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Opioid Blister Packs Need Study Before Mandate, Groups Urge

Executive Summary
AAM, Upsher-Smith, APhA, and Cigna tell 
US FDA that packaging requirement will 
increase manufacturing and drug costs, create 
reimbursement hurdles and reduce access to 
medicines. Daiichi-Sankyo supports agency’s 
proposal.

 

The US Food and Drug Administration has 
received largely negative reviews from industry for 
its proposal to require fixed-quantity unit-of-use 
blister packaging of certain opioid products, with 
many groups calling for the agency to conduct a 
study before moving forward.

The Association for Accessible Medicines 
urged FDA to examine the economics of blister 
packaging for manufacturers under the existing 
supply chain, and to conduct a study on its actual 
effectiveness or non-effectiveness in curtailing 
opioid abuse.

The American Pharmacists Association 
recommended that the agency first study the 
unintended consequences of mandating the 
packaging on prescribing and patient care. The 
National Association of Chain Drug Stores said 
FDA should consider conducting a pilot to test the 
feasibility of the policy before fully implementing 
it. And Cigna Corp. called for further research on 
the most appropriate quantity of opioids shown 
to be effective for most patients for each specific 
procedure or condition.

FDA requested public comments on potential 
modification of the opioid analgesic Risk 
Evaluation and Mitigation Strategy (REMS) to 
require certain solid, oral dosage forms of 
immediate-release opioid analgesics commonly 
prescribed for treatment of acute pain be made 

available in blister packaging for outpatient 
dispensing. (Also see “Opioid Blister Pack Mandate 
Could Be Phased-In Based On Prescription Volume 
“ - Pink Sheet, 30 May, 2019.)

Drug manufacturers, pharmacist groups, and 
health plans were critical of the idea, citing 
concerns about increased manufacturing costs, 
higher drug prices, a drop in the number of 
manufacturers, drug shortages and reduction in 
patient access to medications.

AAM acknowledged that there may be a 
theoretical benefit of unit dose packaging in 
limiting the opportunity for diversion. But it 
said physicians are accustomed to prescribing 
a certain number of pills and may default to the 
higher 10-count blister packs, resulting in over-
prescribing.

The association  noted the difficulty in recouping 
the cost of implementing blister packaging. 
Switching production from bottle to blister packs 
will require a significant capital investment to 
change manufacturing lines or investment to 
utilize a third-party packager with the capability to 
do so, AAM said.

“Therefore, there will be little-to-no-incentive for 
manufacturers to make this change and stay in 
the market if it is not properly coordinated with 
payors,” AAM said. “If the bulk/bottle products 
remain on the market and reimbursement is not 
reset, companies will exit the market because 
blister packaging will become cost prohibitive.”

Manufacturer Costs v. ‘Modest Public Health 
Benefits’
Upsher-Smith Laboratories LLC, a manufacturer 
of morphine sulfate immediate release tablets 
and capsules and hydrocodone bitartrate/
acetaminophen tablets, said unit-of-use blister 
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packaging will have negligible public health impact 
on opioid misuse and overdose. It said limiting 
blister pack counts to 5, 10, or 15 is unlikely to be 
sufficient to meet the needs of individual patients 
and likely would result in both under- and over-
prescribing, and that blister packaging will be 
significantly more expensive to manufacture, 
store and dispense.

“This will likely limit the quantities pharmacies 
will keep in inventory and health plans will cover, 
and likely will result in significant increases in 
copays for needed refills for those with legitimate 
needs for pain control,” Upsher-Smith said. “These 
factors will significantly reduce access to these 
medications for those who need them.”

Upsher-Smith objected to staggering 
implementation, asserting that it would likely 
create confusion for prescribers and pharmacists. 
It also recommended that FDA not impose any 
mandate for discontinued products.

The company asked FDA to provide specific 
guidance if it requires blister packaging. In 
response to FDA’s question as to the time needed 
for application holders to submit prior approval 
supplements for the packaging, Upsher-Smith 
said that for a company without current blister 
packaging capabilities, it could take approximately 
five years to assess whether to continue 
manufacturing, buy equipment, install and 
qualify, get quota, source and qualify materials, 
manufacture, obtain stability, file, await approval 
and prepare to launch.

Mallinckrodt PLC said blister packaging has 
the potential to deliver “modest public health 
benefits,” such as improving accuracy of pill 
dispensing at the pharmacy and potentially 
reducing certain risks of diversion. But it cited 
several unintended health consequences of 
mandating the packaging, including higher costs 
and a shrinking number of manufacturers since 

fewer will be willing to invest capital in re-vamped 
packaging.

If FDA goes forward with the proposal, the 
company said all manufacturer sponsors must 
be required to participate equally in producing 
the new product, and there must be a corollary 
mandate on pharmacies and prescribers.

In contrast to Upsher and Mallinckrodt, Daiichi 
Sankyo Inc. expressed support for requiring 
blister packaging for certain opioid products. 
However, it noted that the current form of 
packaging may be appropriate for some patients 
who require prolonged use of immediate release 
opioid therapy. It also recommended that 
FDA provide guidance on all requirements of 
application holders and provide manufacturers 
with “sufficient lead time” to prepare for 
implementation of the requirement.

Blister Pack Dispensing Should Not Be 
Required, Kaiser Says
Meanwhile, Kaiser Permanente is concerned that 
drug makers may try to structure opioid analgesic 
REMS programs to require use of blister packaged 
products, which it says could interfere with the 
practice of medicine and pharmacy operations 
and result in overprescribing for some patients.

The health care provider asked FDA to ensure that 
pharmacies and clinicians will not be required by 
FDA or manufactures to dispense opioids in blister 
packaging for certain diagnoses and procedures.

Kaiser said that while increased use of blister 
packaging “may marginally reduce quantities of 
unused opioids in the market and help nudge 
some providers toward right-size prescribing,” it 
believes empowering prescribers with evidence-
based information and recommendations is 
a better way to facilitate safe and appropriate 
prescribing practices.
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Kaiser also said there would be significant new 
storage burdens for providers, pharmacies and 
other supply chain stakeholders that handle 
and distribute opioids if use of blister packaged 
opioids grows. It estimates that installing units 
capable of securely storing opioids in blister 
packaging could cost Kaiser’s system over $10m.

The provider also said it is concerned that 
pervasive blister packaging could increase waste 
in landfills. The San Francisco Department of 
the Environment cited similar concerns in its 
comments. The department said that blister 
packaging in its present design is a mixed waste 
material which is likely to be difficult, if not 
impossible, to recycle.

The National Association of Chain Drug Stores 
urged FDA not to require blister packaging and 
instead pursue alternative policies, including 
increasing prescriber education and providing 
workable disposal options. Many commenters 
asked FDA to require opioid prescribing education 
for healthcare providers as a condition of 
licensure and Drug Enforcement Administration 
registration.

Packaging Association Dismisses 
Manufacturer, Pharmacy Concerns
Among other comments, the American Society of 
Clinical Oncology (ASCO) told FDA it is concerned 
the proposal may limit access to opioid therapy 
for some patients with cancer who may require 
individual dosing for effective management of 
their pain. It urged the agency to continue to 
require that blister packaging not be the only 
packaging option available from manufacturers.

The Pharma & Biopharma Outsourcing 
Association, which represents contract 
manufacturing organizations and contract 

development and manufacturing organizations, 
noted the operational logistics of implementing 
the packaging requirement. It recommended 
that FDA first conduct a scientific study into its 
efficacy and phase in implementation, whether 
by choosing a subset of the most-abused opioid 
products or doses or another set of criteria.

One of the most vocal supporters of FDA’s 
proposal is the Healthcare Compliance Packaging 
Council, a trade association of companies that 
support the pharmaceutical industry with 
packaging materials, machinery and contract 
packaging services. It said it “fully supports” use 
of blister packaging and countered expected 
objections of pharmaceutical manufacturers and 
pharmacies.

The group said that while some manufacturers 
may not currently have blister capability, contract 
packagers and repack companies are available 
and in many cases already pack these drugs in 
unit dose blisters for long term care and hospital 
pharmacies.

As for complaints by pharmacies about space 
limitations, HCPC noted that the automotive 
industry went through this issue in dealing with 
mandatory seat belts and airbags. It also argued 
that the cost differential between bottle and 
blister packaging is minimal compared to the 
costs to the healthcare system and government 
spending in dealing with the opioid crisis.

One of the commenters noted a forthcoming 
study of blister packaging. The University 
of Connecticut School of Pharmacy said it is 
planning to conduct a clinical research trial to 
evaluate a 10-pill count child-resistant senior 
friendly calendared blister packaging prototype 
manufactured by the WestRock-MPS Company.
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Comparative Confusion: What Does FDA Intend For Opioid 
Comparative Efficacy Data?

Executive Summary
Legally, FDA can’t require comparative 
effectiveness data for approval, but draft guidance 
notes that the agency really wants it; for sponsors, 
that leaves more questions than answers, mainly: 
What will FDA do with an opioid application that 
doesn’t contain such data.

 

The US Food and Drug Administration’s interest 
in using comparative effectiveness information 
in its assessments of new opioid applications 
may confuse sponsors about the data’s role and 
whether it is unofficially required for approval.

Grievances and questions about the legality of 
considering superiority data and the agency’s 
interpretation of comparative advantage likely 
will highlight the written comments as well as the 
upcoming public meeting on the subject, experts 
told the Pink Sheet.

The recently released draft guidance on the 
benefit and risk assessment for opioids states 
that FDA will consider whether effectiveness and 
safety data relative to approved analgesic drugs is 
available and whether the proposed opioid offers 
any advantages. (Also see “New Opioids May Need 
Comparative Effectiveness Data For Approval” - 
Pink Sheet, 20 Jun, 2019.)

A key question may be whether that language 
signals comparative effectiveness data is expected 
for opioid approval. If so, the policy may flout 
bedrock FDA law: that the agency approve drugs 
that are safe and effective, not safe and more 
effective than those already on the market.

Attorney Marc Scheineson, a partner and co-

head of the FDA practice at Alston and Bird, said 
changing the long-time standard is a slippery 
slope. He also said several sponsors have sued 
FDA when they have been denied approval or 
required to compare their products to existing 
drugs in a multi-arm study against approved 
products. He expected that many of the 
comments submitted will raise the point.

Physicians and professional practice guidelines 
should “show how opiates should be used,” 
Scheineson said

During debate of the 1962 amendments to 
the Food, Drug and Cosmetic Act, Congress 
considered and ultimately rejected language 
that would have required new drugs to be better 
than those already on the market. That has been 
interpreted to mean that me-too drugs can be 
approved and that the FDA cannot consider 
superiority a requirement for approval.

Indeed, the FDA states in the guidance that it will 
consider several questions about comparative 
efficacy and safety data in its benefit-risk 
assessment of new opioids and that comparative 
data “is helpful in applying the benefit-risk 
framework.” But the agency also said that 
“superiority to other available treatments is not 
a requirement for approval under FDA’s drug 
approval authorities.”

By definition, guidance is non-binding. But 
stakeholders freely admit that the documents, 
even in draft form, tend to be considered highly 
persuasive or potentially regulating for drug 
development.

Scheineson said he has been to enough meetings 
between agency staff and sponsors where 
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references in recommendations are quickly 
interpreted as requirements by sponsors. He said 
non-binding guidances “quickly have the force of 
regulations in reviewers’ hands.”

“It becomes the standard for approval even 
though it’s not binding,” Scheineson said. “It 
can be a significant hurdle to innovation and 
medications that may not be as addictive or lower 
safer doses.”

Sponsors likely will request clarifications on 
the agency’s intentions for the data and the 
consequences for not including it. The agency 
spent five paragraphs in the guidance discussing 
the comparative effectiveness and safety 
questions that may come up during an opioid 
assessment before stating plainly that the data 
was not required.

Can FDA Thread The Needle?
The FDA may be trying to thread the needle, 
as one regulatory attorney put it, saying the 
information is helpful, but not required. In that 
sense, the move may not really a shift in agency 
thinking about approval decisions.

Erika Lietzan, associate professor of law at the 
University of Missouri, agreed that FDA cannot 
require comparative efficacy when assessing 
a new drug application. Lietzan also said FDA 
officials have understood for years that they 
cannot require the information, “but would 
nevertheless very much like to see the data.”

Advisory committee members raised concerns 
about the lack of comparative efficacy data 
when considering the controversial highly potent 
opioid Dsuvia (sufentanil sublingual) from AcelRx 
Pharmaceuticals Inc.. Agency officials said in 
review documents that AcelRx made no attempt 
to show that Dsuvia was superior to other oral 
analgesics. (Also see “Dsuvia: A Dull US FDA 
Review Preceded The Controversial Approval” - 

Pink Sheet, 15 Jul, 2019.)

Following the Dsuvia approval, then FDA 
Commissioner Scott Gottlieb said the agency 
would consider whether proposed new opioids 
are an advantage over currently available 
products. He also said new statutory authority 
may be necessary, however. (Also see “Dsuvia 
Approval May Be Followed By New Opioid Review 
Paradigm At FDA” - Pink Sheet, 2 Nov, 2018.)

Commenting Begins In Earnest
Written comments on the opioids guidance 
already are appearing, even though the deadline 
is not until 20 August and the Pharmaceutical 
Research and Manufacturers of America has 
requested an extension.

There were 11 comments on the guidance listed 
as of 16 July, all from individuals. Stakeholder and 
industry comments likely will be posted closer to 
or after the deadline.

A 17 September public meeting also will address 
the comparative effectiveness issue. The agency 
asked for comments on whether a new opioid 
should demonstrate an advantage to justify its 
approval and what new authority may be needed 
to impose such a requirement.

Agency officials also asked for input on defining 
“comparative advantage” and whether such a 
standard could be met if the product presents 
more risks than existing products.

Acknowledging the need and use of comparative 
effectiveness data for opioids may place the 
products in a separate category for assessment 
purposes. Raeford Brown, a professor of 
anesthesiology at the University of Kentucky 
and former chair of the FDA’s Anesthetic and 
Analgesic Drug Products Advisory Committee, said 
the agency should carve out a place for opioids 
separate from traditional drug assessment 
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analytics and regulation.

At the same time, stakeholders also are worried 
the agency could over-regulate the space and 
create drug shortages. (Also see “Opioid Sponsors 
Enter 2019 At A Crossroads” - Pink Sheet, 31 Dec, 
2018.)

The FDA also asked for comments at the meeting 
on whether new incentives are needed to 
encourage development of new pain medications. 
(Also see “Opioid Public Meeting Will Focus On 
Approval Standards, Development Incentives” - 
Pink Sheet, 20 Jun, 2019.)
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US Medicare And Opioids: Inspector General Sees 
Improvement

Executive Summary
HHS is slowly changing its rhetoric on the use of 
prescription opioids – edging away from crisis 
to finding positive trends. A new OIG report 
on opioid use in Medicare Part D emphasizes 
sustained positive trends in naloxone rescue and 
medication assisted treatment alternatives to 
opioid use disorder.

 

The headline story on opioid use by beneficiaries 
in the US Medicare Part D program is shifting for 
the first time in five years from an emphasis on 
abuse and over-prescribing to positive trends 
towards a sustained decrease in overall opioid 
use accompanied by a continued upswing in the 
medication-assisted treatment drugs.

In a now-annual analysis of the trends for opioids 
in Part D, the Department of Health & Human 
Services’ Office of the Inspector General suggests 
a turning point of sorts.

OIG’s recent prior reports have focused on efforts 
to identify inappropriate prescribers and cutting 
the numbers of overall opioid prescriptions. The 
titles reflected the primary themes. OIG’s first 
report tracking 2014 opioid use patterns called 
out “geographic hotspots” for opioid prescribing 
that “point to potential fraud and abuse.” The 
trend continued with headlines emphasizing 
“substantial growth in compounded drugs” in 
2015 and “concerns about extreme use” in 2016. 

The title for the OIG report on 2018, however, 
is much more positive: Opioid Use Decreased 
in Medicare Part D, While Medication-Assisted 
Treatment Increased.

The widespread story in the media on the 
fallout from opioids is dominated by state suits 
to recover money from marketers of opioids, 
bankruptcies and executive convictions from 
marketing violations, and arguments over the 
culpability of corporate owners. (Also see “Opioid 
Manufacturers Should Prepare For A Tobacco 
Moment” - Pink Sheet, 5 May, 2018.)

OIG, however, sees a nascent positive shift in use 
among Medicare beneficiaries.    

Overall opioid use has now declined for two 
consecutive years in Part D. Nearly 5% fewer 
beneficiaries filled at least one opioid prescription 
in 2018 (14.1 million filled at least one opioid 
prescription in 2017, the OIG said, dropping to 
13.4 million in 2018). That follows a 2% decrease 
in the numbers of beneficiaries filling an opioid 
prescription in 2017.

The number of Part D patients receiving “high 
amounts” of opioid products also shows a trend 
in favor of more appropriate use. OIG reports 
a 23% decrease in the number of beneficiaries 
receiving “high amounts” (average daily morphine 
equivalent dose greater than 120 mg for at least 
3 months) from 2017 to 2018. That again reflects 
an accelerating trend, following the 8% decrease 
observed between 2016 and 2017.

OIG also reports a 30% decrease in the number of 
patients receiving “extreme amounts” of opioids 
from 2017 to 2018, an improved rate following a 
17% decrease between 2016 and 2017. “Extreme 
amounts” are defined as an average daily 
morphine equivalent dose greater than 240 mg 
for 12 months.

A total 353,751 beneficiaries received “high” 
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amounts of opioids in 2018, while 40,374 patients 
received “extreme” amounts. Those numbers 
exclude patients who are in hospice care and 
patients with cancer, who often require high 
amounts of opioids for adequate pain control.

At the same time, OIG suggests that Medicare 
is getting better at delivering treatment and 
rescue medications. OIG reports a 148% increase 
in Part D beneficiaries receiving naloxone for 
opioid reversal between 2017 and 2018. Nearly a 
quarter of a million (222,655) beneficiaries filled 
prescriptions for the life-saving overdose reversal 
agent. This increase follows a similar 143% 
increase in naloxone prescriptions filled between 
2016 and 2017.

FDA approved the first naloxone nasal spray 
generic in April 2019 and recently confirmed it 
will expedite the review of all ANDAs for drugs 
indicated for the emergency treatment of opioid 
overdose. The availability of more competition 
and eventually lower prices should encourage the 
continuation of more Part D usage. (Also see “US 
FDA Asks Sponsors Of Discontinued Naloxones 
To Consider Return To Market” - Pink Sheet, 9 Jul, 
2019.)

Treatment numbers continued to increase in 2018 
as well. OIG finds a 22% increase in beneficiaries 
who filled a medication-assisted treatment (MAT) 
prescription from 2017 to 2018, which follows a 
25% increase between 2016 and 2017. OIG says 
a total of 174,000 beneficiaries received MAT in 
2018.

Part D covers two MAT drugs: naltrexone and 
buprenorphine. The increase in the number of 
filled MAT prescriptions predated the availability 
of generic versions of Indivior PLC’s MAT product 
Suboxone (buprenorphine and naloxone), which 
received FDA approval in June 2018 but did not 
become commercially availability until February 
2019.

The overall opioid use numbers are of a different 
magnitude than numbers of patients filling MAT 
and naloxone prescriptions. Still, the trend lines 
in both are positive from the perspective of HHS, 
with opioid use dropping and access to treatment 
increasing. (Also see “HHS’ 2018 Greatest Hits: 
Azar Touts Record FDA Generic Approvals, Drug 
Pricing And Opioid Actions” - Pink Sheet, 23 Feb, 
2019.)
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Dsuvia: A Dull US FDA Review Preceded The Controversial 
Approval

Executive Summary
US FDA’s review of AcelRx’s opioid Dsuvia did 
not presage the external fireworks that came 
following the approval.

 

The US Food and Drug Administration’s approval 
of AcelRx Pharmaceuticals Inc.’s Dsuvia (sufentanil 
sublingual) ignited a wave of backlash against the 
agency, with critics questioning whether the US 
market needs another opioid amid an epidemic 
and suggesting the agency was influenced by the 
Department of Defense’s desire to see the drug 
approved.

But it appears that all of the fireworks 
surrounding the approval were generated 
externally. The FDA’s review documents paint 
a much calmer picture of how the evaluation 
proceeded internally, depicting a very bland, 
noncontroversial assessment of the highly 
potent opioid by the agency’s reviewers. There 
was almost uniform agreement among those 
evaluating the drug, and the agency believed the 
505(b)(2) new drug application application was by 
and large worthy of approval after AcelRx fixed 
the deficiencies raised in the initial complete 
response letter.

During the first review cycle following the 
initial NDA submission, reviewers viewed the 
drug as approvable from a statistical, clinical 
pharmacology, non-clinical and chemistry 
perspective. Even the medical reviewer, Division 
of Anesthesia, Analgesia and Addiction Products 
(DAAAP) medical officer Steve Galati, thought 
Dsuvia had the typical safety profile for an 
opioid agonist and that the drug demonstrated 
superiority on the primary and secondary 

endpoints in the pivotal trial compared with 
placebo.

Galati, however, was concerned by the initial 
human factors study. Dsuvia features a single-
dose applicator to place the tablet below 
the tongue. The Division of Medication Error 
Prevention and Analysis (DMEPA) noted that there 
were eight failures associated with confirming 
tablet placement in the patient’s sublingual space, 
and Galati believed this precluded approval. (Also 
see “AcelRx’s Sublingual Opioid Dsuvia Brings 
Unique Risk To Advisory Panel: Dropped Tablets” - 
Pink Sheet, 10 Oct, 2018.)

“Although no new safety signal was detected 
in the clinical studies, the [human factors] 
study results demonstrated a concern for the 
functionality of the device, as well as deficiencies 
observed in the [directions for use], carton 
and pouch labeling to allow consistently safe 
administration of the drug,” Galati said in an 8 
September 2017 review memo. “Based on the 
deficiencies of the device delivery system cited by 
DMEPA, especially given the potency and small 
size of the sufentanil tablet, dropped and/or lost 
tablets may have significantly adverse clinical 
outcomes (i.e., accidental exposure, overdose, 
diversion).”

Sharon Hertz, director of DAAAP, and Joshua 
Lloyd, the clinical team leader for the review, 
concurred.

“A dropped tablet poses significant risks, including 
life-threatening or fatal respiratory depression 
due to accidental exposure, improper dosing, and 
diversion,” Lloyd, now DAAAP deputy director, 
said in an 11 October 2017 review memo. 
“Furthermore, due to the size of the tablet, a 
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dropped tablet may go undetected by the patient 
and the HCP. The Applicant must address this 
concern prior to approval.”

Hertz raised an additional concern that the safety 
database did not contain an adequate number 
of patients dosed at the maximum amount 
described in the proposed labeling.

Approvable The Second Time Around
AcelRx made a series of fixes after receiving 
the CRL, including lowering the highest dosage, 
conducting an additional human factors study 
and amending the directions for use. (Also 
see “Keeping Track: A CRL For Tlando, An 
Accelerated Approval For AndexXa, And A Burst 
Of Supplemental Approvals” - Pink Sheet, 12 May, 
2018.)

The changes look to have satisfied the FDA. To 
support lowering the highest dosage from 24 
tablets of 30mcg to no more than 12 tablets per 
day, the company provided pooled analyses 
comparing the safety of Dsuvia based on dose 
received (≥ 300mcg and < 300mcg) and plasma 
sufentanil concentration (>150pg/mL and 
≤150mg/mL).

The FDA noted there are limitations to analyses 
based on dose received and plasma concentration 
because they “are difficult to interpret since the 
dose received is influenced by a variety of factors, 
such as the amount of pain experienced and the 
occurrence of adverse events.” Nevertheless, the 
analyses “appeared adequate in the context of the 
Applicant’s proposal to support a maximum daily 
dose of 12 sufentanil sublingual 30 mcg tablets,” 
according to reviewers in a 1 November 2018 
cross-discipline team leader review memo.

In modifying the directions for use, AcelRx 
specified that visual confirmation of the tablet 
placement is a distinct task. When the changes 
were evaluated in a separate human factors study, 

there were no failures or close calls during the 
simulated task portion. And although the FDA was 
still concerned about the risk of misplaced tablets 
and accidental exposure, the reviewers evidently 
thought the presence of a risk evaluation and 
mitigation strategy (REMS) with elements to 
assure safe use (ETASU) would mitigate the risk.

“Based on the data from this study, DMEPA has 
determined the product-user interface supports 
the safe and effective use of the product by 
the intended users, for its intended uses, and 
intended use environments. … The REMS will help 
ensure that Dsuvia is dispensed only to patients in 
certified medically supervised healthcare settings 
to mitigate the risk of respiratory depression 
resulting from accidental exposure outside 
of these settings,” reviewers said in the cross-
discipline memo.

Panelists at the advisory committee were mostly 
unconcerned about the risk of dropped tablets. 
(Also see “Dsuvia’s Thumbs Up From US FDA 
Advisory Panel Is First Positive Vote For An Opioid 
In 2018” - Pink Sheet, 14 Oct, 2018.)

No Apparent Advantage Over Other Opioids
An important question that manifests itself in 
the review documents is whether the FDA would 
have approved Dsuvia if it had clearer statutory 
authority or internal review standards to consider 
the overall therapeutic armamentarium and 
broader public health consequences in its risk/
benefit evaluation of opioids.

In announcing the approval of the drug, then-
commissioner Scott Gottlieb explained that the 
FDA would be exploring whether it can adopt an 
approval paradigm that examines whether a new 
opioid offers an advantage over those currently 
available on the market, although he said such 
a move might require Congress to change the 
agency’s statutory authorities. (Also see “Dsuvia 
Approval May Be Followed By New Opioid Review 
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Paradigm At FDA” - Pink Sheet, 2 Nov, 2018.)

Nevertheless, the agency issued draft guidance 
on a risk/benefit framework for opioid analgesics 
in June that largely reflected what Gottlieb said at 
the time of the approval. (Also see “New Opioids 
May Need Comparative Effectiveness Data For 
Approval” - Pink Sheet, 20 Jun, 2019.)

One interesting aspect of the guidance is that 
the FDA said it will consider whether a sponsor 
has any comparative efficacy data, which was an 
issue raised at the Dsuvia advisory committee 
meeting. Although the panel voted 10-3 in favor of 
approval, several members worried about the lack 
of comparative efficacy data.

If such an approval paradigm for opioids was 
in place at the time of the Dsuvia review, there 
is reason to believe that both the advisory 
committee and the FDA may have rejected the 
drug. Hertz notes in the first-cycle review that, 
“Overall, although efficacy was demonstrated, 
Dsuvia offers no apparent advantage to currently 
available therapies.”

“The Applicant has made no attempt to 
demonstrate that Dsuvia has a role that 
is superior to traditional oral analgesics in 
the postoperative period, nor that it is even 
equivalent,” Hertz added.

Five Advisory Panelists Had Safety 
Backgrounds
One of the main criticisms about the FDA’s 
handling of Dsuvia was that the agency did 
not convene the full Drug Safety and Risk 
Management Advisory Committee (DSRMAC) to 
evaluate the drug in tandem with the Anesthetic 
and Analgesic Drug Product Advisory Committee 
(AADPAC).

Indeed, the agency almost always convenes both 
panels in full for opioid advisory committees, and 

only two panelists at the meeting were current 
members of the DSRMAC. Consumer rights 
advocacy group Public Citizen alleged that the 
FDA deliberately decided not to convene the full 
DSRMAC to help deliver a positive vote. (Also see 
“Public Citizen: US FDA Deliberately Excluded Risk 
Committee From Dsuvia Panel To Get Positive 
Vote” - Pink Sheet, 18 Oct, 2018.)

But the FDA’s summary review states that the 
AADPAC “was supplemented with five individuals 
invited because of their safety backgrounds, 
including medication safety experts, safety 
pharmacists, and a critical care nurse, and their 
input was quite valuable.”

The two members of the full DSRMAC were Steven 
Meisel, system director of medication safety 
at Fairview Health Services, who voted against 
approval, and Terri Warholak, a professor at the 
University of Arizona College of Pharmacy, who 
voted for approval. The other three members with 
safety backgrounds to which the FDA was likely 
referring are:

•  Jacqueline Willacy, a critical care nurse at the 
Department of Veterans Affairs (voted against 
approval);

•  Marjorie Shaw Phillips, a professor at the 
University of Georgia College of Pharmacy, who 
previously served on the DSRMAC from 2012-
2016 (voted in favor of approval); and

•  Michael Fischer, a professor of epidemiology 
at Harvard Medical School (voted against 
approval).

A previous Pink Sheet analysis showed that 
DSRMAC members are more likely to vote against 
approval of an opioid than AADPAC members. 
(Also see “Opioid Sponsors Enter 2019 At A 
Crossroads” - Pink Sheet, 31 Dec, 2018.)
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Although the final approval vote might have 
been somewhat closer if the full DSRMAC was 
in attendance, there still likely would have been 

a sizeable margin supporting approval, given 
that even some of the panelists with a safety 
background supported such a move.
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