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Figure 1: Study Dosing Schedules

OBJECTIVES STUDY DESIGN

Six-arm, double-blind, randomized, placebo-controlled, Phase 2b study conducted in 8 centers in the United States. The study was
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day after randomization and set a quit date ideation (SBQ-R score >7); or current symptoms of moderate to severe depression (HAD score >11).

= To evaluate overall safety 1) ¢ _
within 5-7 days of starting treatment. u

profile of cytisinicline compared
with placebo = Willing to actively participate in the study's
smoking cessation behavioral support

of the number of cigarettes
smoked. Self-reported
abstinence was confirmed

by expired CO at the end of
treatment and weeks 5, 6, 7 & 8.

day period.

Treatment with other smoking cessation medications (bupropion, varenicline, nortriptyline, or any
nicotine replacement therapy [NRT]) within 4 weeks of randomization or planned use of these other
smoking cessation medications during the study.

SCREENING PHASE TREATMENT PHASE FOLLOW UP PHASE

The Ongoing Research of Cytisinicline for Addiction
ORCA-1 study aimed to explore a more simplified
dosing schedule (3 times daily, TID) and an

increased unit dose (3.0 mg). provided throughout the study = Use within 2 weeks of randomization or planned use during the study of non-cigarette nicotine products

(e-cigarettes, pipe tobacco, cigars, snuff, chewing tobacco, hookah) or marijuana vaping or smoking.

Figure 3:Self-Reported Daily Cigarettes Smoked

RESULTS

The demographics and smoking history of subjects in each treatment arm were 20
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0 0% What happens next?
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White 37 (71%) 41 (82%) 43 (84%) 40 (80%) 39 (76%) Treatment Day = A slightly longer treatment period
Black 13 (25%) 7 (14%) 7 (14%) 9 (18%) 10 (20%) might enhance treatment benefit and
Other 2 (4%) 2 (4%) 1(2%) 1(2%) 2 (4%) reduce relapses in recent, vulnerable
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(mean years) URTI 5 (10%) 3 (6%) 3 (6%) 2 (4%) 7 (14%) Sciences, Inc. (-)-Cytisine, was developed by
Daily smoking ° ° ° ° ° % 30% Sopharma and first marketed in 1980 in Bulgaria
(median cigarettes) 20 18 20 20 20 Abnormal dreams 4 (8%) 3(6%) 4 (8%) 7 (14%) 1(2%) = as a smoking cessation aid (Tabex®). Tabex is
; . . . . 3 currently marketed by Sopharma in 20 countries
Prev. quit attempts A7 38 54 38 49 Nausea 1(2%) 3(6%) 5 (10%) 3(6%) 5 (10%) within Central and Eastern Europe using a 1.5
(mean) | | | | | Insomnia 4 (8%) 3 (6%) 3 (6%) 4 (8%) 1 (2%) o o bt oo 25 vy Achions L e Soonte,
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Previous treatments Headache 6 (12%) 2 (4%) 1(2%) 1(2%) 2 (4%) Inc. has acquired the license for cytisine as a
Varenicline 21 (40%) 18 (36%) 21 (41%) 13 (26%) 19 (37%) : - - - - ) 10% smoking cessation treatment for development in
Bupropion 9(17%) 7(14%) 9 (18%) 3(6%) 12 (24%) Fatigue 3 (6%) 1(2%) 1(2%) 2 (4%) 2 (4%) the United States (US), Western Europe, Japan and
NRT other countries outside of Sopharma's marketed
o territories. Achieve is initially focusing efforts in
Patch 27 (52% 25 (50% 23 (45% 19 (38% 28 (55% 0% : .
All other NRT 29 §420/; 16 2320/; 21 241 o/; 12 2240/; 26 251 o/; Week 4 Abstinence Continuous Abstinence (Weeks 5 to 8) the FJS apd Sme'tt_ed IND 1 1_2969 n Ju.ne, 2017.
0 0 ° 0 ° Achieve is conducting new clinical studies to
e-cigarettes 19 (37%) 13 (26%) 15(29%) 11 (22%) 18 (35%) current Good Clinical Practice (GCP) standards

under IND 112969 in order to address requests
made by FDA, confirming and expanding previous
efficacy and safety findings for cytisine as a
smoking cessation agent.
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