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+ The NCPP highlighted priorities among effective clinical preventive services

+ Total score for each service is based on 2 measures: clinically preventable
burden and cost-effectiveness (both scored from 1 to 5 points)

+ Tobacco-use screening and intervention for adults | . _
+  Aspirin chemoprophylais for adults > ?;gr:es;{t) rF:_a1nomng
+« Chidhood immunization i el

\
+ Colorectal cancer screening

* Hypertension screening

¢ |nfluenza mmunization }
«  Pneumococcal mmunzason

*  Problem-drinking screening and brief counseling
« Vision screening—adults

« Cervical cancer screening
« Cholesterol screening

> Total Score: 7

’

Despite having a high ranking, tobacco-use screening and intervention still have low utilization rates.

NCAP ohtond Conmesion on Prowmion Priodks
Macosk MV atal. AmJ Py Mad 2006 311152 64
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Smoking and Heart

Heart attack Angina Peri
_ pheral
2x higher Stroke 20x higher Arterial Disease
3x higher 5x higher
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Cardiovascular risks of smoking

Percentage increase in risk
100% 300% more than 300% 400%
increase in risk increase in ns 'mmseinnst’ i inn
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= |

MacKay J et al. World Health Organisation, Geneva 2004.




LA

‘ : I)j 2 ¢ '
Dose-Response Relationship Between Cigarette Smoke
Exposure and Risk for Ischemic Heart Disease Events

2. =

1.5

|

1.3 - ¢ Passive smoking studies

Relative Risk Of Ischemic
Heart Disease Event

1.0

|

¢ Zero exposure

| 1 1 I | 1 |

0 5 10 15 20 25 30
Number of Cigarettes per Day

J Am Coll Cardiol. 2015 Sep 22;66(12):1378-91



Relative Risk

)

Level and Duration of exposure
to smoking

1.5

1.0

0.5

0.0-

P=0.0086 far
linear trend

1.00

I:I

_ 1.31
(95% Cl, z
vhin O, 1.21-1.42) R
1.13-1.34}
0
2 1.0
a
.
e}
n.
@ 0.54
o
1-19 =20 0.0-

Level of Exposure to Smoking

cigarettes/day)

1.31 1.29
P=0.01 for 1.18 \95% Cl, 195% CI,
linear trend (95% CI, L1-1.551 1.16-1.43)
0.98-1.42)

1.00

= E':}

0 1-9 10-19

Duration of Exposure to Smoking (yr)

J Am Coll Cardiol. 2015 Sep 22;66(12):1378-91



Number needed to treat (NNT) to save
+Hite

451 HOPE? EMPA-REG OUTCOME®3
: : Y JARDIANCE®S
Simvastatin? Ramipril? £r31
for 5.4 years for 5 years oro.1 yedrs
T2D with established
In high CV risk In high CV risk CV disease (CAD, PAD, Ml or stroke
5% diabetes, 38% diabete§, on top of standard of care
26% hypertension 46% hypertension 92% hypertension
Pre-ACEi/ARB > 80% ACEi/ARB
era
Pre-statin era <29% statin > 75% statin
O  r— - O >

Standard of care includedl.&gertensive, lipid-lowering agents, anticoagulants and gZQQwering therapies.® ACEi, angiotensin converting enzymN‘QJitor; ARB, angiotensin
receptor blockers,

1. 4S investigators. Lancet ]44;344:1383—89. 2. HOPE investigators, N Engl J Med 2000@2:145—53. 3. Zinman B et al. N Engl J Med 2015;373:2117—2W

The Heart of Diabetes



Projected Outcomes of Preventive

Interventions
Intervention Lives Saved NNT
®
e Lipid lowering 132, (1 34
e BP control 63,282 3
e [3-blockers (Ml) 17.023 120
e ASA (MI) 10,365 143
e Coumadin (A. fib) 3,418 2,014

Woolf AH. JAMA 1999; 282(24):2358-65.

TOBACCO CESSATION
IaAia)  EAcamh
Centre for Addiction and Mental MHeaith
Centre de toxicomanie ¢t de saaté mentale




TREATING TOBACCO is a
iaoey. GOLD STANDARD TREATMENT

Intervention Outcome NNT
Statins Prevent 1 death over 5 years 107
Aspirin Prevent 1 MI over 5 years 118
Antihypertensive therapy Prevent 1 stroke, MI, death over 1 year 700
Cervical cancer screening Prevent 1 death over 10 years 1140
MD 5 min advice to stop smoking Prevent 1 premature death 80

+ cessation medication Prevent 1 premature death 38-56
+ behavioral support Prevent 1 premature death 16-40

NNT = Number Needed to Treat

Anthorison, 2006, Ann Intern Med; McQuay & Moore, 2006, Bandolier; Gates 2001, Am Fam
Phys; Cochrane Reviews by Stead, Bergeson, et al., 2008; Stead, Perera, et al. 2012; Stead &
Lancaster, 2012; Cahill et al., 2010; and USPSTF, 2009

e WORLD HEART
FEDERATION®



When could obesity top smoking as the
biggest preventable cause of cancer?

Right now, smoking causes more cancers than obesity in both
men and women.

< » »
; 18% 12%

Percentage
of cancer
cases caused

by smoking Men Women

= M
\ 5%

Percentage

of cancer

cases caused

by obesity Men

7.5%

Women

But if current trends continue, the gap will close.

And it's happening faster in women than men.

n
o

smoking in men

—
w

smoking in women
P

13%

obesityinwomen .

10%
—_10%

obesity in men

% of cancer cases caused by...
—
w o

! ! 1 1 ] 1 ! ]

0
2025
estimate

Source of 2014 data: Brown et al, British Journal of Cancer, 2018
Source of 2025-2035 data: When could overweight and obesity
overtake smoking as the biggest cause of cancer in the UK,
Cancer Research UK, September 2018

cruk.org/blog
Together we will beat cancer

2035
estimate

B CANCER

o - RESEARCH
K .&

UK

Preventable cancers

More than 40 percent of cancer cases can be prevented, the American
Cancer Society finds in a new report. Here is a list of things people can

change and their share of cancer cases:

4%
 preventable
. cancers

CAUSE

Smoking _ 19.0%

Obesity [N 7.8%
Alcohol [l 5.6%

UV radiation [N 4.7%
Physical inactivity . 2.9%
Poor diet I 1.9%
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Steps for Jawbone UP Users

Who Commented on Pokémon Go
12,000
10,000 -
8,000
h/\
g’ 6,000 -
0 © 9
4000 — 9 @
2,000 \. \/ ‘
.

Weekend of Weekend of Weekend of Weekend of Weekend of Weekend of
6/4-6/5 6/11-6/12 6/18-6/19 6/25-6/26 4th of July Pokémon Go
(7/2-7/3) (7/9-7/10)

Jawbone 237 (Pokémon Go) L EHEEEFEKIERA (B /Jawbone )
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The LEARN Model

L . A s N
~ > A D A SN S N

-

Listen
with sympathy and Explain Acknowledge | | pecommend | | Negotiate
understanding to your and discuss the
the /patient’s percéeptions of differences and a ggt‘ilg f)e of
perception of the the problem. similarities. & agreement.
problem.
/ S AR S o J

Adapted from Berlin EA. & Fowkes WC, Jr. {1983). A eaching framework for cross cultural healih care-—-Appicaton in family pracice. Wesrern Journal of
Mediane 139 {6):934-938.



Initiation of
Appropriate Treatment

Treatment
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EETHER

Vesicle Dopamine
Nicotine receptor
receptor
Nicoti ne__ O
Sending Q Receiving
neuron neuron

Dopamine
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Comparison Odds ratio No. of studies
(95% credible interval) (direct comparisons)

NRT vs Placebo - 184(1.71,199) 119
Bupropion vs Placebo —a— 182 (16,2.06) 36
Varenicline vs Placebo —a— 288 (24, 347) 15
Bupropionws NRT . 099 (086,1.13) 9
Varenicline vs NRT —a— 157 (1.29,191) 0
Varenicline vs Bupropion —a— 159 (129,196) 3

T | T | | |

05 10 15 20 25 30 35

Posterior median odds

Cahill K, et al. Cochrane Database Syst Rev. 2013 May 31;5
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[ Patch {21 mg)

0 Gum (4 mg)
@ Cigarette (1-2 mg)

Plasma Nicotine (ng/ml)

Nasal spray (1 mg)

0 10 20 30 40 50 60 70 80 90 100 110 120
Minutes

NEJM 2002;346(7):506-512
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Bupropion for smoking cessation

Mechanism unclear,
might involve:

FDA-?DPVOVEd .for * Antagonism of nAchR
smoking cessation. » Dopaminergic effect on

Benefits in improving
long-term abstinence
rates are not immediate
and take several weeks

reward mechanisms !
- or longer to be evident.

[ BUP |

nACHR
PSYCHOPHARMACOLOGY
INSTITUTE
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VARENICLINE
BB R 815 FH Ef

= {FH

> BB BB ( Partial agonist )

Vareniclinefy & E

o FEIE ( Antagonist )

1. CHAMPIX Summary of Product Characteristics. July 2013
2. Picciotto MR, et al. Nicotine Tob Res 1999;Suppl 2:5121-5.
3. Dani JA, Harris RA. Nat Neurosci 2005;8:1465-70
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HOW VAREMICLINE WORKS L
. Micotine receptor on

a dopamine neuron

Mucleus
accumbens

Ventral tegmental
area

@ ‘COLD TURKEY" @ WITH VAREMIGLINE

oot =N 0
Micotine o r
receptors 1
Cell body |
= of dopamine Drug blocks
NEUrsn receptors yet

Micofi
reahne sfill triggers

dopamine release

o
Dopamine releass
—
0 from nucleus accumbens

4] -
L= . @
Doy @

SOURCE: Ash






Point Prevalence Abstinence, %

|
60 -

50 1

40

30

20

107

Drug Treatment—

® Varenicline (n=352)
O Bupropion SR (n=329)
O Placebo (n=344)

/

./."00-0..

®
\\_. .,

4 8 12 16 20 24 28 32 36 40 44 48 52
Week

JAMA. 2006;296(1):47-55.
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CrossMark

Neuropsychiatric safety and efficacy of varenicline,

bupropion, and nicotine patch in smokers with and without
psychiatric disorders (EAGLES): a double-blind, randomised,
placebo-controlled clinical trial

Robert M Anthenelli, Neal L Benowitz, Robert West, Lisa St Aubin, Thomas McRae, David Lawrence, John Ascher, Cristina Russ, Alok Krishen,

A Eden Evins

40+ [ varenicline
380 [ Bupropion
- [ Nicotine patch
354 335 [ Placebo
— 304 292
=
o 261264
E oo | [ = 234
g 226 218
g 204 —
g 77 ELLALE s =
2 " 162
g 1137 e B7 130 b
5 105 B ]
L) o
10 83 94
5
0
Weeks -12 Weeks 9-24 Weeks §-12 Weeks 9-24 Weeks 9-12 Weeks 9-24
Non-psychiatric cohort (n=4028) Psychiatric cohort (n=4116) Overall (n=8144)
Varenicline (n=1005) Varenicline (n=1032) Varenicline (n=2037)
Bupropion (n=1001) Bupropion (n=1033) Bupropion (n=2034)
Nicotine patch (n=1013) Nicotine patch (n=1025) Nicotine patch (n=2038)
Placebo (n=1009) Placebo (n=1026) Placebo (n=2035)
OR (95% CI) p value Weeks §-12 Weeks §-24 Weeks 9-12 Weeks 9-24 Weeks §-12 Weeks §-24
Primary comparisons
Varenicline vs placebo 400 (3-20-5-00) 2:99(233-3-83) 3-24(256-411) 2.50(1-90-3-29) 3-61(3-07-4-24) 274(2:28-3-30)
p<0-0001 p<0-0001 p<0-0001 p<0-0001 p<0-0001 p<0-0001
Bupropion vs placebo 2.26(1-80-2-85) 2:00 (1.-54-2-50) 1.87 (1-46-2-39) 177 (1-33-2-36) 2.07 (1.75-2-45) 1-89 (1-56-2-29)
p<0-0001 p=<0-0001 p=0-0001 p=<0-0001 p=<0-0001 p<0-0001
Secondary comparisons
Nicotine patch vs placebo 2:30(1-83-2-90) 1-96 (1-51-2-54) 2-00 (1-56-2-55) 1-65 (1-24-2-20) 2.15 (1-82-2.54) 1-81(1-43-2-19)
p<0-0001 p<0-0001 p=0-0001 p=0-0007 p=0-0001 p<0-0001
Varenicline vs nicotine 174 (143-210) 152 (1-23-1.89) 162 (1-32-1-99) 151(1-19-1:93) 1.68(146-193) 152 (129-178)
patch p<0-0001 p=0-0001 p=<0-0001 p=0-0008 p=<0-0001 p<0-0001
Bupropion vs nicotine 0-98 (0-80-1-20) 102 (0-81-1-28) 0-04 (075-1-16) 1.07 (0-83-1-39) 0-96 (0-83-1-11) 104 (0-88-1.24)
patch p=0-8701 p=0-8645 p=0-5467 p=0-5824 p=0-5797 p=0-6002
Varenicline vs bupropion 177 (1-46-214) 149 (1.20-1.85) 174 (1-41-214) 1.41(1.11-1.79) 175 (1.52-2.01) 145 (1-24-170)
p<0-0001 p=0-0003 p=0-0001 p=0.0047 p=0-0001 p=0-0001

Figure 3: Continuous abstinence rates forweeks 9-12 and 9-24
Analyses based on the all-randomised population. OR=odds ratio.
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| | |
12 18 24
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Lee JH,, etal., Prev Cardiol. 2008 Fall;11(4):210-4.
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Adherence to Varenicline and
Associated Smoking Cessation

Distribution of Select Characteristics
Among the 1,477 Study Participants by
Adherence?® to Varenicline Therapy

Primary
Entire Non- | Partially
Sample |adherent |Adherent |Adherent P

Variable m=1477)| (n=823) | (n=295) | (n=359) | ValueP
Male (%) 418 41.8 407 429 NS
Age (years, mean) 491 499 477 485 |<005
Cancasian (%) Q8.4 98 .4 Q8.6 a8.0 NS
Married (%) 623 62.8 54.6 674 <0.01
Body mass index 283 282 283 290 NS
(median)
Systolic blood pressure | 1241 124.2 122.6 1252 [<0.05
(mmHg, mean)
Diastolic blood pres- 74.7 745 74.5 752 NS
sure (mmHg, mean)
Influenza vaccinarion 35.8 36.2 35.6 35.1 NS
(%)
Pneumonia 16.6 16.5 17.6 159 NS
vaccination (%)
Previous bupropion 7.6 05 15.6 17.6 |<0.0001
usec (%)
Previous NRT usec (%) 2.1 0 6.4 33 <0.0001
Comorbidities (%)

COPD 94 a2 10.8 8.6 NS

Coronary artery 8.5 95 6.1 81 NS

disease

Asthma 8.0 T4 81 Q2 NS

Peripheral vascular 37 38 34 36 NS

disease

Cardiovascular B6 04 71 81 NS

disease

Diabetes mellitus 139 138 132 14.5 NS

Cancer, any 5.8 55 58 6.7 NS

Cancer, lung 0.5 0.2 1.4 03 |<005

Hazard Model Results Predicting

Probability of Achieving Smoking
Cessation During the Follow-Up Period

Hazard Ratio
Characteristic Category?® (95% CIDP
Adherence Adherent vs. 193 (1.59-2.33)
primary nonadherent
Partially adherent vs. 0.88 (0.69-1.13)
primary nonadherent

aNonadherence, adherence, and partial adherence were defined as having no phar-
macy claims, at least a 90-day supply, and a I- to 89-day supply of varenicline,
respectively, during the 113-day follow-up period.

bAdjusted for age, systolic blood pressure, marital status, and prior lung cancer
diagnosis.

ClI=confidence interval.

J Manag Care Spec Pharm, 2013 Mar;19(2):125-131



“Evaluation of varenicline as an faid; to smoking cessation
In UK general practice — a THIN database study

Table 2. Baseling characteristics of subjects who replied to the questionnaire (responders, = 193) and those who didnot ~ Table 1. Smoking cessation rates beyond 5 months, 6 months and 7

(on-Tesponders, =539 months since initiation of varenicline.

Fact Respond Non-fespond - . .

w RO IS Time since initiation Smoking cessation rate (%)

Demographics (n=193) (n=539) of varenicline (95% confidence interval)
Mean age (yrs) 46.5 432 p=0.002
Female () 60.6 5.5 p=0215 Over 5 months (n=190%) 49.5 (42.4,56.6)

Social deprivation score* (n=186) (1=512) Over 6 months (n=154) 46.1 (38.2,54.0)
Townsend score 1 (%) 167 100 (primary outcome)
T ath) =~ 2 a5 Over 7 months (n=48) 54.2 (40.1,68.3)
Overall Townsend score distribution p=0.081

Co-morbidtes (n=1%3) (n=53) *All patients with a valid Smoking cessation answer.
% of subjects with:
Asthma 28 204 p=0485 i i 3 il i
el my " 00 Ta?e1 gg Odds of smoking cessation by self-reported varenicline duration
CHf 62 T p=0ass (=189
Cerebrovascular disease™ 15 24 p=0485
ng?gsfsm 3;; 338 gjggga Varenicling duration Odds ratio
Anidpressant therapy 712 154 0=0084 (8% confidence interval
Bipolar disorder 0. 04 p=(.784
Suicide attempt or ideation 21 19 p=0850 <2 weeks (reference group, n=33) 1.0
Drug overdose 10 15 p=0646 2-4 weeks (n=36) 2.0(0.6,6.1)
Sef-harm 05 04 p=0.784 5-8 weeks (n=42) 5.4 (1.9,15.9)

9-12 weeks (n=62) 11.0(3.9,31.1)

*Townsend score; 1=most affiuent, 5 = least affiuent.
AChronic obstructive pulmonary disase.
#C f

oronary heart disease. _
@ Cerebrovascular disease includes stroke and transient ischaemic attack. Curr Med Res Opin. 2010 Apr;26(4):861-70.

>12 weeks (n=16) 75(2.0,283)




Neuropsychiatric safety and efficacy of varenicline, =W ®
bupropion, and nicotine patch in smokers with and without
psychiatric disorders (EAGLES): a double-blind, randomised,
placebo-controlled clinical trial

Robert M Anthenelli, Neal L Benowitz, Robert West, Lisa St Aubin, Thomas McRae, David Lawrence, John Ascher, Cristina Russ, Alok Krishen,
A Eden Evins

Non-psychiatric cohort” (n=3984) Psychiatric cohort™ (n=4074)
Varenicline Bupropion Nicotine patch  Placebo Varenicline Bupropion Nicotine patch  Placebo
(n=990) (n=989) (n=1006) (n=999) (n=1026) (n=1017) (n=1016) (n=1015)
Primary composite neuropsychiatric endpoint 13(1-3%) 22 (2-2%) 25 (2-5%) 24 (2-4%) 67 (6-5%) 68 (6-7%) 53 (5-2%)t 50 (4-9%)
Estimated primary compaosite neuropsychiatric 1.25% 2-44% 2.31% 2.52% 6-42% 6-62% 5.20% 4.83%
adverse events (% [95% CI]) (060t0190)  (152to336)  (137t0o325)  (L58to346) (491to7-93) (509t0815) (3-84to6:56) (3-51to6-16)
Difference in risk of composite primary endpoint (RD% [95% Cl])
Versus placebo -1.28 -0.08 -0.21 - 1.59 178 037
(-240t0-015) (-137to121) (-154to112) (-042t0359) (-0-24t0381) (-1.53t02.26)
Versus nicotine patch -1.07 0.13 - - 1.22 1.42
(-221t00.08) (-119t01.45) (-081t03-25) (-0-63t03.46)
il!ersus bupropion -119 - - - -020
(-2-:30t0-0-09) (-234t01.95)
Components of primary neuropsychiatric composite endpoint
Anxiety: 0 1(0-1%) 0 3(0:3%) 5 (05%) 4(0-4%) 6 (0-6%) 2(0:2%)
Depressiont 1(0-1%) 0 0 0 6 (0-6%) 4(0-4%) 7 (07%) 6(0-6%)
Feeling abnormal$ 0 0 0 0 0 1(0-1%) 0 0
Hostility: 0 1(0-1%) 1(0-1%) 0 0 0 0 0
Agitation§ 10 (1.0%) 11(11%) 19(1.9%) 11(11%) 25 (24%) 29(2:9%) 21(2:1%) 22(2.2%)
Aggression$ 3(0:3%) 3(0-3%) 2(0-2%) 3(0-3%) 14 (1-4%) 9(0-9%) 7 (0-7%) 8(0-8%)
Delusions§ 0 0 1(01%) 0 1(01%) 1(01%) 1(0-1%) 0
Hallucinations§ 1(01%) 0 0 0 5 (0:5%) 4(0-4%) 2(02%) 2(0:2%)
Homicidal ideation§ 0 0 1(0-1%) 0 0 0 0 0
Mania§ 0 1(01%) 2(0-2%) 2(0-2%) 7 (07%) 9(0-9%) 3(0:3%) 6 (0-6%)
Panic§ 0 4(0-4%) 1(01%) 3(0-3%) 7 (07%) 16 (1-6%) 13(1.3%) 7 (07%)
Paranoia$ 0 1(01%) 0 0 1(0-1%) 0 0 2(0:2%)
Psychosis§ 0 0 1(01%) 0 4(0-4%) 2(0-2%) 3(0:3%) 1(0-1%)
Suicidal behaviour§ 0 1(1.0%) 1(01%) 0 1(0-1%) 1(0-1%) 0 1(0-1%)
Suicidal ideation§ 0 1(01%) 2(0-2%) 3(0-3%) 5 (0-5%) 2(0-2%) 3(0:3%)t 2(0:2%)
Completed suicide§ 0 0 0 1(0-1%) 0 0 0 0
(Table 2 continues on next page)




Neuropsychiatric safety and efficacy of varenicline, >0 R ®
bupropion, and nicotine patch in smokers with and without
psychiatric disorders (EAGLES): a double-blind, randomised,
placebo-controlled clinical trial

Robert M Anthenelli, Neal L Benowitz, Robert West, Lisa St Aubin, Thomas McRae, David Lawrence, John Ascher, Cristina Russ, Alok Krishen,
A Eden Evins

Non-psychiatric cohort* (n=3984) Psychiatric cohort* (n=4074)
Varenicline Bupropion Nicotine patch  Placebo Varenicline Bupropion Nicotine patch  Placebo
(n=990) (n=989) (n=1006) (n=999) (n=1026) (n=1017) (n=1016) (n=1015)
(Continued from previous page)
Primary composite neuropsychiatric endpoint 1(0-1%) 4 (0-4%) 3(0-3%) 5 (0-5%) 14 (1-4%) 14 (1-4%) 14 (1-4%) 13 (13%)
(severe intensity only)
Compenents of primary neuropsychiatric composite endpoint (severe intensity only)
Anxietyt 0 1(01%) 0 3(0:3%) 5 (0-5%) 4(0-4%) 6 (0-6%) 2 (0:2%)
Depressiont 1(0-1%) 0 0 0 6 (0-6%) 4(0-4%) 7 (07%) 6 (0-6%)
Feeling abnormals 0 0 0 0 0 1(0-1%) 0 0
Hostilityt ] 1(01%) 1(0-1%) 0 0 0 0 0
Agitation} 0 ] 2(0-2%) 0 1(0-1%) 1(0-1%) 4(0-4%) 2(0:2%)
Aggression} 1(1-0%) 1(01%) 0 0 1(0-1%) 1(0-1%) 0 1(0-1%)
Delusionst 0 0 0 0 0 0 0 0
Hallucinations$ 0 0 0 0 0 1(0-1%) 0 0
Homicidal ideation 0 0 0 0 0 0 0 0
Maniat 0 0 0 0 2 (0-2%) 1(0-1%) 0 0
Panict ] 1(01%) 1(0-1%) 1(0-1%) 0 1(0-1%) 0 1(01%)
Paranoia$ 0 o] 0 0 0 0 0 0
Psychosist 0 0 0 0 0 1(0-1%) 1(0-1%) 0
Svicidal behaviourf 0 1(01%) 0 0 1(01%) 1(0-1%) 0 1(01%)
Suicidal ideationt 0 0 0 1(0:1%) 1(0-1%) 0 1(01%) 0
Completed suicidet 0 0 0 1(0-1%) 0 0 0 0
Events in the primary endpoint
Serious adverse eventsf 0 1(0-1%) 2 (0-2%) 3(0-3%) 6 (0-6%) 5(0-5%) 3(0:3%)1 3(0:3%)
Resulting in permanent treatment 1(0-1%) 5(0-5%) 7 (0-7%) 3(0-3%) 16 (1-6%) 15 (1-5%) 12 (1-2%) 15 (1-5%)
discontinuations
Leading to interventions** 0 2(0-2%) 1(0-1%) 3(0-3%) 7 (07%) 12 (1:2%) 7 (07%) 11 (11%)
Combined serious adverse events, severe adverse 2 (0-2%) 8 (0-8%) 8 (0-8%) 10 (1-0%) 28 (2:7%) 28 (2-8%) 21 (2-1%)t 29 (2:9%)
events, and leading to treatment
discontinuations or interventions (at least one of)
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Table 1 Case series analysis for relative incidence of myocardial infarction immediately
before and after first prescription for nicotine replacement therapy
Myocardial infarction analysis Stroke analysis
Number of Relative Number of  Relative
Time period Mis incidence  95% Cl strokes incidence  95% Cl
Days before NRT
43-56 13 3.29 1.8910 5.71 4 1.49 0.55to0 3.99
29-42 24 6.02 3.99 to .09 8 293 1.45 10 5.93
15-28 18 4.48 280t07.18 17 6.17 3.78 1o 10.09
1-14 33 8.51 596101214 10 3.72 1.97 10 7.02
Total 88 5.55 44210 6.98 39 3.59 25610 5.03
Days after NRT
1-14 10 239 1.28 1o 4.48 2 0.69 0.17 10 2.75
15-28 4 0.97 0.36 to 2.59 3 1.03 0.33 10 3.21
29-42 6 1.47 0.66 to 3.29 3 1.03 0.33 10 3.21
43-56 1 0.24 003t0 1.74 7 2.47 1.16 10 5.24
Total 2] 1.27 08210 1.97 15 1.30 0.77 10 2.19
All other time 752* 452t
*431 events precede 56 days before NRT, 11 events of day of NRT prescription, and 310 events more than 56
days after prescription.
1243 events precede 56 days before NRT, 8 events of day of NRT prescription, and 201 events more than 56 days
after prescription.
Cl, confidence interval; MIs, myocardial infarctions; NRT, nicotine replacement therapy.

Cahill K, et al. Cochrane Database Syst Rev. 2013 May 31;5
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Cardiovascular Safety of Varenicline, Bupropion,
and Nicotine Patch in Smokers
A Randomized Clinical Trial

Neal L. Benowitz, MD; Andrew Pipe, MD; Robert West, PhD; J. Taylor Hays, MD; Serena Tonstad, MD, PhD;
Thomas McRae, MD; David Lawrence, PhD; Lisa St Aubin, DVM; Robert M. Anthenelli, MD



Table 1. Baseline Characteristics of Participants

EAGLES {mn = BO58) EAGLES Extension Trial (n = 4535)
Warenicline Bupropion NRT Placebo Varenicline Bupropion Placebo
Characteristic {n=2016) (n = 2006) {n=2022) (m = 201%) {(n=1192) {n=1166) NRT (n= 111&) (mn=1121)
Demographics
Age, mean (SD), y 46.5 (12.4) 45.32 (12.6) 46.9 (12.2) 46.4 (12.1) 4B.1(12.2) 47.7 (12.5) 483 (11.9) 47.5 (12.2)
Male, No. (%) 502 (44.7) BOZ (44.5) 883 (43.7) BTG (43.5) 533 (44.7) 518 (44.4) 493 (44.2) 500 (44.6)
White race, 1668 (B2.7) 1626 (81.6) 1641 (81.2) 1639 (B1.4) S7B (B2.0) 946 (81.1) 004 (81.0) B93 (79.7)
No. (%)
EMI, mean (S0} 28.1(6.4) 28.1(5.4) 2B.0{6.3) 28.3(6.4) 2B.6 (5.4) 2B.5 (B.6) 2B.6 (6.6) 2B.6 (6.6)
NPC, No. (%) 990 (49.1) 089 (45.3) 1006 (49.8) 999 (49.6) 564 (47.3) 547 (46.9) 515 (46.1) 534 (47.6)
PC, Mo. (%) 1026 (50.9) 1017 (50.7) 1016 (50.2) 1015 (50.4) 628 (52.7) 619 (53.1) 601 (53.9) 587 (52.4)
CV Risk Factors, No. (%)
Diabetes 122 (6.1) 133 (6.&) 118 (5.8) 127 (6.2) 71 (&.0) 79 (6.B) 6B (6.1) 7O (T7.0)
Type 1 3 (0.1) 3 {0.1) 1 (=0D.1) o o 1{0.1) 1{0.1) o
Typa 2 119 (5.9) 1320 (B6.5) 117 (5.8) 127 (6.2) 71 (&.0) 7B (B.7) 67 (&.0) 7O (T7.0)
CHD? 94 (4.7) o6 (4.8) 28 (4.4) B7 (4.3) 58 (4.9) 58 (5.0) 52 (4.7) 51 {4.5)
Carotid artery 17 (0.8) 9 {0.4) 15 (0.7) 12 (0.6) 12 {1.O) & (0.5) 6 (0.5) 10 (0.9)
diseasa®
Family history of 304 (15.1) 277 (13.B) 280 (13.8) 300 (14.9) 181 (15.2) 152 {13.1) 163 (14.6) 162 (14.5)
premature CHO®
Baseline CW risk B.2 (7.6} B.4(8.2) B.4 (7.B) 8.2 (7.6) B.B (7.3) B.6 (7.9) 9.0 (B.1) 8.6 (8.0)
score, mean (SD)°
Baseline CV risk
cateqgory,
MNo. (5D)°
Low risk 1403 (65.68) 1410 (70.32) 1408 (69.6) 1444 (71.7) 798 (66.9) 809 (59.4) 747 (66.09) TBT (70.2)
(=10%)
Medium risk 460 (22.8) 426 (21.2) 451 (22.3) 4132 (20.5]) 298 (25.0) 259 (22.2) 270 (24.2) 235 (21.0)
[10%-2055)
High risk 153 (7.68) 170 (8.5) 163 (B.1) 158 (7.B) D& (B.1) 9E (B.4) 99 (B.9) 00 (B.B)
(=20%)
CV Meadical History, No. (%)
Participants 676 (33.5) 671 (33.4) 681 (33.7) 663 (32.9) 422 (35.4) 405 (34.7) 398 (35.7) 400 (35.7)
with =1
disease/syndrome
Atrial 3 (0.1} 3 {0.1) 3 (0.1} 1 (<0.1) 2 {0.2) 1{0.1) 2 (0.2} 1{0.1)
fibrillation
Congestive 2 (0.1} 2 {0.1) 3 (0.1} 3 ({0.1) o 1{0.1) 3 (0.3} 1{0.1)
cardiac failure
Dyslipidemia 374 (18.6) 374 (18.6) 383 (18.9) 356 (17.7) 241 (20.2) 236 (20.2) 221 (159.8) 217 (15.4)
Hypertension 451 (22.4) 450 (22.4) 474 (232.4) 448 (22.2] 273 (22.9) 265 (22.7) 284 (25.4) 267 (23.8)
PVD 20 (1.0) 1& (0.8) 16 (0.B) 221(1.1) 15 {1.3) B (0.7) 10 (0.9) 9 {D.8)
Coronary artery 2 (0.1} a 2 (0.1} 1 (<0.1) o a 1 (0.1} 1{0.1)
bypass
Percutaneous 1 (=D.1) 3 {0.1) 1 (=D.1) 3 (0.1} 0 3 (0.3} 0 1({D.1)
coronary
intervention
Decreased 0 a o 3 (0.1) o a a 1{0.1)
ankle brachial
indax
Familial risk 49 (2.4) 43 (2.1) 45 (2.2) 42 (2.1) 27 (2.3) 29 (2.5} 26 (2.3} 22 (2.0)

factor




Table 2. Overall Occurrence of CWV End Points During Treatment and 52 Weeks of Follow-up

No. (%)
End Point Varenicline (m = 2016) Buproplon (n = 2006) NRT {n = 2022) Placebo (m = 2014)
MACE
During treatment period 1 (=0.1) 2 (0.1) 1({=0.1) 4 (0.2)
Until 30-d follow-up 1 (=0.1) 2 (0.1} 2 (0.1) 4 (0.2)
End of study= 3 (0.1) 9 (0.4) & (0.3) 8 (0.4)
MACE+
During treatment period 5 (0.2) 4 (0.2) 2 ({0.1) 5 (0.2)
Until 30-d follow-up 5 (0.2) 4 (0.2) 3 (0.1) F(0.3)
End of study™ 10 (0.5) 15 (0.7) 10 (0.5) 12 (0.8}
CV Death
During treatment period o 1 (<D.1) h] 1({<0.1)
Until 30-d follow-up 0 1 (=0.1) 0 1 (=0.1)
End of study™ 1 (=0.1) 2 (0.1} o 2 (0.1)
Nonfatal Ml
During treatment period 1 (=0.1) 1 (<D.1) 1({=0.1) 3 {0.1)
Until 30-d follow-up 1 (=0.1) 1 (=0.1) 1(=0.1) 3 (0.1)
End of study= 2 (0.1) 4 (0.2) 3 (0.1) 5(0.2)
Monfatal Stroke
Dwuring treatment period 0 0 0 1]
Until 30-d follow-up 0 o 1(=0.1) 1]
End of study™ 0 4 (0.2) 3 (0.1) 1 (<0.1)
New-0Onset or Worsening PVD Reguiring Interventlion
During treatment period o 1 (<D.1) 1({=0.1) 0]
Until 30-d follow-up 0 1 (<D.1) 1 (<0.1) 2 (0.1)
End of study™ 3 (0.1) 3 (0.1) 3 (0.1) 2 (0.1}
Hospiltalization for Unstable Angina
Dwuring treatment period 1 {=0.1) 0 0 1]
Until 30-d follow-up 1 (=0.1) o 0 1]
End of study= 1 (=0.1) 2 (0.1) 0 1]
Coronary Revascularization
Dwuring treatment period 4 (0.2) 2 (0.1} 1 (=0.1) 4 (0.2)
Until 30-d follow-up 4 (0.2) 2 (0.1) 1(=0.1) 4 {0.2)
End of study™ 4 (0.2) L (0.2} 2 (0.1) T (0.3)
Serlous Cardiac Arrihythmia
Dwuring treatment period 2 (0.1) 1 (<0.1) 3 (0.1) 1]
Until 30-d follow-up 3 (0.1) 2 (0.1} 4 (0.2) 1)
End of study™ 5 (0.2) 2 (0.1) 8 (0.4) 3 (0.1)
Hospltalization for CHF
Dwuring treatment period 0 0 0 3 (0.1)
Until 30-d follow-up 0 o 0 4 {0.2)
End of study™ 0 1 (=0.1) 1(=0.1) 5(0.2)

Abbreviations: CHF, congestive heart

failure; OV, cardiowvascular;

MACE, major adverse CW event;

MACE+, any MACE or a new-onset or

worsening peripheral vascular

disease (PVD) requiring intervention,

a nead for coronary revascularization.

or hospitalization for unstable angina;

M. myocardial infarction:

NRT, nmicotine replacement therapy

{transdermal nicotine patch).

= Last visit in the EAGLES extension
trial or im EAGLES for individuals not
enrolled in the EAGLES extension
trial.



[A] MACE

Period

Risk Difference (95% Cl)

During treatment period
Primary comparisons
Varenicline vs placebo
Bupropion vs placebo

Secondary comparisons
NRT vs placebo
Varenicline vs bupropion
Varenicline vs NRT
Bupropion vs NRT

Until 30-d follow-up
Primary comparisons
Varenicline vs placebo
Bupropion vs placebo

Secondary comparisons
NRT vs placebo
Varenicline vs bupropion
Varenicline vs NRT
Bupropion vs NRT

Until end of study
Primary comparisons
Varenicline vs placebo
Bupropion vs placebo

Secondary comparisons
NRT vs placebo
Varenicline vs bupropion
Varenicline vs NRT
Bupropion vs NRT

-1.13(-5.54t03.27)
-0.64 (-4.15 to 2.88)

-1.06 (-5.41 to 3.28)
-0.49 (-5.22t0 4.23)
-0.07 (-5.20t0 5.05)

0.42 (-4.28t05.13)

-1.20 (-5.60t0 3.21)
-0.62 (-4.09 to 2.84)

-0.42 (-4.01t0 3.17)
-0.57 (-5.27 t0o 4.13)
-0.78 (-5.21 to 3.65)
-0.21 (-4.27 to 3.85)

-0.99 (-4.80to0 2.82)
-0.08 (-2.63 to 2.48)

-0.30 (-2.99 to 2.39)
-0.91 (-4.78 to 2.96)
-0.69 (-4.63 t0 3.26)

0.22(-2.48t02.93)

Favors Active : Favors Placebo or
Treatment | Other Comparator

Risk Difference (95% CI)



MACE +

Period

Risk Difference (95% Cl)

During treatment period
Primary comparisons
Varenicline vs placebo
Bupropion vs placebo

Secondary comparisons
NRT vs placebo
Varenicline vs bupropion
Varenicline vs NRT
Bupropion vs NRT

Until 30-d follow-up
Primary comparisons
Varenicline vs placebo
Bupropion vs placebo

Secondary comparisons
NRT vs placebo
Varenicline vs bupropion
Varenicline vs NRT
Bupropion vs NRT

Until end of study
Primary comparisons
Varenicline vs placebo
Bupropion vs placebo

Secondary comparisons
NRT vs placebo
Varenicline vs bupropion
Varenicline vs NRT
Bupropion vs NRT

-0.21 (-3.36t0 2.94)
-0.14 (-3.13 to 2.85)

-0.77 (-4.85t0 3.31)
-0.07 (-3.48 to 3.34)
0.56 (-3.58t0 4.70)
0.63 (-3.72 t0 4.98)

-0.60 (-3.35t0 2.15)
-0.39(-2.92t0 2.14)

-0.37 (-3.23 to 2.50)
-0.21 (-3.22 to0 2.81)
-0.23 (-3.09to0 2.63)
-0.02(-3.32t03.27)

-0.48 (-2.75t0 1.80)
0.11 (-2.04 to 2.25)

-0.16 (-2.32to0 2.00)
-0.59 (-2.84t01.67)
-0.32 (-2.65t02.01)

0.27 (-1.95 to 2.49)

Favors Active : Favors Placebo or
Treatment : Other Comparator

T T

-'2 0 2
Risk Difference (95% CI)

~
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Smoking abstinence 1 year after acute coronary
syndrome: follow-up from a randomized
controlled trial of varenicline in patients
admitted to hospital

Sarah B. Windle MPH, Payam Dehghani MD, Nathalie Roy MD, Wayne Old MD, Francois R. Grondin MD,
Igbal Bata MD, Ayman Iskander MD, Claude Lauzon MD, Nalin Srivastava MD, Adam Clarke MD,

Daniel Cassavar MD, Danielle Dion MD, Herbert Haught MD, Shamir R. Mehta MD, Jean-Francgois Baril MD,
Charles Lambert MD, Mina Madan MD, Beth L. Abramson MD MSc, Mark J. Eisenberg MD MPH; for the EVITA
Investigators*®

m Cite as: CMAJ 2018 March 26;190:E347-54. doi: 10.1503/cmaj.170377

See related article at www.cmaj.ca/lookup/doi/10.1503/cmaj.180125

The Evaluation of Varenicline in Smoking Cessation for Patients
Post—Acute Coronary Syndrome (EVITA) trial

Windle SB et al. CMAJ. 2018 Mar 26;190(12):E347-E354.
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Table 2: Serious adverse events by treatment group

No. (%) of participants
Varenicline Placebo

Serious adverse events from baseline to week 52 n=151 n=151 Risk difference (95% Cl)
Any serious adverse event* 37 (24.5)t 33(21.9)t 2.7(-7.3t012.6)
Composite major adverse cardiovascular events 13(8.6) 14 (9.3) -0.7(-7.8t06.5)
(cardiovascular death, MI, unstable angina)

Cardiovascular death 2(1.3) 0 1.3(-2.0t05.2)

Ml 8(5.3) 9(6.0) -0.7 (-6.7t0 5.4)

Unstable angina 4(2.6) 6(4.0) -1.3(-6.5t03.7)
Other cardiovascular event 6(4.0) 3(2.0) 20(-2.8t07.1)
Noncardiovascular death 1(0.7) 0 0.7(-2.5t04.2)
Neuropsychiatric event

Seizure 0 0 0.0(-3.1t03.1)

Suicidal ideation 1(0.7) 0 0.7(-2.5t04.2)

Other neuropsychiatric event 1(0.7) 0 0.7(-2.5t04.2)
Other 19 (12.6) 17 (11.3) 1.3(-6.6t09.3)

Note: Cl = confidence interval, Ml = myocardial infarction.

*Only the first event for each participant in each category was counted (i.e., the numbers represent the number of patients experiencing an event in each category, rather than the
absolute number of events).

137 patients in the varenicline arm experienced a total of 49 serious adverse events, with 8 patients experiencing more than 1 event.

133 patients in the placebo arm experienced a total of 44 serious adverse events, with 9 patients experiencing more than 1 event.

Windle SB et al. CMAJ. 2018 Mar 26;190(12):E347-E354.



MEDICAL NEWS | PHYSICIAN'S FIRST WATCH, PSYCHIATRY (NEJM
July 15, 2020 Journal Watch

Guidelines Strongly Recommend Varenicline for
Smoking Cessation

By Kelly Young
Edited by Susan Sadoughi, MD_, and Richard Saitz, MD, MPH, FACE DFASAM

Varenicline is strongly recommended over the nicotine patch and bupropion for adults who are trying to quit
smoking, according to new guidelines from the American Thoracic Society published in the American Journal of
Respiratory and Critical Care Medicine.

Among the other recommendations:

= Varenicline is also strongly recommended over the patch in patients with a comorbid psychiatric condition
and for those who aren't ready to quit.

= For patients who are starting a controller therapy (e.g., varenicline, nicotine patch, bupropion), a treatment
duration greater than 12 weeks Is strongly recommended over 6-12 weeks.

= Varenicline is recommended over e-cigarettes for smoking cessation, but the authors caution that If adverse
events continue to be reported with e-cigarettes, the strength of the recommendation could change.

= |n another recommendation, they say that the use of varenicline plus a nicotine patch is preferred over
varenicline monotherapy.

LINK(S):
American Journal of Respiratory and Critical Care Medicine guidelines (Free)

Background: NEJM Journal Watch General Medicine coverage of varenicline plus nicotine replacement therapy
(Your NEJM Journal Watch subscription required)
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* For tobacco-dependent adults in whom
treatment Is being initiated

— we recommend varenicline over a nicotine
patch

— we recommend varenicline over bupropion

— we suggest varenicline plus a nicotine patch
over varenicline alone

— we suggest varenicline over electronic
cigarettes
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 |n tobacco-dependent adults who are not ready to
discontinue tobacco use, we recommend that
clinicians begin treatment with varenicline rather than
waiting until patients are ready to stop tobacco use

« For tobacco-dependent adults with comorbid
psychiatric conditions, including substance-use
disorder, depression, anxiety, schizophrenia, and/or
bipolar disorder, for whom treatment is being initiated,
we recommend varenicline over a nicotine patch
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« For tobacco-dependent adults for whom treatment is
being initiated with a controller, we recommend using
extended-duration (>12 wk) over standard-duration

(6—12 wk) therapy
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