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Achieve Life Sciences is developing cytisinicline for use as a smoking 
cessation treatment for approval and commercialization in the United 
States and RoW. Topline results from the first Phase III study were re-
ported in April 2022. Results exceeded expectations on safety & efficacy 
parameters. 

The second Phase III trial in smoking cessation began in January 2022. 
Both Phase III trials compare cytisinicline with placebo combined with 
counseling. The primary endpoint is abstinence at 6 and 12 weeks for the 
last 4 weeks of treatment. A Phase II trial in vaping cessation, ORCA-V1, 
began in 2Q:22. 

Existing cessation products have only limited effectiveness and come 
with unpleasant side effects including nausea, vivid dreams, insomnia 
and GI issues.  Cytisinicline may fill a void in the prescription and NRT 
market by reducing nicotine cravings, the severity of withdrawal and the 
reward associated with smoking along with fewer side effects and shorter 
treatment duration.  There are almost 40 million smokers in the US and 
over 1 billion globally, providing a substantial population demanding an 
improved smoking cessation product. We anticipate a 2024 commerciali-
zation of cytisinicline. 

52-Week High 10.09 
52-Week Low 4.78 
One-Year Return (%) -34.1 
Beta 1.2 
Average Daily Volume (sh) 28,872 
  
Shares Outstanding (mil) 9.68 
Market Capitalization ($mil) 48.4 
Short Interest Ratio (days) 12.9 
Institutional Ownership (%) 29.4 
Insider Ownership (%) 0.5 

  

Annual Cash Dividend  $0.00 
Dividend Yield (%)  0.00 
  
5-Yr. Historical Growth Rates  
    Sales (%) N/A 
    Earnings Per Share (%) N/A 
    Dividend (%)   N/A 
  

P/E using TTM EPS N/A 

P/E using 2022 Estimate N/A 

P/E using 2023 Estimate N/A 
  
Zacks Rank N/A 

Autumn Enrollment Completion for ORCA-3 
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ZACKS ESTIMATES 
 

Revenue  
(In millions of US$) 

 Q1 Q2 Q3 Q4 Year 

 (Mar) (Jun) (Sep) (Dec) (Dec) 

2021 $0.0 A $0.0 A $0.0 A $0.0 A $0.0 A 

2022 $0.0 A $0.0 A $0.0 E $0.0 E $0.0 E 

2023     $0.0 E 

2024     $94.0 E 
 

Earnings per Share 
 

 Q1 Q2 Q3 Q4 Year 

 (Mar) (Jun) (Sep) (Dec) (Dec) 

2021 -$1.30 A -$1.53 A -$0.71 A -$0.76 A -$4.08 A 

2022 -$0.80 A -$1.09 A -$1.13 E -$1.11 E -$4.05 E 

2023     -$3.53 E 

2024     $3.85 E 

  

 
  

 
 
 

Based on our DCF model and a 15% discount rate, ACHV is 
valued at approximately $71.00 per share.  Our model applies a 
60% probability of eventual cytisinicline sales based on historical 
Phase III trial success ratios, trial progress and data generated to 
date.  Our valuation includes geographic contributions from the 
United States only. 
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WHAT’S NEW 
 

Second Quarter 2022 Results 
 

Achieve Life Sciences, Inc. (NASDAQ: ACHV) reported second quarter 2022 results in a press release and held a 
conference call after market close on August 11, 2022.  The company concurrently filed its Form 10-Q with the 
SEC.  Since its first quarter update, Achieve has begun its long-awaited vaping trial, continued enrollment in its 
ORCA-3 study and attended several investor conferences.  Other highlights for 2022 include impressive topline re-
sults from the ORCA-21 trial and launch of the ORCA-3 trial.  
 
Achievements for 2022 include:  
 

➢ ORCA-2 last subject, last follow up - January 2022 

➢ Initiation of ORCA-3 - January 2022 

➢ Expansion of clinical operations team - February 2022 

➢ Expansion of manufacturing & quality operations team – March 2022 

➢ Presentation at SRNT Annual Meeting – March 2022 

➢ Dr. Vaughn Himes appointed to Board of Directors – March 2022 

➢ ORCA-2 clinical results – April 2022 

➢ NIDA/NIH grant for vaping trial received – June 2022 

➢ Initiation of vaping trial ORCA-V1 – June 2022 
 

No revenues were reported for 2Q:22.  Operating expense was ($10.1) million yielding a net loss of ($10.5) million 
or ($1.09) per share. 
 
For the quarter ending June 30, 2022 and versus the same ending June 30, 2021:  
 

➢ Research & development expense totaled $7.2 million, falling 22% from $9.2 million, driven by the timing of 
the ORCA-2 and ORCA-3 trials which were winding down and ramping up respectively in the quarter;  

➢ General & administrative expense was $2.9 million, up 38% from $2.1 million on greater clinical trial media 
and awareness expenses, employee expenses associated with stock-based compensation, higher legal 
expenses as a result of increased patent application activities and greater insurance premiums; 

➢ Net loss was ($10.5) million vs. ($11.3) million or ($1.09) and ($1.53) per share, respectively. 
 
As of June 30, 2022, cash and equivalents stood at $29.4 million.  This amount compares to a $43.0 million balance 
in cash and equivalents held at the end of 2021.  Achieve has assumed $15.5 million of convertible debt related to 
its $25 million loan facility with SVB.  In 2Q:22 Achieve was extended a commitment of an additional $10 million 
from the SVB loan facility which it may access when needed.  Cash used in operations for 2Q:22 was ($8.3) million 
versus ($9.1) million in the prior year period.  Cash flows from financing activities totaled $1.4 million predominantly 
composed of proceeds from warrant exercise and ATM fundraising.   
 
Start to ORCA-V1 Vaping Trial 
 
One area that has not yet been explored in sponsored clinical trials has been the application of nicotine cessation 
therapy to electronic cigarette users or vapers.  According to a July 2021 Gallup poll, 6% of US adults report having 
recently vaped, and the number is growing.  Many see vaping as a nicotine replacement therapy to help them stop 
smoking.  While using electronic cigarettes does remove the risk from smoke compared to combustible cigarettes, 
the addiction to nicotine remains as do other risks related to the vaping fluid and the device used, which we have 
outlined in previous reports.  To address this population, Achieve pursued and was awarded a grant from the Na-
tional Institute on Drug Abuse, or NIDA, of the National Institutes of Health, or NIH, to evaluate the use of cytisini-
cline as a treatment for cessation of nicotine e-cigarette use in July 2021.  The initial grant award was $320,000 
which was used to prepare an investigational new drug (IND) application in order to gain clearance to conduct a 
vaping trial.  The IND was accepted in November 2021, and the follow on grant to fund the clinical stage of the work 
was received in June 2022, adding another $2.5 million to received funds.  The total of $2.8 million received in both 

 
1 Ongoing Research of Cytisinicline for Addiction 

https://ir.achievelifesciences.com/news-events/press-releases/detail/150/achieve-reports-financial-results-for-second-quarter-2022
https://event.choruscall.com/mediaframe/webcast.html?webcastid=CE9OY2Fz
https://ir.achievelifesciences.com/sec-filings/all-sec-filings/content/0001564590-22-029122/0001564590-22-029122.pdf
http://ir.achievelifesciences.com/news-releases?item=199
http://ir.achievelifesciences.com/news-releases?item=201
http://ir.achievelifesciences.com/news-releases?item=202
https://achievelifesciences.com/2022/03/11/achieve-announces-expansion-of-manufacturing-and-quality-operations-team-and-inducement-grant-award/
https://achievelifesciences.com/achieve-announces-presentation-at-srnt-annual-meeting/
https://achievelifesciences.com/achieve-appoints-dr-vaughn-himes-to-board-of-directors/
https://achievelifesciences.com/achieve-announces-successful-phase-3-orca-2-results/
https://ir.achievelifesciences.com/news-events/press-releases/detail/145/achieve-life-sciences-awarded-grant-from-the-national
https://ir.achievelifesciences.com/news-events/press-releases/detail/147/achieve-life-sciences-announces-initiation-of-phase-2
https://news.gallup.com/poll/267413/percentage-americans-vape.aspx
https://ir.achievelifesciences.com/news-events/press-releases/detail/16/achieve-life-sciences-announces-fda-acceptance-of-ind
https://ir.achievelifesciences.com/news-events/press-releases/detail/145/achieve-life-sciences-awarded-grant-from-the-national
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of the grants is sufficient to support half of the costs required to run the trial.  Following receipt of the funding, 
Achieve launched its Ongoing Research of Cytisinicline for Addiction (ORCA)-V1 in late June and how has four of 
five intended sites actively screening patients.   
 
ORCA-V1 
In early June, Achieve announced the receipt of the National Institutes of Health grant to conduct a vaping study.  
The $2.5 million grant is sufficient to fund about half the cost the ORCA-V1 trial which will enroll 150 subjects who 
are vaping but not smoking.  The study began in late June which will enroll at five locations in the United States.  Dr. 
Nancy Rigotti, who was the principal investigator for the ORCA-2 trial, will again assume this role for ORCA-V1.  
During the 2Q:22 conference call, management pointed out that patient recruitment has been going well during the 
first several weeks of the trial and that enrollment is expected to be complete by 4Q:22.  Results should be publicly 
available in 1H:23. 
 
Randomization for ORCA-V1 will be divided into a 2:1 split with 100 receiving twelve weeks of cytisinicline and 50 
on placebo.  Dosing is expected to follow the regimen evaluated in ORCA-2: 3 mg TID.  The Phase II study will ex-
amine vaping cessation as the endpoint at the six week and twelve week point by measuring cotinine levels.2  If the 
trial is successful, results may be sufficient, along with a successful ORCA-2 trial, to justify only one Phase III to ob-
tain approval.   
 
Video Interview with CEO John Bencich 
 
Chief Executive Officer John Bencich joined us in the studio in July to discuss the opportunity for cytisinicline and 
how it went from being used in a few geographies in Southeastern Europe to becoming a Phase III candidate for 
FDA approval.  We review the drug’s favorable side effect profile and results from the recently concluded Phase III 
studies.  We also dig into the recently launched vaping trial and hold a fireside chat session where we discuss infla-
tion, regulatory considerations, methods to stop smoking and other industry-related topics. 
 

Exhibit I – Interview with CEO John Bencich3 

 
 
Topline Data from ORCA-2 Smoking Cessation Trial 
 

Achieve reported topline data from its Phase III Ongoing Research of Cytisinicline for Addiction (ORCA)-2 trial in an 
April 27th press release.  The document was accompanied by a webcast and slide deck. 
 
Topline data was impressive, as shown in subsequent exhibits, with the primary endpoint of biochemically verified 
continuous abstinence measured during the last four weeks of treatment up until the end of the observation period 
between a cytisinicline arm of either twelve or six weeks and a matching placebo arm.  We summarize the data be-
low showing the cytisinicline arm with a result 20 points higher for a six-week and 26 points higher for a twelve-
week dosing period vs. placebo: 

 
2 Cotinine is a metabolite of nicotine.  Cotinine urine or blood testing is considered highly accurate for assessing nicotine use, including vaping. 
3 Source: Video Clip from Achieve Life Sciences Interview 

https://ir.achievelifesciences.com/news-events/press-releases/detail/147/achieve-life-sciences-announces-initiation-of-phase-2
https://ir.achievelifesciences.com/news-events/press-releases/detail/145/achieve-life-sciences-awarded-grant-from-the-national
https://ir.achievelifesciences.com/news-events/press-releases/detail/147/achieve-life-sciences-announces-initiation-of-phase-2
https://youtu.be/JIU3akzZiN4
https://youtu.be/RkZGBqvW6QI
https://youtu.be/2V2hUW9DRQI
https://youtu.be/NNWaZ5DqEm4
https://achievelifesciences.com/achieve-announces-successful-phase-3-orca-2-results/
https://edge.media-server.com/mmc/p/d2r3snjv
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Exhibit II – ORCA-2 Primary Endpoint – Abstinence Rate Last Four Weeks4 

Treatment Six Weeks Twelve Weeks 

Cytisinicline 25.3% 32.6% 

Placebo  4.4% 7.0% 

Odds Ratio 8.0 6.3 

p-value <0.0001 <0.0001 

 

For the secondary endpoint of continuous abstinence during the last three weeks of treatment to 24 weeks, we pro-
vide summarized results below.  Results show a 6.3 percentage point improvement for the six-week group and a 
16.3 percentage point improvement for the twelve-week group.   
 

Exhibit III – ORCA-2 Secondary Endpoint – Abstinence Rate Last Four Weeks of Treatment up to 24 Weeks5 

Treatment Six Weeks Twelve Weeks 

Cytisinicline 8.9% 21.1% 

Placebo  2.6% 4.8% 

Odds Ratio 3.7 5.3 

p-value 0.0016 <0.0001 

 

p-values for the primary and secondary endpoints were significant, all falling substantially below the 1% hurdle.   
 
The side effect profile, which we have featured as one of the stronger arguments for cytisinicline over competing 
products was spectacular.  Headaches and nausea were both lower for the cytisinicline arms compared with the 
placebo arm.  This is in contrast to data provided for varenicline in its FDA label which was substantially greater for 
the active arm vs. the placebo arm.6  
 

Exhibit IV – Adverse Events Above 5% Threshold7 

    Cytisinicline 

Treatment Placebo Six Weeks Twelve Weeks 

Insomnia 4.8% 8.6% 9.6% 

Abnormal Dreams 3.0% 8.2% 7.8% 

Headaches 8.1% 6.7% 7.8% 

Nausea 7.4% 5.9% 5.6% 

 

The Phase III ORCA-2 clinical trial enrolled 810 adult smokers to evaluate the efficacy and safety of cytisinicline as 
a treatment for smoking cessation.  Participants were randomized into three treatment arms to receive either place-
bo or 3 mg cytisinicline taken three times daily for a period of either 6 or 12 weeks. The primary endpoints for OR-
CA-2 were biochemically verified continuous abstinence measured during the last 4 weeks of treatment.  Secondary 
endpoints measured continuous abstinence after treatment up to 24 weeks.  Subjects were monitored for smoking 
abstinence for 24 weeks post randomization and received standard behavioral support for the duration of the trial.  
ORCA-2 participants were an average age of 54 years, smoked on average 20 cigarettes per day at baseline, and 
had a median smoking history of 38 years with 4 prior quit attempts. 
 
In our opinion, results were very strong and show the benefit of increasing the dosage of cytisinicline and duration 
of treatment relative to the upwardly titrating approach that had been previously used.  The results exceed our ex-
pectations in terms of efficacy and safety and bode well for the confirmatory ORCA-3 trial which is now underway.   
 

 
4 Source: Zacks analyst compiled exhibit using data provided by Achieve Life Sciences 
5 Source: Zacks analyst compiled exhibit using data provided by Achieve Life Sciences 
6 According to the FDA label for varenicline, nausea was reported in 16% of the 0.5 mg group, 30% in the 1 mg group and only 10% in the pla-
cebo group. Headache was 19% in the 0.5 mg group, 18% in the 1 mg group and 13% in the placebo group.  Since the trials were structured dif-
ferently, direct comparisons are difficult; however, directionally the results suggest that cytisinicline has a better profile for nausea and headache. 
For insomnia and abnormal dreams, both cytisinicline and varenicline arms showed higher incidence as compared to the placebo arm.  
7 Source: Zacks analyst compiled exhibit using data provided by Achieve Life Sciences 

https://www.accessdata.fda.gov/drugsatfda_docs/label/2014/021928s032s036s038lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2014/021928s032s036s038lbl.pdf
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Exhibit V – Comparison of Data – Odds Ratio vs. Placebo8 

 
 
Cytisinicline Clinical Milestones 
 
On January 25th, Achieve began screening subjects for the ORCA-3 confirmatory Phase III trial required for registra-
tional approval of cytisinicline in the United States.  The grant-funded Phase II ORCA-V1 study in nicotine e-
cigarette cessation began in June 2022. 

Exhibit VI – Achieve Life Sciences Pipeline9 

 
 
ORCA-3 
ORCA-3 is similar to ORCA-2 in trial design, safety and efficacy evaluations and statistical criteria.  The trial will tar-
get enrollment of 750 subjects across 15 clinical trial sites, randomized into three arms.  Dosing will be 3 mg three 
times per day (TID).  As per FDA requirements, it will be conducted at new sites from ORCA-2 to ensure the statis-
tical robustness of the data.  As with the first Phase III trial, the primary outcome measure for ORCA-3 will be bio-
chemically verified continuous abstinence during the last 4 weeks of treatment in the 6 and 12-week cytisinicline 

 
8 Source: Achieve Life Sciences Clinical Development Update Corporate Presentation April 2022 
9 Source: Achieve Life Sciences Clinical Development Update Corporate Presentation July 2022 

http://ir.achievelifesciences.com/news-releases?item=201
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treatment arms compared to placebo.  Each treatment arm will be compared independently to the placebo arm, and 
the trial will be considered successful if either or both of the cytisinicline treatment arms show a statistical benefit 
compared to placebo.  Secondary outcome measures will be conducted to assess continued abstinence rates 
through 6 months from the start of study treatment.  We anticipate that the diminishing impacts of COVID, the 
alignment of the start of the trial with New Year’s resolutions to stop smoking and Achieve’s extensive experience 
conducting this type of trial, the enrollment of the planned 750 patients will be at a materially faster pace than in 
previous studies.    
 
Key Milestones 

➢ Launch of ORCA-3 – January 2022  

➢ Topline readout of ORCA-2 – April 2022 

➢ Initiation of ORCA-V1 – June 2022 

➢ Completion of enrollment for ORCA-3 – Late 3Q:22 

➢ Second carcinogenicity study completed – 2022 

➢ Produce validation batches of cytisinicline with Sopharma – 2H:22 

➢ Completion of enrollment for ORCA-V1 – 4Q:22 

➢ Completion of pharmacokinetic and QT/QTc studies for cytisinicline – 2023 

➢ SRNT Conference – March 2023 

➢ ORCA-V1 results – 1H:23 

➢ ORCA-3 results – 1H:23 

➢ Cytisinicline NDA filing – 2H:23 
 
Summary 
 
Achieve Life Sciences reported its second quarter financial and operational results.  This represents a period which 
included the readout of ORCA-2 topline data, ramping up of enrollment in ORCA-3 and the start of the ORCA-V2 
trial.  The favorable results from ORCA-2 suggest that the recently launched ORCA-3 trial will provide additional ev-
idence supportive of FDA approval.  Looking ahead to the balance of 2022, Achieve will be busy running its two ac-
tive trials and is expecting to complete enrollment for both before year end.  Other work on cytisinicline is ongoing 
relative to additional studies required for an NDA submission.  Management is also interacting with potential suitors 
and expects activity in this sphere to accelerate when results from the second Phase III trial are public.   
 
Achieve represents an outstanding value with numerous comparative clinical trials run on the drug, a deep under-
standing of the safety profile of cytisinicline compared to other in-development drugs, favorable efficacy results from 
trials already run and clear boundaries for the commercialization opportunity given the performance of Chantix.  We 
see even greater opportunity for cytisinicline compared with Chantix given the likelihood of gaining approval to treat 
nicotine addiction in vaping and greater penetration in markets outside of the United States, especially Asia.   
 
We maintain our target price of $71 per share.  
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      PROJECTED FINANCIALS 

  
Achieve Life Sciences, Inc. - Income Statement 

 

Achieve Life Sciences, Inc. 2021 A Q1 E Q2 A Q3 E Q4 E 2022 E 2023 E 2024 E

Total Revenues ($MM) $0.0 $0.0 $0.0 $0.0 $0.0 $0.0 $0.0 $94.0 

R&D $24.0 $4.4 $7.2 $8.5 $8.3 $28.4 $22.0 $10.0 

G&A $9.1 $2.8 $2.9 $2.3 $2.3 $10.3 $14.0 $26.0 

Operating Income ($33.1) ($7.2) ($10.1) ($10.8) ($10.6) ($38.7) ($36.0) $52.0 
Operating  M arg in 55.3%

Interest Income $0.0 $0.0 $0.0 $0.0 $0.0 $0.0 $0.0 $0.0 

Total Other Income ($0.1) ($0.3) ($0.4) $0.0 $0.0 $0.0 $0.0 $0.0 

Pre-Tax Income ($33.2) ($7.6) ($10.5) ($10.8) ($10.6) ($38.7) ($36.0) $52.0 

Taxes & Other $0.0 $0.0 $0.0 $0.0 $0.0 $0.0 $0.0 $0.0
Tax R ate 0% 0% 0% 0% 0% 0% 0% 0%

Net Income ($33.2) ($7.6) ($10.5) ($10.8) ($10.6) ($38.7) ($36.0) $52.0 

Reported EPS ($4.08) ($0.80) ($1.09) ($1.13) ($1.11) ($4.05) ($3.53) $3.85 

Shares Outstanding 8.120 9.459 9.648 9.540 9.580 9.557 10.200 13.5
Source: Company Filing  / /  Zacks  Inves tment R esearch, Inc. Es timates                                                              
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     HISTORICAL STOCK PRICE  
 

Achieve Life Sciences, Inc. – Stock Price Chart10 
 

 
 

 
10 Source: Zacks Research System 
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