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i 

CORPORATE DISCLOSURE STATEMENT 

Pursuant to Federal Rule of Appellate Procedure 26.1 and Circuit Rule 26.1, 

the undersigned counsel of record certifies that amicus curiae Vapor Technology 

Association is a 501(c)(6) non-profit membership organization representing 

manufacturers, wholesalers, distributors, retailers, and entrepreneurs who have 

developed quality vapor products that has no parent corporation and that no publicly 

held corporation owns 10 percent or more of the stock of Petitioner.  

 

     /s/ Eric N. Heyer    
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CERTIFICATE OF PARTIES, RULINGS, AND RELATED CASES 

PURSUANT TO CIRCUIT RULE 28 

 A.  Parties and Amici 

All Parties appear in Petitioner’s Emergency Motion for Stay Pending 

Review. Proposed amici 38 National and State Electronic Nicotine Delivery System 

Product Advocacy Associations, the National Association of Convenience Stores, 

and a group of individual public health academics and professionals have filed 

motions for leave to file an amicus curiae brief in support to Petitioners. Amicus 

Vapor Technology Association is not aware of any other parties or amici. 

B. Ruling Under Review 

Petitioner’s Emergency Motion for Stay Pending Review accurately 

references the ruling under review. 

C. Related Cases 

An accurate statement regarding related cases appears in Petitioner’s 

Emergency Motion for Stay Pending Review. While amicus Vapor Technology 

Association’s brief references herein multiple other cases involving appeals of FDA 

marketing denial orders for electronic nicotine delivery system products, amicus is 

not aware of additional related cases involving exactly the same issues as presented 

in this petition. 

 

      /s/ Eric N. Heyer 
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INTEREST OF THE AMICUS CURIAE 

 Amicus Curiae1 is the Vapor Technology Association (“VTA”), a national 

trade organization representing manufacturers, distributors, and retailers of quality 

nicotine vapor products. VTA has consistently advocated for rational regulation to 

ensure adult access to vapor products while preventing youth access and appeal. 

Amicus seeks to contextualize the marketing denial order (“MDO”) issued to JUUL 

by providing the Court information about FDA’s inconsistent and opaque Pre-

Market Tobacco Application (“PMTA”) review process and recent litigation in other 

circuits arising from other MDOs. 

INTRODUCTION 

FDA has engaged in a pattern of denying many ENDS PMTAs based on 

selective, shifting, and new criteria in a manner inconsistent with the agency’s 

regulations and guidance, but which satisfies the very public demands made of the 

agency by members of Congress and well-funded pressure groups. In so doing, the 

agency is depriving millions of adult smokers access to vaping products that FDA 

itself publicly acknowledges generally present far fewer physiological health risks 

than toxic and deadly cigarettes and which smokers are successfully using to 

permanently quit smoking. FDA has ignored evidence in those applications 

demonstrating the public health benefits of ENDS products to adult smokers that 

 
1 Amicus represents that no party’s counsel authored this brief and neither the parties 

nor counsel contributed money intended to fund preparing or submitting this brief. 
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outweigh the risks to youth. FDA’s practice of overlooking or ignoring contradictory 

evidence while focusing on the seeming lack of one particular piece of evidence to 

the exclusion of all else has pervaded the agency’s review of ENDS PMTAs. By all 

appearances, FDA’s MDO issued to Juul Labs, Inc. (“JLI”) based on the alleged 

absence of data that was actually present is another instance of this practice.  

ARGUMENT 

I. Background on FDA’s PMTA Review Process  

A. The PMTA Process and FDA’s Instructions to Manufacturers 

All manufacturers of ENDS products must file PMTAs to remain on the 

market. See 81 Fed. Reg. at 28,990-97; 21 U.S.C. § 387j. In June 2019, FDA 

published final guidance on the recommended contents for PMTAs for ENDS 

products. FDA, Guidance for Industry, Premarket Tobacco Applications for 

Electronic Nicotine Delivery Systems (June 2019), https://bit.ly/3AcHYQj. FDA 

stated: “Given the relatively new entrance of ENDS on the U.S. market . . . limited 

data may exist from scientific studies and analysis . . . . Nonetheless, in general, FDA 

does not expect that applicants will need to conduct long-term studies to support an 

application.” Id. at 12-13.  

Following VTA’s filing of a lawsuit challenging the lack of a regulation 

governing the contents of PMTAs, in September 2019, FDA issued such a proposed 

rule, reiterating that the agency did “not expect that long-term clinical studies (i.e., 
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those lasting approximately 6 months or longer) [would] need to be conducted for 

each PMTA.” 84 Fed. Reg. 50566, 50619.   

B. FDA’s Internal and Undisclosed Change to the Standard for 

Review of PMTAs for Flavored ENDS Products 

All PMTAs needed to be submitted to FDA on or before September 9, 2020. 

On June 11, 2021, FDA held a public meeting during which it disclosed its PMTA 

review process. FDA explained that PMTAs of the “manufacturers with the largest 

market share,” including JLI, were prioritized in “a separate queue” so that decisions 

could be made by September 9, 2021, since these decisions would have the “greatest 

public health impact” given their ubiquitous presence in the market. FDA, Deemed 

Product Review: A Conversation with the Office of Science (June 11, 2021), 

https://bit.ly/3OCqgxt. FDA also disclosed that it had “randomized” the review of 

all other PMTAs and that those reviews would continue beyond September 9, 2021. 

Id. 

Less than one month later,  FDA’s Office of Science (“OS”) issued an internal 

memorandum completely reversing its publicly stated process and priorities. OS was 

to prioritize the previously “randomized” review of small manufacturer PMTAs and 

implement a new “fatal flaw” analysis for those PMTAs, imposing a new 

prerequisite of long-term product-specific studies for flavored ENDS products 

which FDA had previously acknowledged was not required. Responsibility for this 

reversal of process and new “standard for evidence” was placed with the then-Acting 
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Commissioner: “Office of Science has been tasked with developing a new plan to 

effectively manage the remaining non-tobacco flavored ENDS PMTAs,” and “[t]his 

task has been assigned by the acting commissioner” to enable FDA to take “final 

action on as many [flavored ENDS] applications as possible by September 10, 

2021.” AA1-2.  

Rather than review an entire PMTA, FDA would “conduct a Fatal Flaw 

review . . . a simple review in which the reviewer examines the submission to 

identify whether or not it contains the necessary type of studies.” AA2. The “fatal 

flaw” for flavored ENDS products would be the absence of randomized controlled 

trials (“RCTs”) or longitudinal cohort studies showing that the applicant’s product 

is more effective at promoting smoking cessation relative to tobacco-flavored ENDS 

products—the very types of long-term cessation studies the agency had previously 

stated were unnecessary. See AA1.2 Any application lacking this evidence would 

“likely receive a [MDO].” AA2.3  

 
2 See also AA46 (May 8, 2020 FDA letter to ENDS manufacturer stating that 

“[c]urrently, FDA does not have specific requirements for evaluating comparator 

products in a PMTA”). 

 
3 FDA’s counsel described FDA’s “fatal flaw” review process as one where the lack 

of comparative efficacy evidence provided a “dispositive basis” to deny the 

applications and “end[] the analysis” without further review. See Oral Argument 

Recording, Prohibition Juice Co. v. FDA, Case No. 21-1201, at 46:40 – 48:21 (D.C. 

Cir. Apr. 21, 2022), https://tinyurl.com/2fmm9het. 
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This change came just two weeks after then-Acting Commissioner Janet 

Woodcock testified before Congress and encountered substantial political pressure 

to ignore FDA’s prior representations to applicants and obligation to conduct 

individualized reviews of PMTAs, to deny all PMTAs for flavored ENDS products, 

and to deny JLI’s PMTAs. See PA.767-803. 

C. FDA’s Issuance of Marketing Denial Orders and Subsequent 

Litigation 

Between August 26, 2021, and September 14, 2021, FDA issued a series of 

press releases announcing it had denied PMTAs for nearly one million flavored 

ENDS products and suggested for the first time that marketing of flavored ENDS 

products would be authorized only if PMTAs included particular studies showing 

that an applicant’s flavored ENDS products were more effective at promoting 

smoking cessation than the applicant’s comparable tobacco-flavored ENDS 

products. See FDA, Press Release, FDA Denies Marketing Applications for About 

55,000 Flavored E-Cigarette Products for Failing to Provide Evidence They 

Appropriately Protect Public Health (Aug. 26, 2021), https://bit.ly/32ehP8C; FDA, 

Press Release, FDA Makes Significant Progress in Science-Based Public Health 

Application for Review, Taking Action on Over 90% of More than 6.5 Million 

‘Deemed’ New Tobacco Products Submitted (Sept. 9, 2021), https://bit.ly/33Av9oz. 

The mass denials by FDA, identical in rationale, expressly stated that once FDA 

determined that long term studies were absent, FDA refused to review any of the 
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myriad components of the applications, including any of the science submitted. 

AA35.   

On September 14, 2021, VTA wrote to FDA to express concerns regarding 

the dramatic change in process and substantive requirements, explaining that the 

imposition of a retroactive prerequisite for long-term studies one year after the 

application deadline passed raised serious questions. VTA noted the following:  

[T]he only thing that has changed recently . . . is the cacophony from 

Congress and special interest groups who have made it their mission to 

harangue the FDA publicly at hastily called hearings with an expressly 

stated intent to interfere with FDA’s regulatory process . . . demanding 

that FDA ignore the science altogether by banning all flavors outright 

or by rejecting certain PMTAs regardless of the science submitted with 

that PMTA. 

AA21. 

There are approximately forty pending federal appeals challenging FDA’s 

denials in various circuits, including this Circuit. This has led to FDA and the circuit 

courts rescinding or staying multiple MDOs because FDA both overlooked relevant 

evidence or intentionally refused to review entire PMTAs.   

 D. FDA’s Final PMTA Rule 

FDA published its final PMTA rule on October 4, 2021. 86 Fed. Reg. 55300 

(“Final Rule”). The Final Rule declined “to create a series of criteria that either all 

products or a specific subset of products must meet in order for marketing of such 

products to be considered [appropriate for the protection of public health].” 86 Fed. 

Reg. at 55386. Instead, the Final Rule stated that appropriateness for protection of 
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the public health involves a “complex determination,” id. at 55335, for which FDA 

“considers many factors,” id. at 55314, and FDA does not make a “determination on 

one static set of requirements,” id. at 55385. FDA stressed that the determination of 

appropriateness for the protection of public health “requires a balancing” of risks 

and benefits, id. at 55384. FDA stated that this determination would be “based on all 

of the contents of the application,” id. at 55320, and “will be made with respect to . 

. . the population as a whole, rather than whether a product meets each item in a 

series of specific criteria” id. at 55386.  

II. FDA’s Denial of JLI’s PMTA Mimics FDA’s Failure to Conduct Holistic 

Reviews of Other PMTAs 

 This is not the first time that FDA claimed the absence of one subset of data 

as justification for denying PMTAs without a full review. In denying JLI’s PMTAs, 

FDA relied on the absence of a specific subset of toxicological data to justify its 

denial but failed to conduct a holistic review. As noted above, FDA’s “fatal flaw” 

standard was used to deny PMTAs covering millions of products and to absolve the 

agency from its responsibility to review and assess the entire application. Under no 

circumstances could FDA’s approach in either scenario be considered the holistic 

review required by law and FDA’s own regulations. 

The Fifth, Seventh, and Eleventh Circuits have all stayed MDOs largely based 

on arguments that FDA failed to consider all the evidence submitted, instead 

focusing exclusively on the absence of one particular piece of evidence. See Wages 
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& White Lion Invs., LLC v. FDA, 16 F.4th 1130 (5th Cir. 2021); Gripum, LLC v. 

FDA, No. 21-2840, 2021 U.S. App. LEXIS 40247 (7th Cir. Nov. 4, 2021); Bidi 

Vapor v. FDA, No. 21-13340,2022 U.S. App. LEXIS 2951 (11th Cir. Feb. 1, 2022). 

For example, in Wages & White Lion, the Fifth Circuit focused on FDA’s failure to 

consider the applicant’s marketing plan “for the sake of efficiency” because the 

applicant did not have RCTs even though FDA had called marketing plans a “critical 

factor in [] FDA’s statutorily required determination.” 16 F.4th 1130, 1136-1139. 

There, as with JLI’s MDO, once FDA decided that the apparent lack of one particular 

piece of evidence doomed the applicant’s PMTA, it decided it could ignore other 

evidence previously identified as “critical.” Id. In staying the MDO, the Fifth Circuit 

rejected FDA’s “efficiency” justification for ignoring the marketing plan as 

“insufficient.” Id. at 1137.  

FDA has also previously overlooked critical scientific information in issuing 

MDOs for ENDS products. JLI states that it presented the allegedly absent 

toxicological information in its PMTA. JLI Mtn. at 2-3, 16-18. Previously, in its 

implementation of its “fatal flaw” review for flavored products, FDA issued MDOs 

to several companies for failing to submit evidence that the applicants had in fact 

included in their applications. In at least four cases, FDA rescinded or stayed MDOs 

it had issued for the supposedly absent comparative efficacy studies. In one case, 

FDA was forced to acknowledge that “[u]pon further review of the administrative 
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record, FDA found relevant information that was not adequately assessed.” See 

Turning Point Brands, Inc. v. FDA, No. 21-855 (6th Cir. Oct. 8, 2021) (ECF No. 19 

at 9).  

 In three cases, it was only after litigation began that FDA conducted a 

comprehensive review of the PMTAs and realized that the applicants did in fact 

present the information FDA had claimed was absent. In another case, FDA entered 

an administrative stay and agreed to hold the litigation in abeyance pending further 

review of the applicant’s PMTA after the applicant stressed that the application 

contained many of the same studies and evidence as other applicants whose PMTAs 

had been rescinded. See My Vape Order, Inc. v. FDA, No. 21-71302 (9th Cir. Dec. 

30, 2021) (ECF No. 45). 

 Like the applicants whose MDOs were rescinded, JLI’s MDO appears to stem 

from FDA claiming that JLI did not include data on a specific point when, in reality, 

JLI submitted 6,000 pages of data on the issue. And, like the cases involving judicial 

stays, FDA appears to have decided that the alleged lack of data on one point allows 

it to ignore other relevant evidence of potential public health benefits in JLI’s 

PMTA. As with the stayed cases, FDA cannot simply ignore 119,000 pages of data 

and analysis submitted by JLI demonstrating the public-health benefits of its ENDS 

products merely because the agency failed to properly review the other 6,000 pages 

of aerosol data. JLI Mtn. at 1-2.  
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FDA’s abdication of its obligation to review all the science and base its 

determination on “all of the contents” of JLI’s PMTA is not a “harmless error,” 

particularly if the MDO resulted from the “collective[]” alleged issues in JLI’s 

PMTA and not any single alleged deficiency. See JLI Mtn. at 18; Shinseki v. Sanders, 

556 U.S. 396, 410 (2009) (establishing prejudice from agency error is not a 

“particularly onerous requirement”); Northwest Res. Info. Ctr., Inc. v. Northwest 

Power and Conservation Council, 730 F.3d 1008, 1021 (9th Cir. 2013) (agency error 

is harmless only when it “clearly had no bearing on the procedure used or the 

substance of [the] decision reached”). 

Finally, this is not the first time that FDA has issued major MDOs so close in 

time to dramatic and direct public pressure from members of Congress. The facts 

articulated in JLI’s motion closely mirror the facts immediately preceding the FDA’s 

sudden re-prioritization of its PMTA review process and adoption of its new, secret 

“fatal flaw” review standard for flavored ENDS products, with the only intervening 

circumstances being public pressure. JLI’s complaint in this regard is not new, as 

evidenced from VTA’s letter to FDA. AA21. Had the Office of Science been allowed 

to conduct full reviews without interference, VTA believes FDA would have reached 

different conclusions on marketing orders.  
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III. A Stay is Warranted Given FDA’s Prior Actions and Treatment of JLI 

 A stay is also warranted as the balance of harms and public interest support 

JLI. FDA cannot credibly argue that there is an immediate and imperative need to 

remove JLI’s products from the market now, rather than after this Court reviews 

FDA’s action. FDA took nearly two years to review JLI’s PMTA, and during that 

time allowed JLI’s products to remain on the market. The lack of urgency for 

reviewing JLI’s PMTA and removing its products from the market as a result of an 

MDO is reinforced by FDA’s decision in July 2021 to completely reprioritize small 

manufacturer applications, rather than fulfill the promises it made in June 2021 to 

prioritize decisions on JLI’s and the other large manufacturer’s applications first.  

Furthermore, over the two years that FDA reviewed JLI’s application, youth 

use of ENDS products dropped substantially—despite JLI’s continued presence on 

the market. The 2020 National Youth Tobacco Survey (“NYTS”) showed that 

current use among high school-aged youth dropped from 27.5% to 19.6%, with 

another drop to 11.3% reported in the 2021 NYTS. See AA13-15; AA16-18.  

With FDA showing no urgency in reviewing JLI’s application and articulating 

that there are no immediate concerns regarding the toxicity of JLI’s products, the 

balance of harms and the public interest support JLI.       

CONCLUSION 

 The Court should grant Petitioner Juul Labs, Inc.’s motion for a stay.  
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Memorandum 
 

 

To:  File  

From:  Anne Radway, M.S. 

Associate Director 

Division of Regulatory Project Management 

Office of Science  

Through: Matthew Holman, Ph.D. 

Director  

Office of Science 

Subject: ENDS Containing Non-Tobacco Flavored E-Liquid: Approach to PMTAs 1 not in 

Substantive Scientific Review (Phase III) 

 

Background 

As of September 9, 2020, FDA commenced review of premarket applications for electronic nicotine 

delivery systems (ENDS) products on the market as of August 8, 2016; applicants were required by a 

court order to submit applications to FDA by this date.  The majority of these applications are for 

non-tobacco flavored ENDS products. 2  To date, OS has implemented its plan to review a subset of these 

applications in this first year: the PMTAs selected for review were identified using a plan described in 

the Premarket Application Review Prioritization Plan memorandum 3, signed August 31, 2020.  Office of 

Science has been tasked with developing a new plan to effectively manage the remaining non-tobacco 

flavored ENDS PMTAs not in Phase III, substantive scientific review.  This task has been assigned by the 

Acting Commissioner given the likely impact on the marketplace on September 10, 2021 (the end of the 

enforcement discretion period for deemed tobacco products) and in order to take final action on as 

many applications as possible by September 10, 2021.  The objective is to address these applications by 

applying a standard for evidence necessary to demonstrate an incremental benefit to adult smokers of 

non-tobacco flavored ENDS products. 

 

Discussion 

As described in Section 910 of the FD&C Act, to receive marketing authorization under the PMTA 

pathway, FDA must conclude that the marketing of the product is appropriate for the protection of 

public health (APPH), including both tobacco users and nonusers.  Based on the information available to 

date, FDA has determined this evaluation requires evidence that can demonstrate whether an 

applicant’s new non-tobacco flavored product(s) will provide an incremental benefit to adult smokers 

relative to the applicant’s tobacco-flavored product(s).  In particular, the evidence necessary for this 

evaluation would be provided by either a randomized controlled trial (RCT) or a longitudinal cohort 

 
1 Premarket Tobacco Product Applications 
2 Refers to open e-liquids, closed e-liquids, and closed e-cigarettes containing non-tobacco flavored e-liquid 
3 See addendums dated September 24, 2020 and May 11, 2021  
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study.  The absence of these types of studies is considered a fatal flaw, meaning any application lacking 

this evidence will likely receive a marketing denial order (MDO). 

 

Considering the large number of applications that remain to be reviewed by the September 9, 2021 

deadline, OS will conduct a Fatal Flaw review of PMTAs not in Phase III for non-tobacco flavored ENDS 

products.  The Fatal Flaw review is a simple review in which the reviewer examines the submission to 

identify whether or not it contains the necessary type of studies.  The Fatal Flaw review will be limited to 

determining presence or absence of such studies; it will not evaluate the merits of the studies.  To 

decrease the number of PMTAs without final action by September 9, 2021, OS used a database query to 

identify the top twelve4 manufacturers with the largest number of pending PMTAs not in Phase III 5 for 

non-tobacco flavored e-liquid products.  These applications were pulled out of their respective place in 

the PMTA priority list, and Phase II Filing was initiated (see Appendix A).  Following completion of filing 

those applications that are filed will immediately initiate Fatal Flaw review.    

 

For the remaining PMTAs not in Phase III for non-tobacco flavored e-liquid products, FDA will send an 

General Correspondence letter requesting the applicant to confirm if their PMTA contains such evidence 

and, if so, to direct FDA to the location in the application where the studies can be found.  

Manufacturers eligible for this process, OS is identifying open PMTAs submitted from April 1, 2020 to 

September 9, 2020 that have been Received, Accepted and/or Filed and have not entered Phase III.  

Additionally, PMTAs were filtered based on product characterizing flavor (non-tobacco flavors), 

product type (i.e., open or closed e-liquid or closed e-cigarette), and category/subcategory 

(i.e., Other/Other).  General Correspondence letters will be issued to companies listed in Appendix B.  If 

later FDA discovers a manufacturer was not issued a General Correspondence letter when they should 

have been, the applications will be evaluated on a case-by-case basis.  

  

 
4 These applications represent 85% of all pending PMTA applications.  
5 These will be the same manufacturers/PMTAs as identified for prioritized Filing Reviews in the June 30, 2021, memorandum. 
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September 14, 2021 

VIA ELECTRONIC MAIL
Mitch Zeller, Director 
Center for Tobacco Products 
Document Control Center (DCC) 
9200 Corporate Blvd., Room 020J 
Rockville, MD 20850 

Re: FDA’s New Standard & Requirements for Evaluating Flavored ENDS PMTAs 

Dear Director Zeller: 

I write on behalf of the Vapor Technology Association (VTA) and the open-system 
industry that is selling e-liquids and devices to adult consumers, particularly adult smokers 
attempting to quit cigarettes. Our member companies, and many other similarly situated 
companies, have filed substantial PMTAs for open-system flavored ENDS products after investing 
heavily in the statutorily required components of a PMTA, including HPHC testing, and other 
research such as stability testing, toxicological testing, perception surveys, and likelihood of use 
research to support their applications.  Surely, you must recognize that FDA received numerous 
applications filed in good faith and containing robust and reliable data, research and information 
from open-system device and e-liquid companies, and that these applicants’ PMTAs were filed 
with the assistance of recognized expert consultants, scientists, toxicologists, and laboratories with 
a long history of working with the FDA.    

As you know, we have previously raised and discussed our many concerns with you 
regarding the opacity of the PMTA process, the repeatedly shifting deadlines, and the lack of 
articulation of what FDA requires in an application. Of course, we recognize that you have 
published non-binding guidance and a draft PMTA rule.  And we appreciate (and have participated 
in) the stakeholder meetings and informational sessions. We have offered numerous 
recommendations via comments on how FDA could appropriately and judiciously apply the 
PMTA process and achieve the objectives of the Deeming Regulation without eliminating a major 
segment of the vapor industry, i.e., those selling open-system devices and e-liquids.   

Through it all, FDA never suggested that it was going to demand product-specific 
randomized clinical testing or longitudinal cohort studies as the standard for proving that flavored 
ENDS products help adults quit smoking.  Yet, FDA’s recent public statements associated with 
the FDA’s issuance of Marketing Denial Orders (MDOs) on flavored ENDS, and the MDOs 
themselves, are clearly articulating a new standard for Pre-Market Tobacco Application (PMTA) 
review of flavored ENDS products. Not only does FDA’s standard retroactively introduce a new 
product-specific testing requirement, FDA has made that testing requirement a prerequisite
without which a flavored ENDS PMTA will be rejected.  

To evaluate whether a flavored ENDS product is appropriate for the protection of public 
health, FDA’s new standard appears to be based on a premise that is unfounded in science: that all
flavored ENDS products, regardless of the flavor and device type, are attractive to youth. If that 
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were the true, FDA would never have limited its flavor ban last year only to closed-system pods
and cartridges, its rationale for which could not have been clearer: it was these closed-system 
products – particularly JUUL’s products – that were driving the usage rates amongst youth and “of 
particular concern” were the design characteristics, not simply the presence of flavors:  

“Data from the 2019 NYTS also indicate that youth overwhelmingly prefer 
cartridge-based ENDS products, and we have found that these products are easy to 
conceal, can be used discreetly, may have a high nicotine content, and are 
manufactured on a large scale.... Most youth who were currently e-cigarette users 
reported a cartridge-based e-cigarette as their usual brand.... Of particular concern 
are the design features that appear to make the cartridge-based products so popular 
with young people. Attributes typically present in cartridge-based products include 
a relatively small size that allows for easy scalability, and intuitive and convenient 
features that facilitate ease of use, including draw activation, prefilled cartridges or 
pods, and USB rechargeability.” 

See, Enforcement Priorities for Electronic Nicotine Delivery Systems (ENDS) and Other Deemed 
Products on the Market Without Premarket Authorization, January 2020, pp. 15-16.   

Open-system devices share none of the design features that FDA relied upon in removing 
closed-system device flavors from the market. So, if FDA is in possession of new data which 
proves that America’s youth are using large, complex, cumbersome, inconvenient, impossible to 
conceal, hard to use discreetly, difficult to access open-systems at any material rate, we would 
greatly appreciate that data being disclosed publicly.  We also note that youth vaping of nicotine 
in the U.S. has plummeted more that 25% in the latest 2020 NYTS survey making the continued 
justifications of an “epidemic” entirely misplaced. Moreover, we would not be surprised if the 
2021 NYTS survey shows a continuing decline in youth use of ENDS or flavored ENDS generally, 
and no material use of open system ENDS.  Without data, FDA’s generalized statement that all 
flavored ENDS are attractive to youth is simply untethered from fact.  

Moreover, any suggestion that FDA is concerned that youth might simply switch to open-
system flavored ENDS, as they did to disposables after the pod/cartridge ban, is speculative and 
unscientific. FDA could not have been surprised that youth matriculated to closed-system 
disposables since disposables share the exact same design features as the other flavored closed-
systems that FDA banned last year.  In fact, disposables are easier to use, easier to conceal, easier 
to use discreetly, are more intuitive, and are more convenient than pods/cartridges. Since the exact 
opposite is true for open-system flavors, FDA’s experience with disposables offers no justification, 
much less empirical data, for any concern that youth would take up open-systems if and when 
FDA eliminates the flavored closed-system disposable exemption it created. Id. at p. 9, fn. 20.  

FDA’s decision to retroactively impose a prerequisite testing requirement, suggests that it 
is also ignoring the applicant’s data that would otherwise prove the age cohorts who use the 
applicant’s specific products and the applicant’s history of no or limited youth usage. Our concern 
is that FDA is ignoring relevant product specific data on youth, but is requiring product specific 
randomized clinical testing or longitudinal cohort studies proving the benefit to adults, while also 
requiring that such evidence must be robust enough to overcome the Agency’s generalized 
presumption regarding youth.  
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One would think that the materially important prerequisite of product-specific randomized 
clinical testing or longitudinal cohort studies would have been clearly articulated by FDA long 
before the applications were due and, certainly, if there was any intervening reason to require such 
testing (which there was not), long before this month when numerous denials were issued without 
giving companies, via a deficiency letter, any opportunity to even attempt to comply. 

Objectively, the only thing that has changed recently (other than the material decline in 
youth vaping rates) is the cacophony from Congress and special interest groups who have made it 
their mission to harangue the FDA publicly at hastily called hearings with an expressly stated 
intent to interfere with FDA’s regulatory process.  These same individuals and groups have turned 
up the pressure on FDA, demanding that FDA ignore the science altogether by banning all flavors 
outright or by rejecting certain PMTAs regardless of the science submitted with that PMTA.  

However, companies which have invested heavily in the FDA’s articulated regulatory 
process have done so in good faith expecting FDA to resist political pressures and dedicate itself 
to the science. These companies expected that FDA would fairly and consistently apply the 
standards that it has presented to the industry for the past two years and not move the proverbial 
goal posts at the last minute, just to end the game quickly. These companies also expected that 
FDA would at some point give at least equal weight in its balancing test to the millions of adult 
smokers, who are actually dying from smoking cigarettes, as it gives to the perceived and still 
attenuating risk to youth who experiment with vaping.   

FDA’s recent actions and inactions are inconsistent with FDA’s own guidance, with FDA’s 
draft rule, and with FDA’s specific public and private statements to companies who are attempting 
to comply with the PMTA process in good faith.  While FDA may have other unarticulated reasons 
for denying the applications that it has recently rejected, FDA’s dramatic shift in denying outright 
open-system flavored ENDS applications for lack of product-specific testing suggests that FDA 
has made a policy decision to remove all flavored ENDS products from the market one application 
at a time without a full review of the PMTA itself.  

At the same time, despite providing detailed information at a June 2021 presentation to all 
stakeholders on how FDA was prioritizing its PMTA review on JUUL’s and the Big Tobacco 
companies’ PMTAs and would be render its decisions by September 9, 2021, and despite the 
Acting Commissioner testifying before Congress to the same, the Agency has failed to render any 
decisions on these closed-system products (whether or not flavored).  Yet, these are the decisions 
that FDA said would have the greatest impact on public health given these products’ dominance 
of the marketplace.  The fact that FDA has changed its focus to the categorical denial of open-
systems is now gravely concerning on many levels and we respectfully request a meeting with you 
to discuss our concerns.  

Respectfully submitted on behalf of, 

VAPOR TECHNOLOGY ASSOCIATION 

Tony Abboud 
Executive Director AA21
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(b) (4)       
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(b) (4)       
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U.S. Food & Drug Administration
10903 New Hampshire Avenue

Silver Spring, MD 20993
www.fda.gov

May 8, 2020 

WRITTEN RESPONSE 

Bidi Vapor LLC, USA 

Attention: Mr. Nirajkumar Patel, CEO  

401 N Wickham Rd, Ste 130  

Melbourne, FL 32935 

FDA Submission Tracking Number (STN): TC0005671 

Dear Mr. Patel: 

Please refer to the February 27, 2020 Meeting Granted letter where FDA notified you of our decision to 

provide a written response only in lieu of a face-to-face meeting as indicated in your meeting request.

This letter provides our written response to your February 8, 2020 meeting request related to your 

planned submission of a PMTA1 for your electronic nicotine device system (ENDS) product, Bidi Stick. 

A copy of our official written response is attached for your information. This meeting request is now 

closed.  Should you decide to request another meeting on this topic, a new meeting request is required.  

If you have any questions please contact Antonio Thornton, Regulatory Health Project Manager, at  

(240) 402-3577 or Antonio.Thornton@fda.hhs.gov.   

Sincerely, 

Mary Kushman, Ph.D., M.P.H. 

   Lead Toxicologist 

Division of Nonclinical Science 

Office of Science 

Center for Tobacco Products 

Enclosure:   

Appendix A - Written Response 

1 Premarket Tobacco Product Application (PMTA) submitted under section 910 of the Federal Food, Drug, and Cosmetic Act 

(FD&C Act))

Mary E. Kushman -S
2020.05.08 

13:14:16 -04'00'
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product. In any case, provide a rationale for why the constituents you choose to test provide 

adequate information to characterize the hazard of the new product. In the event that the 

measured HPHCs for the new product include both increased and decreased levels related to the 

comparator product(s), FDA suggests that you consider conducting additional hazard or risk 

evaluation of the HPHCs. 

6. FDA recommends providing product stability testing data spanning the complete shelf life of the 

tobacco product to adequately support the proposed shelf life and recommended storage 

conditions for the finished tobacco product. If you choose to submit partial long-term testing data at 

the time of the PMTA submission, you may also want to provide scientific evidence and justification 

as to why this information is sufficient, reasonable to extrapolate to the complete long-term stability 

data, and adequate in determining the microbial stability of the product over the complete shelf life 

of the tobacco product. 

Regarding microbial testing, FDA recommends that stability studies include testing of all attributes 

that are likely to influence the microbiological stability of the product and at time-points that span 

the complete shelf life (i.e., beginning, middle, and end) of the finished tobacco product. Complete 

stability testing data (i.e., sample size, sample manufacture and test date, test intervals, test 

methods, data sets, and a summary of results) from samples that are representative of the 

manufacturing scale of production is recommended. 

7. Individual perceptions, intentions, and behaviors (e.g., appeal, likelihood of initiation and 

cessation) may differ as a function of the unique characteristics of each product in a PMTA. 

Therefore, it is helpful to provide sufficient information for each distinct product (e.g., each flavor 

and nicotine combination) such that FDA may evaluate whether the marketing of each distinct new 

product is appropriate for the protection of the public health or provide rationale and justification 

for how “common” (e.g., brand-level) data can be bridged or extrapolated to each of the distinct 

products. You may also include additional data or information sources other than “common” data 

that address relevant perceptions, intentions, and behaviors for each of the different varieties of 

new products submitted for review to assist with bridging or extrapolating "common" data to the 

distinct product under review. Although not required by FDA, if you choose to conduct your own 

studies to expand upon the available “common” data, consider how the study design, hypothesis, 

sample size, and results for each product will contribute to the PMTA and help FDA make a 

determination whether marketing of your product(s) is appropriate for the protection of the public 

health. 

8. FDA supports the use of different types of studies, methods, instruments, and analyses to 

determine whether marketing of a tobacco product is appropriate for the protection of the public 

health. FDA will make this determination with respect to the risks and benefits to the population as 

a whole, including users and nonusers of the tobacco product. If you use data from studies or other 

sources which do not include your new product, FDA recommends that you provide a detailed 

rationale to explain why you choose to infer data on other products to your new products; whether 

perception and intention to use your new products predict actual use; and why bridging data from 

other products is relevant to your new products. FDA also recommends that you do all of the 

following: 

a. Define nonuser subgroups based on similar strategies found in published articles using 

nationally representative surveys and studies 

b. Provide detailed description of your study design and analyses (e.g., hypotheses, study 

population and subgroups, sample size and statistical power calculation, definition of 
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exposure and outcome measures, methods of statistical analyses, and determination of 

statistical significance) 

c. Identify strengths and limitations of your approach 

d. Discuss how the information you provided supports that marketing of your new products is 

appropriate for the protection of the public health (e.g., how non-probability nature of 

studies informs statistical inference) 

9. Secondary analyses of national survey data may also be used to support a PMTA. If you take this 

approach, FDA recommends that you explain why data for the secondary analyses are applicable to 

your new product(s) in the population of interest. FDA also recommends that you provide a 

statistical analysis plan (if available) and sufficient details, including but not limited to, data used for 

the secondary analyses, date of data access, design of the study or studies, hypotheses to be tested, 

primary and secondary objective, sample size and statistical power calculation, study population and 

subgroups, inclusion and exclusion criteria, a definition or description of each variable, exposure and 

outcome measures, statistical analyses performed, level of statistical significance, software used for 

the statistical analyses, interpretation of results, assessment of bias, and identification of strengths 

and limitations of the analyses. 

10. FDA does not endorse any specific model for population modeling, but supports the application of 

comprehensive frameworks that have the capacity to assess the impact of the marketing of the new 

products that inform the population health standard (e.g., likelihood of initiation among never-users 

and former users, cessation among current tobacco users, switching completely, dual use, likelihood 

of product use by youth). FDA recommends your population modeling use appropriate inputs and 

assumptions and provide evidence on the potential effects of your new products on the population 

as a whole, including users and nonusers of tobacco products; taking into account increased or 

decreased likelihood that those who do not use tobacco products will start using such products. FDA 

also recommends that you clearly articulate those methods used to develop your models and 

provide sufficient information to allow FDA to conduct a comprehensive scientific review of your 

modeling strategy, evaluate the development of the models, and how the predictions (outputs) 

from the models are used to address the impact of your new products on the population as a whole. 

Providing details for your population modeling may help FDA to confirm the information provided 

with the application, including but not limited to: 

a. The model development plan  

b. Data sources used in the development of input parameters 

c. Information on the development and validation of your methods for using data from the 

Actual Use Survey and Perceptions and Behavioral Intentions Study (e.g., your algorithm for 

predicting purchase rates and likelihood of smokers completely switching from cigarettes to 

your new products)  

d. Explanation of why the selected data sources are relevant to your new products and the U.S. 

population 

e. Assumptions for development of models  

f. Computer codes associated with the computer implementations of the models that allows 

verification of outputs 

g. Model validation (e.g., sensitivity analysis) 

h. Model parameters from literature with descriptions of how the literature search was 

conducted and how results of the search were consolidated into the models 

i. Generalizability of results to the U.S. population  
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Bidi Vapor LLC USA Question 6:

We are proposing "Clinical safety" of our ENDS products thorough literature review of various articles 

published on US FDA website, various databases or available through free search. ls there any 

requirement to perform actual Clinical trial for our ENDS products? 

FDA RESPONSE:  

Currently, there are no requirements from FDA for applicants to conduct clinical studies or trials to 

support a PMTA. To assess the human health impact of your new tobacco products, it is important 

to provide sufficient information so that FDA may understand the potential short and long-term 

health risks associated with your product. As per Section 910(b)(1)(A) of the FD&C Act, your PMTA 

must include “full reports of all information, published or known to, or which should reasonably be 

known” to you, “concerning investigations which have been made to show the health risks of such 

tobacco product and whether such tobacco product presents less risk than other tobacco products.” 

Accordingly, if there are completed clinical studies regarding the health impact of your product, 

consider including this information in your PMTA as clinical trials are helpful for the systematic 

evaluation of your products. See Comment (1) in the General FDA Responses above for 

considerations on submitting clinical studies.  Additionally, if there are clinical studies on a similar 

product that can be adequately bridged to your product, these data may also be appropriate to 

support a determination of whether the marketing of your new tobacco product is APPH. If you 

choose to bridge data from a different product, including products from published literature, to your 

new tobacco product, we refer you to the PMTA ENDS guidance4  for FDA’s current 

recommendations on bridging (Section X.E.) and literature reviews (Section X.B.) for PMTAs. In 

addition, see our response to Question (8.3.2) in Comment (3) below and Comment (2) in the 

General Response above for considerations on the use of published literature in a PMTA.  

Additional FDA Comments 

Bidi Vapor LLC USA Comment 1:

We have started testing of below mentioned Analytical tests of our finished product. Does any 

additional tests required apart from this? The draft study plans of the proposed studies are attached 

herewith for your review and suggestions.  

Analytical Tests 

a. Assay and Related Substances of Nicotine as mentioned USP  

b. Stability Studies 

c. Container closure system - Extractable and leachable studies 

d. Analysis of HPHCs in E-Liquid  

e. Added ingredients in e-liquid components – Quantitative (includes flavors) 

f. Physico-chemical properties of e-liquid and PG/VG ratio 

FDA RESPONSE:  

Comment 1a: Assay and Related Substances of Nicotine as mentioned USP  

In Attachment I, you provide a proposed analytical method development protocol for the 

identification of nicotine and related substances in the finished e-liquid product (i.e., anatabine, -

nicotyrine, cotinine, myosmine, nicotine ’-oxide, nornicotine and anabasine). 
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Additional Comments 

You noted that one of the objectives of your meeting request was to seek clarification on the 

requirement, type, and category for a comparator product, if any, for a PMTA application. However, you 

did not include specific questions related to this topic. Section 910(b)(1) of the FD&C Act discusses that a 

PMTA shall contain “whether such tobacco product presents less risk than other tobacco products.” 

Currently, FDA does not have specific requirements for evaluating comparator products in studies in a 

PMTA submission. However, FDA recommends you compare the health risks of your tobacco product to 

both products within the same category and subcategory, as well as products in different categories as 

appropriate. In your PMTA, it is important to provide a rationale and justification for the comparator 

products selected for your clinical studies. We refer you to the PMTA ENDS Guidance4, PMTA NPRM16, 

and the 2018 and 2019 CTP Public Meetings17,18 for more information on comparator products. 

__________________________ 

17  US Food and Drug Administration. Tobacco Product Application Review - A Public Meeting.  October 22-23, 2018.  

https://www.fda.gov/tobacco-products/ctp-newsroom/tobacco-product-application-review-public-meeting, content current as 

of 5/30/2019. 

18 US Food and Drug Administration. Deemed Tobacco Product Applications - A Public Meeting.  October 28-29, 2019.  

https://www.fda.gov/tobacco-products/ctp-newsroom/deemed-tobacco-product-applications-public-meeting-10282019-

10292019 , content current as of 12/18/2019.
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