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Session Outline

@ | GLP-1RAs and Nicotine: State of the Science

Preclinical research
Clinical trials
Epidemiological studies

(02 GLP-1RAs as a novel approach for smoking cessation and
post-cessation weight management.

® | Clinical implications and future directions.
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Preclinical Studies on Nicotine

« GLP-1RA (Ex-4, liraglutide)
- block expression of conditioned place preference

- attenuate nicotine-induced locomotor activation, nicotine
self-administration, and nicotine-evoked dopamine release in
NAC

- reduce nicotine withdrawal induced hyperphagia and weight
gain

SOURCE: 2. Egeciouglu et al (2013)
3. Tuesta et al (2017)

4. Herman et al (2023)

5. Falk et al (2023)



Completed Clinical Trials, 1.2

- Exenatide 2mg once weekly adjunct to nicotine patch X 6 weeks (n=84)
- Abstinence: exenatide 46.3%, placebo 26.8%
- Post-cessation body weight: exenatide -0.22 kg, placebo +1.3 kg

« Dulaglutide 1.5 mg once weekly adjunct to varenicline X 12 weeks (n=255)
- Abstinence: dulaglutide 63%, placebo 65%
- Post-cessation body weight: dulaglutide -1kg [SD=2.7]), placebo +1.9kg
[SD=2.4]

- Semaglutide once weekly X 8 weeks (0.25 mg X 4 weeks, 0.5 mg X 4 weeks)
- Greater declines in cigarettes per day in the semaglutide group vs. placebo
- Change in body weight: semaglutide -5.05%, placebo +0.18%

SOURCE: 6. Yammine et al (2021)
7. Lengsfeld et al (2023)
8. Hendershot et al (2025)



Completed Clinical Trials, 22

« NCT05530577: Semaglutide once weekly up to 1
mg/week X 9 weeks (n=48)

- NCT03712098: Daily liraglutide 3 mg/day X 32 weeks
(n=40)



Epidemiological Studies

- Analyses of EHR data from patients with type 2 diabetes (T2D):

- Compared to patients who used other medications for T2D,
patients who used GLP-1RA were less likely to receive a
diagnosis of nicotine misuse

 |n patients with T2D and comorbid tobacco smoking -
compared to patients who used other medications for T2D,
GLP-1RA use was associated with less healthcare utilization for
tobacco use disorder

SOURCE: 9.De Giorgi et al (2024)
10.Wang et al (2024)



Other Evidence

- Analysis of social media posts:
« 23% of nicotine related comments stated complete cessation of
nicotine intake

To: Yammine, Luba <LubaYammine@uth.tmc.edu>
Subject: Reg- Los Angeles times report

External: Increase caution when handhing links and attachments.

Hello,

My name is _ and | read about your research today In Los Angeles times about GLP-1 drugs and their effect on curbing smoking.

| just wanted to state my personal experience. | am a 43 year old female, always been overweight/obese. | started smoking when | was about 24 years old. | did stop
for extended periods of time while pregnant and breastfeeding but always resumed.

This is the first time in my life that | have not had any desire to smoke since | quit about 6 months ago. | had started taking semaglutide for weight loss, and it had
this unexpected benefit.

| recently stopped semaglutide, and | still don't have any desire to smoke. Let's see how long it lasts.

The reason | am sharing this is that | don't see many people talk about this effect of the drug and hence was excited to read that you are researching on this.
Thanks for your time.

SOURCE: 11. Arilotta et al (2024)



In Summary

Promising preclinical and epidemiological
data

Completed RCTs are few: different GLP-
1RAs/smoking cessation medications;
different study populations

Consistently positive impact on preventing
weight gain in the context of smoking
cessation

Further clinical research is needed




GLP-1RAs as a novel approach for
smoking cessation and post-cessation
weight management.
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Changes in Weight After Smoking Cessation

+ Continuously smoking
- 80-90% of people who quit Bl - st
smoking gain weight
- On average, former smokers
gain 5-15 |bs at 12 months

« 13-14% gain over 20 |lbs

Weight gain (lbs)

6
Manth follow-up

SOURCE12. Audrain-McGovern et al (2011)
14. Aubin et al (2012)



Ongoing Studies

- NCT05610800: A Randomized Controlled
Trial of Exenatide as an Adjunct to Nicotine
Patch for Smoking Cessation and Prevention
of Post-Cessation Weight Gain (R01
DA053241; Pl: Yammine, Co-PI: Verrico)

- NCT06173778: A Randomized Controlled
Trial of Once-Weekly Semaglutide for
Limiting Post-Smoking Cessation Weight
Gain in Adult Smokers with
Overweight/Obesity (Novo Nordisk
Investigator Initiated Trial; Pl: Yammine, Co-
Pl: Leidy)




Clinical Implications and Future
Directions

- Dosing, treatment duration,
sustainability of effects, safety
considerations

- Monotherapy vs. adjunct to smoking
cessation treatments

- Suitable patient candidates

« Mechanisms
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