicer@informa.com

P errigo’s outlook on the consumer market anticipates OTC 
switches of additional migraine and ophthalmic treatments 
and somewhat later, for indications already on the overall 

nonprescription proposal landscape, high cholesterol and erectile 
dysfunction indications, says Perrigo Co. PLC CEO John Hendrickson.

While all offer opportunities for the firm, when Perrigo execu-
tives during a May 31 earnings brief confirmed their faith in the 
firm’s OTC private label as its primary revenue driver, some analysts 
wanted more as assurance that the business will continue stabiliz-
ing the firm. Hendrickson offered a general description of Perrigo’s 
outlook for launching generics OTC switches and other nonpre-
scription products and analysts pressed for details.

“What will be the new major needle movers in the [consumer] 
business as we sort of exit the decade 2018, 2019? What are those 
big brands that are going from Rx to OTC that we should look for?” 
asked Jami Rubin, of Goldman Sachs Group Inc. Research Division.

In addition to generics it provides of intranasal corticosteroid al-
lergy treatments made available OTC over the past five years and its 
planned launch of the first private label version of the OTC proton 
pump inhibitor Nexium 24HR (esomeprazole) marketed by Pfizer 

Inc., Perrigo expects to follow potential switches of branded Rx 
ingredients indicated for migraine and for ophthalmic treatments.

“We invest in those categories that we think could potentially 
switch and are open to switch. I think the good thing is the en-
vironment that we’re in and trying to find cost-effective ways of 
health care plays into our government and individual companies 

C O N S U M E R  P R O D U C T S
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looking to bring products to a more economical position and 
switching them,” Hendrickson said.

Other currently Rx-only ingredients such as treatments for high 
cholesterol, erectile dysfunction and asthma, he added, “continue 
to be, in my mind, a little bit further away.”

Three proposals to switch an Rx statin have failed and a fourth 
didn’t reach FDA after an unsuccessful actual use trial. On the ED 
ingredient front, meanwhile, Sanofi is preparing a new drug ap-
plication to switch Cialis (tadalafil), under license from Eli Lilly & 
Co., and Pfizer Inc. is considering asking FDA to approve an OTC 
version of its Viagra (sildenafil). (Also see “Light Still On For Switches 
After Pfizer Pulls Plug On OTC Lipitor” - Pink Sheet, 3 Aug, 2015.)

ONE BRAND BUT ‘MANY’ PRIVATE LABEL SKUS
Perrigo, headquartered in Dublin while continuing its primary 

operations in the Allegan, Mich., area, has options in the OTC space, 
though, in addition to launches of generics of branded nonpre-
scription product switches. While a switch innovator distributes a 
single new product to retailers, Perrigo later makes its private label 
versions available, populating store shelves with multiple packag-
ing versions of the same ingredient.

“When a product switches, it switches as a dose,” but Perrigo 
later distributes “different package configurations, different offer-
ings, different combo packs, different things that present at the 
consumer in many different ways,” Hendrickson said.

And Perrigo will capitalize with the rest of the industry on po-
tential changes, which Hendrickson expects eventually will come, 
in FDA’s processes for facilitating moving additional ingredients 
to OTC. (Also see “FDA’s OTC Naloxone Study Is A Starting Point For 
Other Switches, Not A Roadmap” - Pink Sheet, 16 May, 2017.)

“I believe that the incentive for industry, government, et cetera, 
to figure out ways to bring those to more consumer choice type 
of offerings remains out there. So, the incentives are there to drive 
that. … I look out over the next three to five years, I believe that 
some of those paths will present themselves,” the CEO said.

INTERNATIONAL STABILIZATION PROGRESS
Perrigo continues reviewing its consumer health care international 
business for potential changes to grow revenues or cut costs, but 
unlike its Rx generics business also under review, divesting that di-
vision is not on the table. (Also see “As Perrigo Closes Q1 Earnings 

$1.4 B N  D E B T  PAY D O W N
M O V E S  S H A R E  P R I C E

Perrigo’s $1.4bn tender offer for credit notes is its latest 
debt-trimming step to polish its image to investors, who 
appeared impressed.

Chief Financial Officer Ron Winowiecki said the firm’s 
combined debt paydown actions should lower inter-
est expenses by around $40m from the first to second 
half of 2017 and trim 45% from its $5.8bn total debt 
outstanding at the end of 2016.

“The tender is designed to balance our maturities 
outstanding, premium cost for the tender with poten-
tial interest savings from the debt paydown and we 
expect this tender to be completed by the end of June,” 
Winowiecki said.

With proceeds from the sale that closed in March of its 
royalty license for the multiple sclerosis treatment Ty-

sabri (natalizumab), Perrigo earlier in May repaid $600m 
in 2.3% notes due in 2018 and around $200 million of 
outstanding notes it incurred in a 2015 acquisition to 
launch its European consumer health business.

Winowiecki said Perrigo’s 2017 debt-trimming should 
leave around $500m in combined remaining maturities 
for 2018, 2019 and 2020 and free up some cash flow. “Per-
rigo’s business model generates strong cash flow, and the 
actions we are taking to improve our balance sheet will 
help to enable future strategic flexibility,” he said.

Perrigo’s announcement states that the tender offer 
targets its 4% notes due in 2023 and 5.3% notes due in 
2043; and for its Perrigo Finance Unlimited Co. subsidiary, 
two notes due at 3.5% in 2021, 4.9% notes due in 2044, 
4.375% notes due in 2026 and 3.9% notes due in 2024.

Meanwhile, with more than 5m shares traded on May 
31, Perrigo stock price climbed 7.26% from $67.92 to 
$72.85, still well below the prices around $200 the 
shares were trading in late 2015 before it rejected a 
competitor’s unsolicited tender offer only to encounter 
substantial sales dips and a management shakeup.  
(Also see “Perrigo’s Return To OTC Roots Restoring Investor 

Confidence” - Pink Sheet, 1 May, 2017.)

“ When a product switches, it switches 
as a dose,” but Perrigo later distributes 
“different package configurations, 
different offerings, different combo 
packs, different things that present at 
the consumer in many different ways.”
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Saga, Execs Try To Keep Grip On Rx Business” - Pink Sheet, .)
Hendrickson noted Perrigo sold some of European consumer 

product distribution infrastructure in 2016 while paring the divi-
sion’s OTC drug and nutritional product portfolio of redundant 
products and introducing new formulations in some markets. (Also 
see “Perrigo Trims Workforce, Ships Tysabri License, Stays European 
Course” - Pink Sheet, 1 Mar, 2017.)

Perrigo’s “long-term expectation” is for its consumer interna-
tional business to grow at 1.5 times industry growth in European 
markets where it competes. “Each country is a little bit different. 
But in my mind, you grow 1, 1.5, we should be able to grow 2%, 
3% kind of ranges over the long-term,” he said, adding, “We made 
meaningful progress on our plan to enhance [consumer] interna-
tional, their profitability and execution against their overall busi-
ness plan.”

The consumer international division’s reported net sales 
slipped 15%, including a 5% impact from foreign exchange, to 
$375m and its operating income dropped 6% to $52m in the Jan-
uary-March period, although gross margin for the unit improved 
from 12.5% to 13.8m, Perrigo said.

Hendrickson left no doubt that even though net sales for Per-

rigo’s private label OTC drug and adult and in-
fant nutrition business were off 9% to $483m 
during the quarter, the division, which also 
includes animal care products, remains the 
firm’s key driver. The unit’s gross profit was off 
2% to $201m and its gross margin dropped 
slightly to 20.2%.

“With approximately 80% of our revenues 
coming from our consumer-facing businesses, 
our ability to execute in these important seg-
ments is expected to drive value for our share-
holders,” he said.

Morningstar senior equity analyst Michael Waterhouse shares 
Perrigo’s consumer market confidence. In a same-day research 
note, Waterhouse wrote that “revenue declines in the US and Eu-
ropean consumer health divisions look a bit concerning, but we 
still think these segments can squeeze out low single-digit growth 
going forward thanks to store-brand penetration and new product 
launches.”  

From the editors of the Tan Sheet. Published online May 31, 2017
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Could The EMA Be A Regulatory Model For East Africa?
IAN SCHOFIELD  ian.schofield@informa.com

A delegation from the East African 
Community region visited the Euro-
pean Medicines Agency in London 

last week to discuss the idea of using the 
EMA as a model for the establishment of a 
regional networking agency in the six-coun-
try region.

Among the topics discussed were new 
drug approvals, focusing on aspects like 
EMA working parties, regulatory science, 
and opinions from the EMA’s main scientific 
committee (CHMP). The latter topic included 
the Article 58 procedure, where the CHMP 
issues an opinion on medicines for use in 
non-EU countries that can be used by local 
regulators as the basis for drug approvals.

The meeting also addressed lifecycle man-
agement, funding, conflicts of interest and 
fraud policy, collaboration between the EMA 
and national regulators, pharmacovigilance, 
inspections, IT, human resources, training, 
future collaboration, and the expectations of 
the EAC countries in these areas.

Attendees included the heads of agen-
cies in the EAC countries as well as repre-

sentatives of the World Health Organiza-
tion and the World Bank Group. The six 
EAC countries are Burundi, Kenya, Rwanda, 
South Sudan, Tanzania and Uganda.

The EMA declined to give any informa-
tion on the outcomes of the workshop as it 
was still working on the minutes, although 
it noted that some of the action points 
agreed at an earlier meeting on the Article 

58 procedure were also relevant for the 
EAC workshop.

The EAC was the first regional economic 
community in Africa to begin work on co-
operation in the regulation of medicines, 
as part of the wider African Medicines Reg-
ulatory Harmonization initiative being run 
in sub-Saharan Africa.

It ran a joint regional assessment pilot 
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in 2015-16 focusing on high-priority medi-
cines, with a common technical document, 
a team of assessors conducting joint as-
sessments, and a framework for mutual 
recognition of regulatory decisions. The 
pilot reduced the median timeline from 
dossier submission to national marketing 
authorization to seven months, compared 
with the one to two years that would typi-
cally have been the case with separate 
national applications. (Also see “African 
Regulatory Harmonization Project Cuts 
Drug Approval Times And Saves Scarce Re-
sources” - Pink Sheet, 30 Jan, 2017.)

Similar efforts are also under way in oth-
er African regional communities including 
ECOWAS (West Africa) and ZaZiBoNa (Zam-
bia, Zimbabwe, Botswana and Namibia).

One long-term aim of the AMRH is to cre-
ate an African Medicines Agency, whose 
scope is currently being drawn up by NE-
PAD (New Partnership for Africa’s Develop-
ment), the African Union Commission and 
the World Health Organization. (Also see 
“Janssen Pilot Speeds Up African Approvals 
As Harmonization Project Expands” - Pink 
Sheet, 6 Feb, 2017.)

This would probably not be a centralized 
agency along the lines of the EMA or the US 
Food and Drug Administration, for example, 
but would more likely play a role in coordi-
nating national and regional regulatory sys-
tems and mutual recognition initiatives.

ARTICLE 58 PROCEDURE
The EAC’s visit to London was part of an 
ongoing collaboration between the EMA 
and African regulators, and followed a 
March 2-3 workshop on how to encourage 
more use of the Article 58 procedure and 
make it and other EMA outputs more rel-
evant to non-EU regulators.

Article 58, which is intended mainly for 
developing countries lacking robust as-
sessment procedures, has not been widely 
used by industry so far – only nine prod-
ucts had been evaluated under the proce-
dure as of February this year – and the EMA 
wants to encourage its uptake, especially 
for drugs to be used in Sub-Saharan Africa. 
(Also see “EMA Review Of Non-EU Drugs To 
Be Made More Useful For African Regula-
tors” - Pink Sheet, 21 Feb, 2017.)

The workshop, held in Malta, included 
members of the CHMP, EMA experts and 
other staff, African regulatory authorities, 
NEPAD, the WHO and the World Bank, 
with support from the Bill & Melinda Gates 
Foundation, which is also a partner in the 
AMRH (although there is no direct link be-

tween the AMRH and Article 58).
One of the main barriers to use of Article 

58 is that many national regulators are un-
aware of it or believe that it somehow rep-
resents a “lower-grade” review as it does 
not in itself confer approval.

The workshop therefore discussed ways 
of increasing awareness and understanding 
of the Article 58 procedure and other EMA 
collaborative procedures, and proposals for 
encouraging its uptake, with the specific 
needs of African regulators in mind.

A key issue is the relevance of the CHMP 
benefit-risk assessment to African coun-
tries, given the variability of local condi-
tions, and the fact the CHMP assessment 
report and European Public Assessment 
Report (EPAR) are not granular enough to 
address country-specific issues, according 
to a report on the workshop. 

It was agreed that national authorities 
understood the risk profile of their own 
communities best and so it would be up 
to them to make their own assessment of 

the relevance of the CHMP’s conclusions. 
Moreover, communications on post-ap-
proval activities needed to be improved as 
not all African countries have frameworks 
in place to ensure appropriate follow-up.

It was also pointed out that some compa-
nies “have no interest in seeking approval of 
a medicine in smaller African countries, and 
this was seen as something to be addressed 
through improved dialogue with industry 
stakeholders,” the report said.

A number of actions were agreed at the 
workshop, some of which were also rel-
evant to the May meeting with the EAC 
regulators, a spokesperson for the EMA 
told the Pink Sheet. 

Among the action points were:

 • Improving the quality aspects of the 
CHMP assessment report for Article 58 
drugs.

 • How to include reviews of bridging 
studies from EU to non-EU patient pop-
ulations.

 • How to better tailor benefit-risk assess-
ments to each target country or region.

 • Improving risk management plans for 
Article 58 medicines.

 • Providing guidance on biosimilar med-
icines in Article 58 procedures.

 • Improving communications between 
the CHMP and target country authori-
ties after Article 58 opinions.

Participants also discussed ways of mak-
ing sponsors aware that they can get sci-
entific advice from the EMA for potential 
Article 58 medicines, including the fact 
that such products can be considered for 
support under the agency’s PRIME (priority 
medicines) scheme; and how to facilitate 
the involvement of experts and regulators 
from target countries during the early phas-
es of development and scientific advice. 

From the editors of Scrip Regulatory Affairs. 
Published online May 31, 2017

“ Some companies have no interest in seeking 
approval of a medicine in smaller African countries”
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First Zika Cases Reported In India; Government  
Says No Need For Panic
PENELOPE MACRAE  pinkeditor@informa.com

I ndia, whose public health spending as a percentage of GDP is 
one of the lowest globally, already faces big annual epidemics 
of dengue fever, leading to patients thronging badly overbur-

dened hospitals for life-saving treatment. Doctors have long wor-
ried that the next big public health crisis in the country of 1.25 bil-
lion people could be a Zika epidemic.

Now, the World Health Organization has announced three labora-
tory-confirmed cases in India, the first time the mosquito-borne vi-
rus has been detected in the country. Two people tested positive last 
year and a third in January 2017, but suffered no lasting ill-effects. All 
cases were detected in the Bapunagar district of the bustling com-
mercial city of Ahmedabad in Prime Minister Narendra Modi’s home 
state of Gujarat.

“It’s a pretty contained kind of incident, it was local transmission, 
these people had not travelled abroad, but we have not seen any 
further cases since January and we’ve tested over 40,000 samples,” 
Dr. Soumya Swaminathan, a senior health ministry official, told Pink 
Sheet on May 28. 

“There’s no cause for panic, these are old cases. The transmission 
level is low,” added Swaminathan, who heads the national depart-
ment of health research and is director general of the Indian Council 
for Medical Research.

“The [India Zika] report is important as it describes the first cases of 
Zika virus infections and provides evidence on the circulation of the 
virus in India,” the WHO statement said, noting “These findings sug-
gest low-level transmission of Zika.”

The UN agency went on: “The Zika virus is known to be circulating 
in the South East Asia Region… the risk of further spread of Zika virus 
to areas where the competent vectors…are present is significant.”

FAST SPREAD?
Experts, though, have expressed fears that Zika could spread fast 
in India, where the Aedes mosquitoes that transmit the virus thrive 
amid crowded cities, poor sanitation and humid monsoons. The 
mosquito, which also spreads dengue, can breed in a pool of water 
as small as a bottle cap. 

A Lancet report last September identified India as a potential 
hotspot for a Zika outbreak, based on an analysis of travel, climate 
and mosquito patterns, and further concern about a potential 
outbreak has been fueled by the country’s low public healthcare 
spending. The government insists it has all the measures in place to 
detect Zika, but public health experts point to dengue, which they 
say is vastly under-reported.

The national government informed parliament about one Zika 
case in March, but did not tell the WHO about the three cases un-
til May 15, according to Indian media, which quoted Ahmedabad 
municipal authorities as saying they only learnt about the Zika 

cases from the WHO’s May 26 announcement.
The Gujarat state government, led by Modi’s Bharatiya Janata 

Party and which faces key local assembly elections by year-end, 
denied any cover-up and said it had taken “decisive steps” as soon 
as it learnt about the Zika cases.

Still, the Indian Medical Association said the way Zika cases were 
handled was unusual. “In usual practice, the state government 
alerts us about any disease outbreak or detection of viral infection 
cases which has the potential to assume epidemic proportions. 
However, we weren’t told about any case of the Zika virus being 
reported in Ahmedabad,” association president Dr. Yogendra Modi 
told Indian news portal FirstPost.

One case stemming from November 2016 involved a 34-year-old 
woman who had just delivered a healthy baby. The second case, 
detected in January 2017, was of a 22-year-old woman in her 37th 
week of pregnancy whose baby was also healthy, while the third 
case, detected in February 2016, was of a 64-year-old man who is 
fine, according to the WHO.

BHARAT VACCINE PROGRESS
Swaminathan, meanwhile, said the government has cleared In-
dia’s Bharat Biotech International Ltd. request to start Phase I 

India’s Bharat Biotech has been 
cleared to start Phase I trials with a 

Zika vaccine. 
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trials with a Zika vaccine. “The vaccine is going into Phase I trials 
and researchers are all set to start vaccinating people next week,” 
she disclosed. 

The privately held Hyderabad company, which makes vaccines 
for polio, hepatitis and H1N1 among other diseases, had said ear-
ly last year it hoped “to announce the arrival of ZikaVac [its Zika 
vaccine] to the world as early as possible.”

“It will take several years for the testing to be carried out and 
we hope it will eventually be successful,” Swaminathan said. In 
the meantime, “vector control is the only way to contain the Ae-
des mosquito.”

Reporting on results with the Bharat Biotech vaccine candi-
date, the journal Scientific Reports said in April that vaccinated 
mice “were protected against mortality and disease caused by 
ZIKV strains of the Asian and African genotypes.” 

Bharat Biotech launched a rotavirus vaccine, Rotavac, in 2016 
which became India’s first home-made vaccine to prevent the 
diarrhea that kills 100,000 children below five in the country ev-
ery year.

WIDER VACCINE PIPELINE
But Bharat Biotech is just one participant in an increasingly 
crowded race to develop a Zika vaccine that now involves drug 
companies from around the world, chasing a potential total mar-

ket that analysts suggest could be worth $1bn, although the de-
velopment timeline can be extremely long.

Sanofi’s vaccine for dengue, Dengvaxia, was the first to be li-
censed in the world to prevent the debilitating illness but was 
more than two decades in the making. Even now, many coun-
tries, including India, have not given the jab the green light be-
cause of safety concerns. (Also see “India’s ‘Cautious’ View Dulls 
Sanofi Hopes For Early Dengvaxia Launch” - Scrip, 9 Feb, 2017.)

US-based Inovio Pharmaceuticals Inc. and the US National Insti-
tutes of Health have already entered Phase I with their Zika vaccine 
candidates. 

The Zika virus was first identified in 1947 but only surfaced 
as a major health concern two years ago, when there was a big 
eruption of cases in Brazil that led to birth defects. Zika is linked 
to microcephaly in which babies are born with abnormally small 
heads, resulting in brain damage and other defects. Around 70 
countries, including the US, have reported evidence of Zika trans-
mission since 2015.

India has increased the number of laboratories testing for the 
virus in mosquito samples and is monitoring microcephaly from 
55 sentinel sites. So far, “no increase in the number of cases or 
clustering of microcephaly has been reported,” the WHO said.  

From the editors of PharmAsia News. Published online May 29, 2017

FDA’s NDA And BLA Approvals: Zerviate, Rebinyn
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

Nicox Zerviate (cetirizine HCl) 0.24% ophthalmic solution formulation of the histamine-1 
receptor antagonist for treatment of ocular itching associated 
with allergic conjunctivitis.

P, 3 5/30/2017

New Biologics

Novo Nordisk Rebinyn (coagulation 
Factor IX (recombinant), 
GlycoPEGylated)

Use in adults and children with hemophilia B for on-demand 
treatment and control of bleeding episodes or perioperative 
management of bleeding

5/31/2017

KEY TO ABBREVIATIONS

Review Classifications NDA Chemical Types

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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FDA Advertising Enforcement Highlighted By HHS  
Amid Drop In Citations
MICHAEL CIPRIANO  michael.cipriano@informa.com

T he Department of Health and Hu-
man Services (HHS) is spotlighting 
the oversight of prescription drug 

advertising in a year when the US FDA’s 
Office of Prescription Drug Promotion 
(OPDP) could set a record low for enforce-
ment letters issued.

A May 30 HHS blog post features a vid-
eo with Mike Sauers, a staff supervisor for 
OPDP’s advertising and promotion policy 
staff, highlighting his role in co-creating 
FDA’s Bad Ad program. Launched in 2010, 
the Bad Ad Program is an outreach pro-
gram designed to educate prescribers 
about misleading prescription drug pro-
motion and to make it easier for them to 
report such activity to the agency.

The ultimate goal of the Bad Ad program 
is to reduce the number of misleading pro-
motional messages directed to health pro-
fessionals by providing them with infor-
mation about how to identify and report 
misleading promotion.

“It’s an awesome responsibility and very 
challenging, but I truly believe I am mak-
ing a difference by helping to ensure that 
advertisements provide accurate and truth-

ful information about the effectiveness and 
potential risks of prescription drugs,” Sauers 
writes in the post, part of the #IAmHHS series.

A CONTINUING DECLINE IN 
LETTERS
OPDP’s only enforcement letter through 
the first five months of 2017 was an untitled 
letter issued to Orexigen Therapeutics Inc. 
on May 18. FDA cited the company for fail-
ing to include important risk information 
in a television advertisement for its obesity 
drug Contrave (naltrexone/bupropion), 
as well as for placing other important risk 
information solely in the visual portion 
of the promo. (Also see “Contrave TV Ad’s 
Slimmed Down Adverse Events Draw FDA  
Rebuke” - Pink Sheet, 24 May, 2017.)

The issuance of enforcement letters has 

been in an overall decline since 2010, back 
when OPDP was known as the Division of 
Drug Marketing and Communications. In 
2010, there were 13 warning letters and 
38 untitled letters issued to sponsors in re-
sponse to violative promotional material. 
The drop has been even steeper since 1998, 
when 157 such warning and untitled letters 
were issued. (Also see “FDA’s Rx Promo Cita-
tions Rise Slightly In 2016; Investigational Drug 
Promos Scrutinized” - Pink Sheet, 9 Jan, 2017.)

FDA, however, says that enforcement let-
ters are “just one component of the FDA’s 
multi-faceted program for the oversight 
of industry’s promotion of FDA-regulated 
medical products.”

“The FDA uses a risk-based approach 
to carefully allocate its resources among 
these activities to have the greatest 
beneficial public health impact,” an FDA 
spokesman tells the Pink Sheet. “There-
fore, one cannot get a complete picture 
of the FDA’s program area by looking at 
a snapshot of time for warning letters. 
Reviewing the number of warning letters 
that the FDA issues on a particular topic 
within a year timeframe does not take 
into account the work that the FDA does 
on the other priorities to assist companies 
with compliance.”

In addition to resource allocation, there are 
other factors that could help to explain the 
decline in enforcement letters, including the 
possibility that firms have become generally 
more compliant. (Also see “FDA’s Decline In 
Promotion Enforcement Highlighted By Cela-
tor Booth Letter” - Pink Sheet, 7 Sep, 2016.)  
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Enforcement letters are “just one component  
of the FDA’s multi-faceted program for the  
oversight of industry’s promotion of FDA-regulated 
medical products.” 
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A D V I S O R Y  C O M M I T T E E S

Recent And Upcoming FDA Advisory Committee Meetings
TOPIC ADVISORY COMMITTEE DATE

Novo Nordisk’s Victoza (liraglutide) as an adjunct to standard treatment of  
cardiovascular risk factors to reduce the risk of major adverse CV events in adults 
with type 2 diabetes and high CV risk

Endocrinologic and Metabolic 
Drugs June 20

Potential pediatric development plans for Apexigen’s APX-005M, PharmaMar  
USA Inc.’s PMO1183 (lurbinectedin) and Astellas Pharma Global Development’s 
ASP2215 (gilteritinib)

Pediatric Oncology  
Subcommittee June 21

Potential pediatric development plans for Dista Products/Eli Lilly’s prexasertib  
and Lilly’s olaratumab

Pediatric Oncology  
Subcommittee June 22

Safety and efficacy of Dynavax’s hepatitis B vaccine Vaccines and Related  
Biological Products July 28
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