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November 2017 – Announcement of New Steps and 

a Public Meeting to Promote NRT Innovation
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• Charged with re-evaluating and modernizing FDA’s approach 

to development and regulation of NRT

• Highlighted Possibilities:

• Labelling and indication changes for existing NRT

• New products with different delivery rates or mechanisms

• New clinical trial endpoints

The Nicotine Steering Committee



“If there are new kinds of NRTs — with different 

characteristics or routes of delivery – that can offer additional 

opportunities for smokers to quit combustible tobacco, we 

want to explore what steps we can take using our own 

regulatory policies to enable these opportunities, while making 

sure these products are demonstrated to be safe and effective 

for their intended use.”

The Nicotine Steering Committee



• More and Better NRT Products are Needed

• Improved Appeal/Satisfaction/Nicotine Delivery

• Expanded Indications

• Expanded Clinical Endpoints Reflective of the Real World

• MHRA-style Pharmacokinetic Bracketing

• No Need for IND Two-species Inhalation Toxicity

• Labelling Changes to Correct Nicotine Misperceptions

January 26, 2018 Public Hearing – FDA Approach 

to Evaluating Nicotine Replacement Therapies



• Focus on novel components, chemicals, 

and impurities due to formulation or 

delivery system

• Allows for PK bracketing to bypass 

nonclinical testing of “nicotine alone”

• Still requires rodent and non-rodent 

inhalation toxicity studies

August 2018 – Draft Guidance for Nonclinical Testing



“While one significant focus will be on NRT, the mandate of 

this committee will be to address the FDA’s overall approach 

to nicotine. It will create a forum for developing and 

implementing nicotine policy and regulation to address the 

public health crisis of tobacco usage in this country.”

…but wait, there’s more:





Improving smoking cessation

Dorothy K. Hatsukami, PhD
University of Minnesota
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Directions for nicotine replacement therapies

• Educate
– Dispel misperceptions about nicotine

• Liberate
– New labelling and indications for existing nicotine replacement 

therapies

• Innovate
– Products that have more appeal and potentially greater abuse liability

• Expedite
– More efficient, less onerous and costly approval process without 

compromising safety and efficacy



Educate

• There are significant misperceptions or lack of knowledge 
of harm of nicotine and NRT in smokers1-4 and healthcare 
providers.5-6

• Misperceptions have been associated with reduced uptake 
and optimal use of NRT.1

• Reduced optimal NRT use results in less efficacy.

Reduced risk claims: “Nicotine replacement therapy is 
substantially less harmful to health than cigarette smoking”



Liberate: Expand labelling and Indications

• Combination NRT medications
– Studies show that combination medications are safe and more effective than monotherapy.7-8 

– Recommendation for use of short-acting and long-acting medications have been made by: 
1. Cochrane report9

2. The U.S. Department of  Health and Human Services Clinical Practice Guideline for Tobacco 
Use and Dependence10

3. National Comprehensive Cancer Network11

• Long term use of NRT for smoking cessation
– Extended duration of NRT might increase quit rates and recovery from smoking relapse in some 

smokers.7,9,10, 26

• Pre-quit NRT use
– Not all smokers are ready to quit smoking.
– Almost half planning to quit in next 12 months were interested in gradual reduction.12

– Reducing to quit with NRT is more effective than placebo.7

– Reduce to quit results in comparable quit rates as abrupt cessation.13



Innovate:  NRT with greater appeal and addiction 
potential to complete with cigarettes

• Compared to NRT, ENDS have greater appeal and lead to greater 
substitution for cigarettes14-17 and, more recently, have 
exhibited greater uptake for the purposes of smoking 
cessation.18

• A few clinical trials and epidemiological studies have suggested 
that ENDS can be an effective smoking cessation tool,19-21, 27,28

especially with frequent use,22-25 yet major impediments for 
conducting such trials exist in the U.S.



Expedite

• Utilize existing research and/or recommendations made by 
credible organizations without needing costly trials.

• Consider population based data to help determine potential 
efficacy and safety.

• Utilize existing data to determine safety for the same class of 
drugs.

• Use continued smoking as a comparator.
• Do not require that a treatment be better than an existing 

treatment; efficacy can be comparable.
• Coordinate evidence-based information between CDER and 

CTP.
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We’ve seen this movie before – the 

Nicotine Steering Committee and 

development standards for novel 

nicotine-containing drugs
Joe G. Gitchell

26 October 2018

FDLI Tobacco and Nicotine Products Regulation and 
Policy Conference
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Overview

• Promise of comprehensive plan – greater reach

• To reform requires substantial rethinking regulating 

NCPs as drugs - nicotine's unique situation

• Long history of trying to do this

PinneyAssociates.comslide 23



FDA’s Comprehensive Approach

VLNCs

+

NRTs/Rxs

NNPs



Prospects for meaningful change

• “…new steps to foster innovation 
in nicotine delivery, where such 
innovation could truly make a 
positive public health impact.”

• “A key part of this plan also 
includes new efforts to enable 
medicinal nicotine products to 
play a more prominent role in 
helping smokers try to quit with 
help, to quit successfully, and to 
stay quit.”

– HEALTHY INNOVATION, SAFER FAMILIES: FDA’S 2018 
STRATEGIC POLICY ROADMAP 
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Draft guidance on nonclinical testing requirements

• Outlines extensive requirements for products that are 

already being used by millions of humans

• Clinical testing guidance still to come, but not optimistic

• Big differences from UK MHRA’s licensing 

requirements

PinneyAssociates.comslide 26

https://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM615575.pdf


A long road….

PinneyAssociates.comslide 27

Conferences… Conference Proceedings… 

Workshops… Citizen Petitions… Workshops… Notice 

of Findings… Hearings… Dockets… Draft Guidances… 



Why is this so hard to evolve CDER’s approach?

• IDK first-hand, but have speculations

– Fundamental regulatory incentives favor risk aversion

– Concerns about precedent-setting

• If FDA does want medicinal products to play a more 

prominent role in helping smokers stop, they need to 

reform the development pathway substantially

PinneyAssociates.comslide 28


