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Voting History:

Meeting October 19, 2016: US FDA Advisory Committee Majority Vote Supports Desmopressin Nasal Spray by Serenity Pharmaceuticals (BRUDAC) (Temporary

member - Bone, Reproductive and Urologic Drugs Advisory Committee (BRUDAC))

5. Is there sufficient evidence to conclude that at least one of the desmopressin doses is effective?

Provide rationale for your answer. If you voted “Yes,” specifically comment on which dose(s) are effective and whether the data support the proposed regimen of

starting with 0.75 mcg nightly then titrating to 1.5 mcg nightly, if needed, after 2-4 weeks.

Vote: Yes

Comment: I voted yes. I felt there was sufficient evidence for modest efficacy of the 1.5 microgram dose only, and that's simply based on it's having met pre-specified

endpoints in the two pivotal trials. I don't believe there was sufficient evidence to indicate efficacy of the 0.75 microgram dose, so I couldn't propose in the label because

I don't think it was demonstrated to have been efficacious.

6. Do the benefits of desmopressin outweigh the risks and support approval?

Provide rationale for your answer. If you voted “Yes,” specify the indication that is supported by your benefit/risk assessment. If you voted “No,” include

recommendations for additional data that might support a favorable benefit/risk assessment.

Vote: Yes

Comment: One comment on overdosing, and I'm glad that someone mentioned it because I wanted to earlier but I didn't. I think that's a great point. I could give a, how I

use my nasal steroid, it's like one, maybe two, maybe three or four [times] if it's a bad day. But I think one can devise a device combination that helps to decrease the

likelihood of this. What I'm thinking about is if it's possible to devise a metered dose inhaler, a metered-dose dispenser that has a lock-out essentially, so not just a

metered dose but essentially would preclude you from taking a second metered dose within some period of time.

I thought that the argument to approve the 0.75 microgram titration label, even though some of you said that you didn't think it was efficacious, was just odd. And I don't

see why not approve a placebo then and have patients start on placebo and then go to 1.5 micrograms. So I guess I'm still not sold on that.

So with respect to this question, it fails a little bit that there's a disproportionate focus on indications rather that age. And I'm comfortable with the restriction to nocturnal

polyuria. And I think it would improve the risk-benefit balance because it would bring the population in which the product is used in greater concordance with the

population in which it was studied. But I don't know if that's going to fly or not for the sponsor, and that's for the sponsor and the FDA to figure out.

But from a public health perspective, I actually think age is going to be more operative than indication. This is just a hunch. I don't have a lot of data to support it, other

than that 91% of adverse events occurred among people who were over sixty-five. But I just wonder whether age isn't going to be the more important mediator of the

overall risk-benefit balance, and age is also much easier for prescribers and patients to get and for the label to communicate than is indication. That is, it's much clearer

for a product to labeled among the non-elderly and therefore for it to be largely restricted to the non-elderly, than it is for a product to be labeled for population based on

a specific indication. In other words, there's much more off-label use as a function of indication rather than age.

So I wonder about a label for non-elderly with moderate to severe nocturia. I don't disagree with the idea of [indicating only patients who have] three or more episodes,

although that again, is for the FDA and the sponsor to work out. Or for the non-elderly with moderate to severe nocturnal polyuria.

Meeting April 25, 2016: US FDA Advisory Committee Votes Narrowly Against Accelerated Approval and Against Full Approval of Sarepta's Eteplirsen for Duchenne

Muscular Dystrophy (PCNS)

2. Has the Applicant provided substantial evidence from adequate and well controlled studies that eteplirsen induces production of dystrophin to a level that is

reasonably likely to predict clinical benefit?

Vote: No

Comment: I voted no, and I had concerns about the techniques, whereby dystrophin was measured, the relatively modest, or very modest absolute amounts of

dystrophin produced, as well as the absence of more scientifically rigorous selection and management of controls to allow for what I felt would be comparisons that

would lead me to be more confident.

4. Were decisions to administer the 6-minute walk test (vs. conclusions that the patient could no longer walk) sufficiently objective and free of bias and subjective

decision-making by patients, their caregivers, and/or health care professionals to allow for a valid comparison between patients in Study 201/202 and an external

control group?
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Vote: No

Comment: I voted no. I had concerns primarily about the ... well concerns about the potential ways that the controls may not have been exchangeable, comparable with

the treated patients, and these can be very subtle, and really the impact of this is unknowable at this point. It's not so much that I'm convinced that they're different, it’s

that it’s unknowable the magnitude of difference that may have been present. That was my primary concern.

5. What is the impact of the North Star Ambulatory Assessment results on the persuasiveness of the findings in Study 201/202?

a. Strengthen

b. Weaken

c. No effect

Vote: c

Comment: I felt that it weakened the evidence that was presented, primarily because the NCAA, as I understand it, assesses, is comprised of many more measures

than a single dimensionality, and so I guess that leads me to feel a little bit more confident in it as an overall assessment. There was also a difference at baseline, which

I guess raised concerns for me about the comparability of the 2 groups at baseline, but the trajectories, the trend lines are virtually indistinguishable, and the confidence

intervals overlap. So for me, I think I would have been more convinced about the evidence in 201 and 202, even though those studies, the primary end points, as I

understood them, were not achieved, I would have been more confident about the longer term follow-up data that was presented in the open label, had the NSSA,

NSAA been more compelling.

6. What is the impact of the other tests of physical performance (e.g., rise time, 10-meter run/walk) on the persuasiveness of findings in Study 201/202?

a. Strengthen

b. Weaken

c. No effect

Vote: c

Comment: I felt that they weakened the results or conclusions one reaches about studies 201 and 202, primarily because I think in this type of setting where there are

questions about the adequacy of the historical controls and the amount of dystrophin produced, the adequacy of the historical controls and the relationship between the

dystrophin production and the outcomes assessed, I would have liked to have seen more convincing evidence of the effect of the study drug on these outcomes, and I

think, in particular, looking at the experience pf individuals over time by age influenced me to feel that these weakened the findings.

7. Do the clinical results of the single historically-controlled study (Study 201/202) provide substantial evidence (i.e., evidence from adequate and well-controlled studies

or evidence from a single highly persuasive adequate and well-controlled study that is accompanied by independent findings that substantiate efficacy) that eteplirsen is

effective for the treatment of DMD?

Vote: No

Comment: I voted no. I just felt that this wasn't a well-controlled study and that the way the controls were selected and analyzed didn't meet threshold that I would

consider to be adequate and well-controlled. We heard criteria for what constitutes a well-controlled study, and even if that study was well controlled, I have concerns

regarding the conclusions reached about the efficacy of eteplirsen.

Meeting December 10, 2015: US FDA Advisory Committees Support New Restrictions on the Pediatric Use of Codeine (PADAC/DSRM)

3. Based upon the discussion of the available safety data with codeine, should the current contraindication for codeine (for pain management in the post tonsillectomy

and adenoidectomy setting) be expanded to a contraindication for codeine use for any pain management in children?

As per 21 CFR 201.57c(5), a drug should be contraindicated only in those clinical situations for which the risk from use clearly outweighs any possible therapeutic

benefit. Only known hazards, and not theoretical possibilities, can be the basis for a contraindication.

a. Yes – contraindicate for any pain management in children younger than 6 years of age

b. Yes – contraindicate for any pain management in children younger than 12 years of age

c. Yes – contraindicate for any pain management in children younger than 18 years of age

d. No – no change to current contraindication

Vote: c

Comment: No comment.

4. Based upon the discussion of the available safety data with codeine, should codeine be contraindicated for the treatment of cough in children?

As per 21 CFR 201.57c(5), a drug should be contraindicated only in those clinical situations for which the risk from use clearly outweighs any possible therapeutic

benefit.

Only known hazards, and not theoretical possibilities, can be the basis for a contraindication.

a. Yes – contraindicate for cough in children younger than 6 years of age

b. Yes – contraindicate for cough in children younger than 12 years of age

c. Yes – contraindicate for cough in children younger than 18 years of age

d. No – no change to current contraindication

Vote: b

Comment: I voted b. Actually I was pressing B and C, rapid alternating movement, so that's a reflection of my sitting on the fence. Yeah. I guess I just am a little more

ambivalent. It's just maybe a gut ambivalence about it and, and I don't think there's anything specifically in the data that I saw. I guess I just, I feel like there are … I

guess I'm more convinced about the lack of utility for pain relative ... That there's a clear, unfavorable risk benefit balance for pain. In my mind it's an easier call that for

some patients for cough, such that I'm comfortable I think with the idea that for 12-18 year olds, it would not be contraindicated.

5. Based upon the discussion of the available safety data with codeine, should codeine be removed from the FDA monograph for over the counter (21CFR341.1;

21CFR341.90) use for the treatment of cough in children?

a. Yes – remove codeine from the monograph in children younger than 6 years of age

b. Yes – remove codeine from the monograph in children younger than 12 years of age

c. Yes – remove codeine from the monograph in children younger than 18 years of age

d. No – no change to the current monograph for codeine

Vote: b

Comment: No comment.

Meeting November 24, 2015: US FDA Advisory Committee Gives Input on BioMarin's Drisapersen for Duchenne Muscular Dystrophy (PCNS)
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2. What overall impact do the issues discussed in question #1 have on the persuasiveness of Study 1?

a. Strengthen

b. Weaken

c. No effect

Vote: b-weaken

Comment: Primarily for the reason stated regarding the absence of similar efficacy despite similar plasma concentrations and also the absence of consistent and robust

secondary endpoints.

4. What overall impact do the issues discussed in question #2 have on the persuasiveness of Study 2?

a. Strengthen

b. Weaken

c. No effect

Vote: b-weaken

Comment: I don't know that it changed my feelings about the persuasiveness tremendously. I'm comfortable that the 3mg/kg dose may not suffice. I think I just weighed

a little bit more highly, perhaps than some, the fact that a single data point could be so influential. I also just would have liked to have seen the secondary endpoints

more consistently support the primary outcome, and the fact that some statistically favored placebo also threw me off a bit.

6. What is the impact of Study 3 results on the persuasiveness of findings in Study 1 and Study 2?

b. Weaken

c. No effect

Vote: b-weaken

Comment: It couldn't help but diminish my conviction about the findings in studies 1 and 2, and a number of post-hoc analyses were potential explanations, such as the

more advanced disease or inadequate treatment duration, or the various expertise of different centers in different countries, or a lack of a loading dose. In seeing

additional analyses that were done to explore whether those were likely to account for the findings, I wasn’t convinced, so it did decrease my belief about the

persuasiveness of the first 2 studies.

8. What is the impact of the dystrophin results on the interpretation of the clinical results?

a. Strengthen

b. Weaken

c. No effect

Vote: b-weaken

Comment: I'm just trying to figure out where it is, you know, if there is the belief that the drug acts through increasing dystrophin, and the sponsor believes this is the

case, I would have expected a more discernible increase following exposure to the study drug. I guess I would hang my hat more on dystrophin more than LDH and CK

for some of the reasons, I'm not sure we got into all of the details of, but I think that it is certainly a more direct measure of the effect of the product. And we saw in

some of the briefing materials, some inclusion of LDH and CK as supportive evidence, when in fact you know, you could tell through different mechanisms, one could

hypothesize an increase or decrease in those levels, and I thought dystrophin would be much more conclusive to see changes in it's production and identification in the

tissues of interest.

Meeting June 4, 2015: US FDA Advisory Committee Supports Sprout Pharmaceuticals' Addyi (Flibanserin) for Hypoactive Sexual Desire Disorder, but with Added

Measures to Mitigate Risk (BRUDAC/DSRM) (temporary member - Bone, Reproductive, and Urologic Drugs Advisory Committee - Drug Safety and Risk Management

Advisory Committee (BRUDAC/DSRM))

4. Is the overall benefit/risk profile of flibanserin acceptable to support approval for hypoactive sexual desire disorder (HSDD) in premenopausal women?

A. Yes, with labeling alone to manage the risks

B. Yes, but only if certain risk management options beyond labeling are implemented

C. No

Vote: C

Comment: I voted no, and I just want to say it’s possible that this product has an untenable risk-benefit profile, so while I will suggest some additional studies, you know,

it is possible that no additional studies are going to suffice, according to some people's thresholds. I would like to see a dedicated alcohol study in women. I'd really like

to see a pragmatic clinical trial, frankly, that reflects, that better reflects real world populations, though admittedly this is a bit at odds with the FDA's recommendations a

year or two ago to essentially stack the deck in favor of the product by studying it among a more selective population where efficacy is more likely to be demonstrated. I

have some concerns that people don't appreciate the difficulty of limiting products use to the approved indications and that people may also be vesting more confidence

in the REMS program to do so than has been demonstrated to be the case.

If it was approved tomorrow, I think alcohol should be contraindicated, so I guess I've thought a little further about that since an hour or two ago. A variety of DDI's

(drug-drug interactions) should go prominently on the product's label, that is drug interactions. I don't know about limiting DTCA (direct to consumer advertising) during

the product's early market debut. I mean, I would be in favor of that, but I don't know if there's regulatory precedent for that, and I do think an ETASU should be

implemented with restricted circulation, if it were to be approved tomorrow.

Meeting November 13, 2013: US FDA's Advisory Committee Supports LEMTRADA (Alemtuzumab) by Genzyme for Second-Line Treatment of Multiple Sclerosis

Despite Lack of Control in Trial (PCNS)

Adequate and well-controlled studies include the following characteristics: a design that permits a valid comparison with a control to provide a quantitative assessment

of drug effect, adequate measures are taken to minimize bias on the part of the subjects, observers, and analysts of the data, methods of assessment of subjects'

response are well-defined and reliable, an analysis of the results of the study adequate to assess the effects of the drug, and an adequate and well-controlled study is

capable of distinguishing the effect of a drug from other influences, such as spontaneous change in the course of the disease, placebo effect, or biased observation.

Are trials 323 and 324 adequate and well-controlled?

Vote: No

Comment: I wasn’t totally clear on some of the scientific rationale for some of the decisions that were made within the protocol.   

Has the applicant provided substantial evidence of effectiveness of alemtuzumab for the treatment of patients with relapsing forms of multiple sclerosis?

a. Yes

b. No, because studies are not adequate and well-controlled
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c. No, because there is not substantial evidence of effectiveness

Vote: B

Comment: I’m kind of puzzled. I didn’t think one could have voted no on this question and yes on the last question. There is not adequate evidence of adequate and

controlled studies, and I couldn’t think that there was evidence of effectiveness.

Has the applicant provided substantial evidence that alemtuzumab has a beneficial effect on disability?

Vote: No

Comment: No Comment

In the context of the purported benefits of alemtuzumab, do the safety concerns preclude approval?

Vote: No

Comment: This is at the edge of my comfort zone, and I would imagine perhaps at the edge of regulators as well, this would need an impressive ETASU and REMS

program if it was approved. I’m uncomfortable with an absence of irreversibility and more or less you’re getting a one-year dose in one shot. But I too could imagine a

well-informed patient and clinician making a reasonable decision that the risks are outweighed by the purported benefits that we already discussed in other questions. I

would have liked more discussion about similar drugs with analogous serious adverse event profiles, and how those were managed. But that’s for another conversation.

If the available data support approval, should alemtuzumab be indicated as a first-line therapy?

Vote: No

Comment: I’m not a neurologist, but we did hear there were many other therapies available, and I was concerned about some characteristics of the safety profile of the

drug. The labeling ultimately has to be reflective of the population and the evidentiary standards of the pivotal trials. But with that said, I would not suggest that this be

labeled as a first-line treatment.

Meeting July 23, 2013 (AM): US FDA's Advisory Committee Nearly Unanimously Does Not Support AbbVie’s Humira for Non-radiographic Axial Spondyloarthritis

(AAC) (Arthritis Advisory Committee (AAC))

Overall, do the data provide substantial evidence that adalimumab provides a clinically meaningful beneficial effect in the treatment of active non-radiographic axial

spondyloarthritis in adults with objective signs of inflammation by elevated CRP or MRI, who have had inadequate response or are intolerant to nonsteroidal

anti-inflammatory drugs?

a. If no, what additional data are necessary?

Vote: No

Comment: He echos what has been said, particularly the need for a longer placebo-controlled period. He suggests a trial with multiple arms.  

Is the safety profile of adalimumab adequate to support approval of adalimumab for the treatment of active non-radiographic axial spondyloarthritis in adults with

objective signs of inflammation by elevated CRP or MRI, who have had inadequate response or are intolerant to nonsteroidal anti-inflammatory drugs?

b. If no, what additional data are necessary?

Vote: No

Comment: But similar to Dr. Miller, he was probably answering the next question in addressing the overall risk-benefit balance that he perceived.

Does the Committee recommend approval of adalimumab for the proposed indication of active non-radiographic axial spondyloarthritis in adults with objective signs of

inflammation by elevated CRP or MRI, who have had inadequate response or are intolerant to nonsteroidal anti-inflammatory drugs?

c. If no, what additional data are necessary?

Vote: No

Comment: He didn’t feel the trial suffices or fulfills the CFR criteria for reasons that have been stated. 

Meeting July 23, 2013: US FDA Advisory Committee Narrowly Recommends Approval for Cimzia by UCB for Axial Spondyloarthritis (AAC) (Arthritis Advisory

Committee (AAC))

Q3 Overall, do the data provide substantial evidence that certolizumab provides a clinically meaningful beneficial effect in the treatment of active axial spondyloarthritis,

including patients with ankylosing spondylitis?

Vote: Yes

Comment: I think we saw for just about every endpoint examined, there was evidence of efficacy, primary and secondary, and a priori and posthoc, so I don’t think the

primary question here is efficacy. I was reassured by the subgroup analyses of the radiographically negative population, there was still substantial difference. Having

said that, I would be more reassured with an adequately powered, prospective trial that was limited to the radiographically negative population, based on central

readings.

Q4 Is the safety profile of certolizumab adequate to support approval of certolizumab for the treatment of active axial spondyloarthritis, including patients with

ankylosing spondylitis?

Vote: No

Comment: I voted No, but agree with Dr. Katz

Q5 Does the Committee recommend approval of certolizumab for the proposed indication of active axial spondyloarthritis, including patients with ankylosing

spondylitis?

Vote: No

Comment: I voted No, but I thought, with a more restrictive indication, I would likely be comfortable with its approval. I think gathering more data is one avenue, and I’d

like to see more data, but another alternative is approval with a much more restrictive indication. My primary concern is with individuals getting this therapy that have

inflammatory low back pain, but don’t fulfill the formal criteria that were used to get into the study. I also think there are some interesting questions regarding how long

therapy should be continued, particularly among radiographically negative subjects, and I don’t think we have any clue about that. I also think it would be helpful to

know more about the long-term natural history of axialSpA as defined by the ASAS criteria, and presumably we’ll get more information about that over time.

Meeting October 18, 2012: US FDA's Advisory Committee Supports Genzyme’s Mipomersen for Genetic Cholesterol Disorder (EMDAC) (Endocrinologic and

Metabolic Drugs Advisory Committee (EMDAC))

Based on the information included in the briefing materials and presented today, has the applicant provided sufficient efficacy and safety data to support marketing of

mipomersen for the treatment of homozygous familial hypercholesterolemia?

Vote: No
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Comment: At a population level, which is what these decisions have to be based on, I don't think the benefits outweigh the risks. I just want to briefly comment on

heterogeneity of treatment effects and say that I know there's tremendous allure and a lot of emphasis has been made on the variability of response. But, if you look at

most meetings where pharmacotherapy decisions are made, that they're empirically based. So, for me, this heterogeneity is neither a reason to recommend approval

now, nor to recommend against approval. We've seen modest or moderate reductions in LDL, 20 percent, exclusion of subjects with apheresis. Twenty percent, by the

way, is 400 to 310 or so, or 250 to 200. I would just echo the safety concerns that have been mentioned, very high discontinuation rates. In fact, one would expect in

real-world settings that these rates will be even higher because the subjects are not likely to have as severe a disease as they have in this open-label extension study.

I'm concerned about the potential hepatic steatosis, the pre-clinical signals for inflammatory and immunologic sequelae. There was a greater rate of SAEs, greater

cardiovascular risk both at the system organ class level as well as SAES, among what someone has already mentioned is a population with a very high baseline risk. I

also think it's worth noting that whether or not the use of this is restricted to this high-risk population is an unknowable question now, though empirically testable if the

right data is collected after, if and when it would be approved.  It’s important to emphasize that many drugs pass through this process with the ODA, or Orphan Drug

Act, or otherwise, that are used much, much more broadly than among the labeled1 indication. In fact, if there was a REMS strategy that reassured me that it was only

patients with a history of homozygous FH that were to receive this therapy, I may very well have voted that it be improved. I do think the REMS could be strengthened

through the two types of ETASUs that were discussed but aren't utilized here, a requirement for monitoring or enrollment in a registry. For additional data, I'd just echo

what's been said, longer-term utilization information, inclusion of cardiovascular or more proximal cardiovascular surrogates, more detailed information about liver-

related toxicities, and also not to rule out the potential for subjects to be on apheresis.

Meeting October 17, 2012: US FDA’s Advisory Committee Supports Aegerion’s Lomitapide for Genetic Cholesterol Disorder (EMDAC) (Endocrinologic and Metabolic

Drugs Advisory Committee (EMDAC))

Based on the information included in the briefing materials and presented today, has the applicant provided sufficient efficacy and safety data to support marketing of

lomitapide for the treatment of homozygous familial hypercholesterolemia?

Vote: Yes

Comment: This has been a very thoughtful and helpful review of a variety of very complex issues. This is a first-in-class therapy. The disease that is the homozygotes

are affected by a rare but very serious disease. Many patients remain with unacceptably high LDLs after alternative treatments, and that the use of LDL in this setting is

an acceptable surrogate for approval.  The elephant in the room is how this will be used in the real world. Historically, phase 4 commitments have often not been

fulfilled, nor have many of them been binding. The REMS is vital. The more that the REMS can include information that will be useful data to address the concerns

raised today, the better. It’s vital that this extends far beyond docs enrolled or patients receiving therapy and the like. The ability to collect that information through the

REMS and then iteratively use it to continue to refine and improve the risk management plan with the sponsor will be vital for this therapy's safe use.

Meeting August 11, 2010: US FDA Advisory Committee Unanimously Supports Valeant’s POTIGA for Seizures (PCNS) (Peripheral and Central Nervous System

Drugs Advisory Committee (PCNS))

1. Substantial evidence of effectiveness consists of data from adequate and well-controlled clinical trials (“trials” usually interpreted as more than one). Has Valeant

provided substantial evidence of the effectiveness for ezogabine as adjunctive treatment in partial onset seizures?

Vote: Yes

Comment: No comments.

2. Urinary retention appears to be a significant safety issue for ezogabine. Do you believe that urinary retention can be mitigated by patient monitoring?

Vote: Yes

Comment: I voted yes, but I do think that the AUA screening is -- if it's used in clinical trials, that would represent the best case scenario, I think, in terms of its predictive

abilities. So I'm skeptical that that should be included as part of the recommendation for standard approach for this particular issue for neurologists. I think vigilance will

be crucial on both patient and physician parts. And also, there are particular subpopulations that we'll discuss in item 6.

4. Should monitoring also be instituted for infection and urolithiasis?

Vote: No

Comment: No comments.

DISCLAIMER: The information in this document is for informational purposes only. Tarius A/S assumes no liability for any inaccurate or incomplete information, or for

any actions taken in reliance thereon. © Tarius A/S. All rights reserved.
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