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LEARNING OBJECTIVES  

 Identify patients who are candidates for 
combination therapy and, after consideration of 
patient-specific factors, design a treatment regimen 
(drugs, dosages, routes, and duration of therapy).  

 Identify patients who are candidates for high-dose 
pharmacotherapy and recommend a treatment 
regimen (drug, dose, route, and duration of therapy).  



LEARNING OBJECTIVES, cont’d 

 Identify patients who are candidates for extended-
duration pharmacotherapy and recommend a 
treatment plan (drug, dose, route and duration of 
therapy).  

 Determine situations for which use of nicotine 
replacement therapy prior to the quit date 
might be beneficial and recommend a treatment 
regimen (drug, dose, route, and duration of 
therapy)  



FDA-APPROVED MEDICATIONS     
for SMOKING CESSATION: 

A brief review 



PHARMACOTHERAPY 

Fiore et al. (2008). Treating Tobacco Use and Dependence: 2008 Update.  
Clinical Practice Guideline. Rockville, MD: USDHHS, PHS, May 2008. 

Medications significantly improve success rates.  
* Includes pregnant women, smokeless tobacco users, light smokers, and adolescents. 

“Clinicians should encourage all 
patients attempting to quit to use 
effective medications for tobacco 
dependence treatment, except where 
contraindicated or for specific 
populations* for which there is 
insufficient evidence of effectiveness.” 



Nicotine gum 
 Nicorette (OTC) 
 Generic nicotine gum (OTC) 

Nicotine lozenge 
 Commit (OTC) 
 Generic nicotine lozenge (OTC) 

Transdermal nicotine patch 
 NicoDerm CQ (OTC) 
 Generic nicotine patches (OTC, Rx) 
 

Nicotine nasal spray 
 Nicotrol NS (Rx) 

Nicotine oral inhaler 
 Nicotrol (Rx) 

 
Bupropion SR tablets 

 Zyban (Rx) 
 Generic (Rx) 

Varenicline tablets 
 Chantix (Rx) 
 

These are the only medications approved by the  
Food and Drug Administration (FDA) for smoking cessation. 

OTC = over-the-counter / no prescription needed 

PHARMACOLOGIC METHODS:  
FIRST-LINE THERAPIES 



Available: 2 mg, 4 mg; various flavors 

Pros: 
─ Oral substitute for tobacco 
─ Can be titrated to manage withdrawal symptoms 
─ Can be used in combination with other agents to 

manage situational urges 
 

Cons: 
─ Need for frequent dosing can compromise adherence 
─ Might be problematic with significant dental work 
─ Proper chewing technique is necessary for gum 
─ Gum chewing might not be acceptable/desirable 

NICOTINE GUM and LOZENGE 



TRANSDERMAL NICOTINE PATCH 

Available: 21 mg, 14 mg, 7 mg  
 

Pros: 
─ Once-daily dosing 
─ Can be used in combination with other agents; delivers consistent 

nicotine levels over 24 hours 
 

Cons: 
─ Cannot be titrated to acutely manage withdrawal symptoms 
─ Not recommended for use with dermatologic conditions 
 



NICOTINE NASAL SPRAY 
Available: 10ml bottle; 0.5 mg per spray 
 

Pros: 
─ Can be titrated to rapidly manage withdrawal 

symptoms 
─ Can be used in combination with other agents to 

manage situational urges 
 

Cons: 
─ Need for frequent dosing can compromise adherence 
─ Nasal administration; nasal irritation often problematic 
─ Not recommended for use with chronic nasal disorders                         

or severe reactive airway disease 



NICOTINE ORAL INHALER 
Available: 10mg cartridge delivers 4mg inhaled vapor for 
absorption across buccal mucosa 
 

Pros: 
─ Oral substitute for tobacco 
─ Can be titrated to manage withdrawal symptoms 
─ Mimics hand-to-mouth ritual of smoking  
─ Can be used in combination with other agents to                           

manage situational urges 
 

Cons: 
─ Need for frequent dosing can compromise adherence 
─ Cartridges might be less effective in cold environments (≤60°F) 



BUPROPION SR 
Available: 150 mg tablets 
 

Pros: 
─ Twice-daily dosing 
─ Might be beneficial in patients with depression 
─ Can be used in combination with NRT 
 

Cons: 
─ Seizure risk is increased 
─ Several contraindications and precautions  
─ Patients must be monitored for potential neuropsychiatric symptoms 



VARENICLINE 
Available: 0.5 and 1.0 mg tablets 
 

Pros: 
─ Twice-daily dosing 
─ Offers a different mechanism of action 
 

Cons: 
─ Should be taken with food or full glass of water 
─ Patients must be monitored for potential neuropsychiatric symptoms 



LONG-TERM (≥6 month) QUIT RATES for 
AVAILABLE CESSATION MEDICATIONS 
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IDENTIFY KEY ISSUES to 
STREAMLINE PRODUCT SELECTION* 

 Do you prefer a prescription or non-prescription 
medication? 

 Would it be a challenge for you to take a medication 
frequently throughout the day, e.g., a minimum of 9 
times? 
 With the exception of the nicotine patch, all NRT formulations 

require frequent dosing throughout the day. 
 If patient is unable to adhere to the recommended dosing, 

these products should be ruled out as monotherapy, because 
they will be ineffective.  

 Asking these two questions will reduce the time required for product selection.  
* Product-specific screening, for warnings/precautions/contraindications and 

personal preferences, is also essential.  



ADHERENCE IS KEY to 
QUITTING 

 Promote adherence with prescribed regimens. 

 Use according to dosing schedule, NOT as 
needed. 

 Consider telling the patient: 
 “When you use a cessation product it is important to 

read all the directions thoroughly before using the 
product. The products work best in alleviating 
withdrawal symptoms when used correctly, and 
according to the recommended dosing schedule.” 
 



Gum Lozenge Patch Nasal spray Inhaler Bupropion
SR Varenicline

Trade $3.70 $4.10 $3.48 $6.09 $10.37 $7.87 $10.50
Generic $1.90 $2.66 $1.52 $2.58
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COMPARATIVE DAILY COSTS  
of PHARMACOTHERAPY 

$/
da

y 

Average $/pack of cigarettes, $5.96 

Cigarette costs: Campaign for Tobacco-Free Kids. (2016). “State Cigarette Excise Tax Rates & Rankings.” 
Drug costs: Red Book Online. (2016, January). New York, NY: Thomson Reuters. 



TOBACCO DEPENDENCE: 
A 2-PART PROBLEM 

Tobacco Dependence 

Treatment should address the physiological 
and the behavioral aspects of dependence. 

Physiological Behavioral 

Treatment Treatment 

The addiction to nicotine 

Medications for cessation 

The habit of using tobacco 

Behavior change program 







CLINICAL CASES 



CASE PRESENTATIONS 
 Brief description of case provided 

 What questions do you want to ask?  

 Questions are asked; immediate responses 
provided 

 Audience poll for recommended therapy regimen 

 Data and discussion of treatment options 

 Audience re-poll for recommended therapy 
regimen 

 



CASE A: PETER  
 Peter, 59 yo male with HTN, hyperlipidemia, depression, 

chronic rhinitis 

 Current medications: 
 Valsartan 80mg QAM for HTN 
 Atorvastatin 40mg QAM for hyperlipidemia 
 Bupropion XL 300 QAM for depression 
 Flonase (50mcg/spray), 1 spray in each nostril QAM for rhinitis 

 Wants to quit in the next month; has joined a smoking 
cessation group program at work 

 

 

 

 

What questions do you want to ask Peter?  



SUMMARY, CASE A: PETER 
Peter, 59 yo, HTN, hyperlipidemia, depression, chronic 
rhinitis, enrolled in a group program and interested in 
using medication(s) for this quit attempt 

Key points to consider for medication selection:  
 Failed prior quit attempts with monotherapy 
 Concerns about adherence with complex regimens 
 Currently taking bupropion XL 300 QD for depression 
 Refuses nicotine gum 
 Chronic rhinitis 

 



WHICH REGIMEN is MOST 
APPROPRIATE for PETER? 

(1)  Combination NRT 

(2)  Pre-quit NRT 

(3) High-dose nicotine patch 

(4)  High-dose bupropion 

POLL #1a 



OPTION #1: 
Combination NRT 

 Combination NRT 

Long-acting formulation (patch) 

 Produces relatively constant levels of nicotine 

    PLUS 

Short-acting formulation (gum, lozenge*, inhaler, nasal spray) 

 Allows for acute dose titration as needed for nicotine 
withdrawal symptoms 

*No combination data with lozenge when CPG published 

Regimens with sufficient evidence to be‘recommended’as first-line 

Fiore et al. (2008). Treating Tobacco Use and Dependence: 2008 Update.  
Clinical Practice Guideline. Rockville, MD: USDHHS, PHS, May 2008. 



Plasma Nicotine Concentrations for 
Nicotine-Containing Products 
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OPTION #1: 
Combination NRT (cont’d) 

Comparison Odds ratio  
(95% credible interval) 

Nicotine patch vs Placebo 1.9  (1.7, 2.1) 

Nicotine gum vs Placebo 1.7  (1.5, 1.9) 

Other NRT* vs Placebo 2.0  (1.8, 2.4) 

Combination NRT vs Placebo 2.7  (2.1, 3.7) 

Bupropion SR vs Placebo 1.9  (1.6, 2.1) 

Varenicline vs Placebo 2.9  (2.4, 3.5) 

*Includes nicotine nasal spray, lozenge and inhaler 

Cahill et al. (2013). Cochrane Database Syst Rev 5:CD009329  

Multiple Treatment Comparison Meta-Analysis 



OPTION #1:  
Combination NRT (cont’d) 

 Summary of RCTs (n=10; >7,100 pts) 

 Baseline characteristics of study subjects 

 Motivated to quit smoking 

 Heavier smokers (mean, 24 CPG; range, 20-27) 

 H/O multiple, failed quit attempts (mean, 4) 

 Moderate-high level of nicotine dependence (FTND scale) 

 Substantial evidence that combination NRT is safe and has 
better long-term quit rates than NRT monotherapy 



 
Combination NRT: Recommended  
Treatment Regimens 

 Nicotine patch 
 Dose: 21mg/day x 4-6w  14mg/day x 2w  7mg/day x 2w 

PLUS 
 Nicotine gum or lozenge (2mg/4mg; based on TTFC) 

 Dose: Use 1 piece q 1-2 hours as needed (use at least 4-5/day) 

OR 

 Nicotine inhaler (10mg cartridge; delivers 4mg nicotine vapor) 
 Dose: Use 1 cartridge q 1-2 hours as needed 

OR 

 Nicotine nasal spray (0.5mg/spray) 
 Dose: Use 1 spray in each nostril q 1-2 hours as needed 

 



 
Combination NRT:  
Recommendation for Peter? 

 Nicotine patch 
 Dose: 21mg/day x 4-6w  14mg/day x 2w  7mg/day x 2w 

PLUS 
 Nicotine gum or lozenge (2mg/4mg; based on TTFC) 

 Dose: Use 1 piece q 1-2 hours as needed (use at least 4-5/day) 

OR 

 Nicotine inhaler (10mg cartridge; delivers 4mg nicotine vapor) 
 Dose: Use 1 cartridge q 1-2 hours as needed 

OR 

 Nicotine nasal spray (0.5mg/spray) 
 Dose: Use 1 spray in each nostril q 1-2 hours as needed 

X 

X X 



OPTION #2: 
Pre-Quit NRT  

 Use of NRT before the quit date (e.g., while smoking) 
 Rationale 

 Smoking while using NRT might reduce the reinforcing 
effects of inhaled nicotine from cigarette smoking 

 Abrupt cessation and medication initiation problematic 
 Early exposure to NRT can: (1) allow for dosage adjustment;          

(2) familiarity with the product; (3) gain confidence as quit date 
approaches 

 Concerns 
 Concomitant use of NRT and smoking will lead to nicotine 

toxicity 

 



NICOTINE ADDICTION CYCLE 

Reprinted with permission. Benowitz. (1992). Med Clin N Am 2:415–437. 



Rose et al. (2009). Nicotine Tob Res 11:1067-1075. 



OPTION #2:  
Pre-Quit NRT (cont’d) 

 Randomized, double-blind, placebo controlled (n=400) 

 Participants—baseline characteristics (mean) 
 Age: 42 years 
 CPD: 23; mean duration, 23 years 

 Procedure: 
 Treatment phase (2 weeks):  

 Pre-quit date 21mg nicotine patch or placebo patch 

 Study phase (10 weeks):  
 Nicotine patch (21mg x 6wk  14mg x 2wk  7mg x 2wk) 

 Follow-up through 6 months 

 Rose et al. (2009). Nicotine Tob Res 11:1067-1075. 



Rose et al., 2009 
Pre-Quit NRT 
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OPTION #2:  
Pre-Quit NRT (cont’d) 

 Summary of RCTs (n=8*; >2,700 pts) 

 Baseline characteristics of study subjects 

 Motivated to quit smoking 
 Heavier smokers (mean, 25 CPG; range, 19-30) 
 High level of nicotine dependence (FTND scale) 

 Pooled results show a modest but non-significant increase in 
quit rates with pre-quit NRT (RR 1.18, 95% CI 0.98-1.41) 

 Analysis of nicotine patch trials only suggests a more 
pronounced response (RR 1.34, 95% CI 1.08-1.65) 

*NRT included patch (6 studies), lozenge (1 study), gum (1 study) 



OPTION #3:  
High-Dose Nicotine Patch 

 Definition: nicotine patch doses >22mg/day 

 Rationale: 

 In general, people who smoke heavily require higher doses 
of nicotine replacement 

 Plasma levels of nicotine with standard dose NRT are 
generally much lower than those achieved by smoking  

 Higher nicotine replacement doses may be necessary to 
effectively attenuate withdrawal symptoms 

 The FDA-labeled patch dose is the same for ALL patients 
smoking >10 CPD—regardless of baseline smoking patterns 



OPTION #3:  
High-Dose Nicotine Patch (cont’d) 

 Summary of RCTs (n=8; >5,100 pts) 
 Patch (44mg vs 22mg) 

 Pooled results show a modest but non-significant increase in 
quit rates with high dose NRT (RR 1.08, 95% CI 0.89-1.32) 

 Patch (25mg vs 15mg) 
 Pooled results show a modest increase in quit rates with 

high-dose NRT (RR 1.19, 95% CI 1.00-1.41) 

 Pooling all studies suggests only marginal evidence 
of a small benefit from high-dose vs conventional-
dose nicotine patch therapy (RR 1.14, CI 1.01-1.29) 

Cahill et al. (2012). Cochrane Database Syst Rev 5:CD009329  



OPTION #4:  
High-Dose Bupropion 

 Use of dosages exceeding 300mg/day 

Zyban Prescribing Information available at https://www.gsksource.com 



OPTION #4:  
High-Dose Bupropion (cont’d) 

Zyban Prescribing Information available at https://www.gsksource.com 



CASE A: Follow-up with Peter 
 Peter initiated combination NRT (patch + lozenge prn) 

 At 3 months follow-up, he has reduced the patch dose to 
7mg daily, with prn nicotine lozenge  
 2mg; 3-5 doses/day for situational cravings  

 Around other smokers, during periods of high stress 

 Expresses fear of relapse:  
 “I’m afraid I’ll start smoking again when I stop using the 

patch. What should I do?”  

 “Can I stay on these medicines longer than what it says on 
the box?” 

Is Peter a candidate for extended-duration therapy?  



 
Extended Duration NRT  

 Use of NRT beyond the conventional FDA-labeled 
duration of therapy (8-12 weeks) 

 Rationale 
 For most quitters, nicotine withdrawal symptoms resolve 2-4 

weeks after quitting; however, some patients experience 
prolonged withdrawal with strong cravings for tobacco 
 Extended duration/maintenance NRT might provide additional 

benefit 

 Continued access to treatment can prevent a ‘slip’ from 
progressing to relapse 



Schnoll et al. (2015). JAMA Int Med 175:504-511. 



Extended Duration NRT (cont’d) 
 Randomized, trial (n=525) comparing standard, extended and 

maintenance nicotine patch therapy for tobacco cessation 

 Participants—baseline characteristics (mean) 
 Age: 46 years 
 CPD: 17; mean duration, 29 years 
 Moderate level of nicotine dependence (FTND scale) 

 Intervention 
 Nicotine patch 21mg/day x 8, 24, or 52 weeks (no taper) 
 Twelve behavioral counseling sessions (initial in-person --> 

follow-up provided by telephone quitline) 
 Follow-up through 52 weeks 

Schnoll et al. (2015). JAMA Int Med 175:504-511. 



Schnoll et al, 2015 
Extended Duration NRT 

0

5

10

15

20

25

30

35

Week 24 Week 52

Standard (8w; n=180)

Extended (24w; n=173)

Maintenance (52w; n=172)

Week 24 and Week 52:  
No significant differences. 

Q
ui

t 
ra

te
 (

%
) 

7-day point prevalence abstinence rates by treatment arm 

Adherence with patch therapy was low across all treatment arms: 
Standard (38%); Extended (47%); Maintenance (32%) 



 
Extended Duration NRT (cont’d) 

 Summary of RCTs (n=3; >3,950 pts) 

 Variable treatment durations (24, 28, 52 weeks) 

 No trial demonstrated statistically significant 
improvements for long-term cessation compared to 
standard duration 

 Adherence rates were low 

 Currently, evidence is weak; further research needed 
with emphasis on adherence to treatment 



OTC NRT Labeling Changes: 
Nicotine gum, lozenge, & patch 

Previous 
 Do not use if you continue to smoke, 

chew tobacco, use snuff, or use other 
nicotine containing products 

 Stop smoking completely when you 
begin using [NRT product] 

 Stop using [NRT product] at the end of 
[a specified # of weeks]. If you still 
feel the need to use [NRT product], 
talk to your doctor 

Current 
 None; “do not use” statement is 

deleted 
 

 Begin using [NRT product] on your 
quit day 

 If you feel you need to use [NRT 
product] for a longer period to 
keep from smoking, talk to your 
health care provider 

 
 
 

U.S. Food and Drug Administration   
http://www.fda.gov/ForConsumers/ConsumerUpdates/ucm345087.htm 



http://www.nicorette.com/how-nicorette-works/quit-your-way 
Accessed 08/14/14 

OTC NRT Labeling Changes: 
Nicotine gum, lozenge, & patch (cont’d) 









WHICH REGIMEN is MOST 
APPROPRIATE for PETER? 

(1)  Combination NRT 

(2)  Pre-quit NRT 

(3) High-dose NRT 

(4)  High-dose bupropion 

POLL #1b 



Summary of Therapy Options: 
Peter 

SUFFICIENT EVIDENCE to RECOMMEND:   
 Combination NRT 

INSUFFICIENT EVIDENCE to RECOMMEND: 
 Pre-quit NRT 
 High-dose NRT 
 Extended duration NRT 

SUFFICIENT EVIDENCE to NOT RECOMMEND:   
 High-dose bupropion 

 



CASE B: SUZANNE 
Suzanne, 45 yo, s/p ankle injury sustained while 
skiing (otherwise healthy); her orthopedic surgeon 
has refused to perform a ligament reconstruction 
procedure if she is smoking due to potential for poor 
surgical outcomes. 

Current medications: ibuprofen 400mg prn 

 

She is here today for assistance with quitting. 

What questions do you want to ask Suzanne?  



SUMMARY, CASE B: SUZANNE 
Suzanne, 45 yo, s/p ankle injury sustained while skiing (otherwise 
healthy); her orthopedic surgeon has refused to perform a ligament 
reconstruction procedure if she is smoking 

Key points to consider for medication selection:  
 High dependence level (30 cig/day) 
 Prior attempts: 

 Zyban; refuses retrial due to side effects 
 Nicotine patch; severe withdrawal, relapse after 1 week 
 Varenicline; well tolerated and effective for short-term (3 

wks); experienced withdrawal sx during treatment 

 Concerns about adherence with complex regimens 

 



WHICH REGIMEN is MOST 
APPROPRIATE for SUZANNE? 

(1)  Varenicline, standard dosing 

(2) Varenicline, standard dosing with up to 35-day 
preloading 

(3)  High-dose varenicline 

(4)   Varenicline, standard dosing + NRT 

(5)  Combination NRT 

POLL #2a 



OPTION #1:  
Varenicline, standard dosing 

Rationale:  

 Re-initiation success rates (6 mo): 
 Nicotine patch, up to 6.4% with NRT* 

 Bupropion, 12%** 

 Varenicline, unknown 

 Prior attempt:  
 Adherence with regimen? Behavioral counseling? 

* Gourlay et al. (1995). BMJ 311;363-366  
* Hughes et al. (2000). J Addict Dis. 19;95-100. 
* Tønnesen et al. (1993). Addiction 88;533-539. 

** Gonzales et al. (2001). Clin Pharmacol Ther 69;438-444. 



Gonzales et al. (2014). Clin Pharmacol Ther 96(3):390-396. 



Gonzales et al., 2014 
Retreatment with Varenicline 

 RCT; varenicline (n=251) vs placebo (n=247) 

 Healthy, adult smokers; at least 10 cig/day 

 Mean, 20 cig/day x 30 yrs  

 At least 1 prior quit attempt; at least 2 wks on drug 
using varenicline (none in past 3 months) 

 74% reported 3+ prior quit attempts 

 



Gonzales et al., 2014 (cont’d) 
Retreatment with Varenicline 

 Compliance: Received any dose of drug for >80% 
of planned number of days in study 
 78%, varenicline; 71%, placebo 

 Among >80% compliant (weeks 9-12) at 3 mo:  
 56.4%, varenicline; 15.4%, placebo [OR, 8.99] 

 CAR at 6 mo:  
 20.1%, varenicline; 3.3%, placebo [OR, 9.00] 



Rationale:  
 Mechanism of action, α4β2 nicotinic receptor partial 

agonist: 

 Alleviates withdrawal (dopamine reward pathway) 

 Reduces reward/pleasure associated with smoking (blocks 
nicotine at receptor sites) 

 Reduction in smoking prior to quit date 

 Oct 2014 update: Package insert permits preloading up to 
35 days prior to quit date (1 week is standard) 

 

 

OPTION #2:  
Varenicline, standard dosing with preloading 



Hajek et al. (2011). Arch Intern Med 171(8):770-777. 



Hajek et al., 2011 
Varenicline, standard dosing with preloading 

 ~58% male; age, 45 yo; 19 cig/day; 17 yo at 
initiation; no psychiatric or other serious illnesses 

 Treatment sessions at BL, wk 3, wk 4, and weekly up 
to wk 8 

 Smoke ad libitum until week 4, then quit 

 Varenicline 1mg qd x 1 wk 
Varenicline 2mg qd x 3 wks 

Placebo x 3 wks 

Varenicline 2mg qd x 12 wks 

Varenicline 2mg qd x 12 wks 

Varenicline 1mg qd x 1 wk 



Hajek et al., 2011 
Varenicline, standard dosing with preloading 

 Pre-quit: Significant between-group differences in 
reductions in smoking, CO, and cotinine  
 Reduced enjoyment of smoking and urges to smoke 
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OPTION #3: 
High-dose varenicline 

Rationale:  
 Dose-response observed for 1mg (doubles) and 2mg 

(triples) vs placebo at 6 mo 

 Patients with limited response (no reduction in cotinine) 
to standard varenicline dose during first 4 wks of 
preloading tx had poorer outcomes (Hajek et al. 2011) 

 Might benefit from higher dosages  

 Primary concern: side effect profile 

 

 



Jimenez-Ruiz et al. (2013). Mayo Clinic Proc 88(12):1443-1445. 



Jimenez-Ruiz et al., 2013 
Increasing the Dose of Varenicline 

 Observational study of highly-dependent smokers 
 Standard varenicline dose x 8 wks 

 Increased to 1.0mg TID in 73 patients who continued 
smoking (n=52) or had severe withdrawal (n=21) 

 CAR: 40% and 48%, respectively, wks 9-24 

 30% mild adverse events; 2 D/C, nausea/vomiting 

 Limited adverse events; high success in this 
population 

 No comparison group 

 



Hajek et al. Increasing varenicline dose in smokers who do not  
respond to the standard dosage. JAMA Intern Med.2015;175(2):266-271 



Hajek et al., 2015 
Increasing Varenicline Dose 

 Double-blind RCT (n=200) 
 Varenicline (2mg/day), 3 wks pre-quit 
 No reduced satisfaction from smoking; <50% reduction 

in cigarette consumption  
 Increased by 0.5mg/BID on days 12, 15, and 18; up to 

max of 5mg/day 

 No effect on withdrawal sx or cessation (3 mo) in 
low responders to standard dosage 
 26.0% hi-dose; 23.0% standard dose 
 More nausea and vomiting in hi-dose arm 



OPTION #4: 
Varenicline, standard dosing + NRT 

Rationale:  
 Monotherapy efficacy has much room for improvement 

 Combination therapy, in general, has been shown to be 
more effective than monotherapy 

 Complementary mechanisms of action not fully understood 

 

 

 



Hajek et al. (2013). BMC Medicine 11:140. 



Hajek et al., 2013 
Varenicline, standard dosing + NRT  

 Double-blind RCT (n=117) 
 Varenicline: 0.5mg QD days 1-3; 0.5mg BID days 4-7; 

1mg BID day 8 to end of treatment (12 weeks) 

 15mg/16hr nicotine patch or placebo patch x 4 weeks 

 67% male; age, 44-45; 17-18 cigarettes/day; 17-18 at 
initiation;  2.8 prior quit attempts 

 

 



Hajek et al., 2013 
Varenicline, standard dosing + NRT  
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Nonsignificant at all time points; weeks 1 and 4 biochemical verification, week 12 self-report. 
High adherence at week 1; at week 4, ~20% nonadherence with patch and ~10% nonadherence with varenicline. 

At 12 weeks, ~75% nonadherence with varenicline (similar across both groups at all time points). 

n=117 



Koegelenberg et al. (2014). JAMA 312(2):155-161. 



Koegelenberg et al., 2014 
Varenicline, standard dosing + NRT  

 Blinded RCT (n=435) 
 Varenicline: 0.5mg QD days 1-3; 0.5mg BID days 4-7; 

1mg BID day 8 to end of week 12; tapered last week (14 
weeks) 

 15mg/16hr nicotine patch or placebo patch started 2 
weeks prior to quit date (14 weeks) 

 38% male; age, 46; 16 cigarettes/day; 26 yrs smoked; 
1-2 prior quit attempts 
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Significant at all time points. 
Weeks 12 and 24 are 4-wk continuous abstinence.  

Six months is 7-day point prevalence abstinence. 
Biochemical verification via exhaled carbon monoxide. 

High adherence (>75% of participants) with both medications. 

n=435 

Koegelenberg et al., 2014 
Varenicline, standard dosing + NRT  



OPTION #5: 
Combination NRT 

Rationale:  
 Failed nicotine patch monotherapy due to extreme 

withdrawal  

 Combination NRT therapy has been shown to be more 
effective than NRT monotherapy 

 

 

 

 



WHICH REGIMEN is MOST 
APPROPRIATE for SUZANNE? 

(1)  Varenicline, standard dosing 

(2) Varenicline, standard dosing with up to 35-day 
preloading 

(3)  High-dose varenicline 

(4)   Varenicline, standard dosing + NRT 

(5)  Combination NRT 

POLL #2b 



Summary of Therapy Options: 
SUZANNE 

SUFFICIENT EVIDENCE to RECOMMEND:   
 Varenicline, standard dosing 
 Varenicline, standard dosing with preloading  
 Combination NRT 

INSUFFICIENT EVIDENCE to RECOMMEND: 
 Varenicline, standard dosing + NRT [conflicting data] 
 High-dose varenicline 



DOSING for SUZANNE 
SUFFICIENT EVIDENCE to RECOMMEND:   
 Varenicline, standard dosing 

 0.5mg QD days 1-3; 0.5mg BID days 4-7; 1mg BID day 8 to end of 
treatment (12 weeks) 

 Varenicline, standard dosing with preloading up to 35 days 
 0.5mg BID days 1-7; 1mg BID through end of treatment 

 Combination NRT 

INSUFFICIENT EVIDENCE to RECOMMEND: 
 Varenicline, standard dosing + NRT 
 High-dose varenicline (generally 3mg QD) 



…in patients who 
don’t take them.” 

C. Everett Koop, M.D., former U.S. Surgeon General 

“Drugs don’t work… 

Medication adherence should be  
assessed at each encounter. 



TOOLS 











Rx for Change  

Teaching materials and tools:  

http://rxforchange.ucsf.edu 

Continuing education programs: 

https://ce.pharmacy.purdue.edu/content/intro-
tobacco-cessation 

 



Questions and Answers 

• Submit questions via the  
chat box 



CME/CEUs of up to 2.0 credits are 
available to all attendees of this live 
session. Instructions will be emailed 
after the webinar. 

Contact SCLC  
for technical assistance 

Visit us online  
• http://smokingcessationleadership.ucsf.edu 

 
Call us toll-free 
• 1-877-509-3786 

 



2016 Tips Campaign 

www.cdc.gov/tips 



CME/CEU Statement 

Accreditation: 
The University of California, San Francisco (UCSF) School of Medicine is accredited by the Accreditation 
Council for Continuing Medical Education to provide continuing medical education for physicians. 
  
UCSF designates this live activity for a maximum of 2.0 AMA PRA Category 1 CreditsTM. Physicians 
should claim only the credit commensurate with the extent of their participation in the webinar activity.  
  
Nurse Practitioners and Registered Nurses: For the purpose of recertification, the American Nurses 
Credentialing Center accepts AMA PRA Category 1 CreditTM issued by organizations accredited by the 
ACCME.  
  
Physician Assistants: The National Commission on Certification of Physician Assistants (NCCPA) states 
that the AMA PRA Category 1 CreditsTM are acceptable for continuing medical education requirements for 
recertification.  
  
California Pharmacists: The California Board of Pharmacy accepts as continuing professional education 
those courses that meet the standard of relevance to pharmacy practice and have been approved for 
AMA PRA category 1 creditTM. If you are a pharmacist in another state, you should check with your state 
board for approval of this credit. 
  
Social Workers: This course meets the qualifications for 2.0 hours of continuing education credit for 
MFTs and/or LCSWs as required by the California Board of Behavioral Sciences. If you a social worker in 
another state, you should check with your state board for approval of this credit. 
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