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SPL026 Phase IIa trial 
in Major Depressive Disorder
Topline results
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Cautionary notes
The information contained in this presentation has been
prepared by Small Pharma Inc. and its affiliates (“Small
Pharma” or the “Company”) and contains information
pertaining to the business and operations of the Company.
The information contained in this presentation: (a) is provided
as at the date hereof, is subject to change without notice, and
is based on publicly available information, internally
developed data as well as third party information from other
sources; (b) does not purport to contain all the information
that may be necessary or desirable to fully and accurately
evaluate an investment in the Company; (c) is not to be
considered as a recommendation by the Company that any
person make an investment in the Company; (d) is for
information purposes only and shall not constitute an offer to
buy, sell, issue or subscribe for, or the solicitation of an offer to
buy, sell or issue, or subscribe for any securities of the
Company in any jurisdiction in which such offer, solicitation or
sale would be unlawful; and (e) is strictly confidential and you
agree to keep any information the Company provides
confidential and not to disclose any of the information to any
other parties without the Company's prior express written
permission. Where any opinion or belief is expressed in this
presentation, it is based on certain assumptions and
limitations and is an expression of present opinion or belief
only. This presentation should not be construed as legal,
financial or tax advice to any individual, as each individual’s
circumstances are different.
This document is for informational purposes only and should
not be considered a solicitation or recommendation to
purchase, sell or hold a security. This document does not
constitute an offering memorandum or an offer or solicitation
in any province or territory of Canada, in the United Kingdom,
in the United States, or any other jurisdiction in which an offer,
solicitation, or sale would be unlawful prior to registration or
qualification under the securities laws of such jurisdiction.

Notice to United States Readers
The securities of the Company have not been and will not be
registered under the United States Securities Act of 1933, as
amended (the “U.S. Securities Act”) or any state securities laws
and may not be offered and sold within the “United States” or
to a “U.S. person” (each as defined in Regulation S under the
U.S. Securities Act) except pursuant to an exemption from the
registration requirements of the U.S. Securities Act. This
presentation does not constitute an offer to sell securities or
the solicitation of an offer to buy securities in the United States.
IN MAKING AN INVESTMENT DECISION, INVESTORS MUST RELY ON
THEIR OWN EXAMINATION OF THE COMPANY, INCLUDING THE
MERITS AND RISKS INVOLVED. THE SECURITIES OF THE COMPANY
HAVE NOT BEEN APPROVED OR DISAPPROVED BY THE U.S.
SECURITIES AND EXCHANGE COMMISSION OR BY ANY STATE

SECURITIES COMMISSION OR REGULATORY AUTHORITY, NOR HAVE
ANY OF THE FOREGOING AUTHORITIES PASSED ON THE ACCURACY
OR ADEQUACY OF THIS PRESENTATION. ANY REPRESENTATION TO
THE CONTRARY IS A CRIMINAL OFFENSE.
Any securities of the Company sold in the United States, unless
registered under applicable United States federal and state
securities laws, will be “restricted securities” within the
meaning of Rule 144 under the U.S. Securities Act. Such
securities may be resold, pledged or otherwise transferred
only pursuant to valid registration under United States federal
and state securities laws or pursuant to applicable
exemptions from such registration requirements.

Treatment Claims
Small Pharma makes no medical, treatment or health benefit
claims about Small Pharma’s proposed product candidates.
The U.K. Department of Health and Social Care, the U.S. Food
and Drug Administration, Health Canada or other similar
regulatory authorities have not evaluated claims regarding
DMT or other psychedelic compounds. The efficacy of such
product candidates has not been confirmed by approved
research. There is no assurance that the use of DMT or other
psychedelic compounds can diagnose, treat, cure or prevent
any disease or condition. Vigorous scientific research and
clinical trials are needed. Small Pharma has not completed
clinical trials for the use of its proposed product candidates.
Any references to quality, consistency, efficacy and safety of
potential product candidates do not imply that Small Pharma
verified such in-clinical trials or that Small Pharma will
complete such trials. If Small Pharma cannot obtain the
approvals or research necessary to commercialize its
business, it may have a material adverse effect on Small
Pharma’s performance and operations.
The delivery of this presentation, at any time, will not imply that
the information contained in the presentation is correct as of
any time subsequent to the date set forth on the cover page
of the presentation or the date at which such information is
expressed to be stated, as applicable. No securities
commission, exchange or similar regulatory authority in the
United Kingdom, Canada or any other jurisdiction has
reviewed or in any way passed upon the merits of this
presentation, and any representation to the contrary is an
offence.
Drug development involves long lead times, is very expensive
and involves many variables of uncertainty. Anticipated
timelines regarding drug development are based on
reasonable assumptions informed by current knowledge and
information available to the Company. Every patient treated
on future studies can change those assumptions either
positively (to indicate a faster timeline to new drug
applications and other approvals) or negatively (to indicate a

slower timeline to new drug applications and other approvals).
This document contains certain forward-looking statements
regarding anticipated or possible drug development timelines.
Such statements are informed by, among other things,
regulatory guidelines for developing a drug with safety studies,
proof of concept studies, and pivotal studies for new drug
application submission and approval, and assumes the
success of implementation and results of such studies on
timelines indicated as possible by such guidelines, other
industry examples, and the Company’s development efforts to
date.

Forward-Looking Information
Certain information set forth in this presentation, together with
any supplements and any other information that may be
furnished to prospective investors by the Company in
connection therewith, contains “forward-looking statements”
and “forward-looking information” within the meaning of
applicable Canadian and United States securities legislation
collectively (referred to herein as forward-looking statements).
Except for statements of historical fact, certain information
contained herein constitutes forward-looking statements
which include but are not limited to statements related to
activities, events or developments that the Company expects
or anticipates will or may occur in the future, statements
related to the Company’s business strategy objectives and
goals, and management’s assessment of future plans and
operations which are based on current internal expectations,
estimates, projections, assumptions and beliefs, which may
prove to be incorrect. Such forward-looking statements
include but are not limited to statements regarding: further
clinical trials to be undertaken by the Company, the potential
of any therapy programs, and any milestones listed by the
Company. Forward-looking statements can often be identified
by the use of words such as “may”, “will”, “could”, “would”,
“anticipate”, ‘believe”, expect”, “intend”, “potential”, “estimate”,
“scheduled”, “plans”, “planned”, “forecasts”, “goals” and similar
expressions or the negatives thereof. Forward looking
statements are neither historical facts nor assurances of
future performance. Forward-looking statements are based on
a number of factors and assumptions made by management
and considered reasonable at the time such information is
provided, and forward-looking statements involve known and
unknown risks, uncertainties and other factors that may cause
the actual results, performance or achievements to be
materially different from those expressed or implied by the
forward-looking statements. All of the forward-looking
statements made in this presentation are qualified by these
cautionary statements and other cautionary statements or
other factors contained herein. Although management
believes that the expectations conveyed by forward-looking

statements herein are reasonable based on information
available on the date such forward-looking statements are
made, there can be no assurance that forward looking
statements will prove to be accurate, as actual results and
future events could differ materially from those anticipated in
such statements. The Company undertakes no obligation to
update forward-looking statements if circumstances or
management’s estimates or opinions should change except
as required by applicable securities laws. The forward-looking
statements contained herein are presented for the purposes
of assisting readers in understanding the Company’s plan,
objectives and goals and may not be appropriate for other
purposes. The reader is cautioned not to place undue reliance
on forward-looking statements.

Risk Factors
There are a number of risk factors that could cause future
results to differ materially from those described herein. A
discussion of the principal risk factors relating to the
Company’s operations and business appear in the annual
information form of the Company dated August 9, 2022, which
is publicly available on the Company’s profile on
www.sedar.com. Additional risks and uncertainties, including
those that the Company is not aware of currently, or that it
currently deems immaterial, may also adversely affect the
Company’s business or any investment therein.

Industry Information
This presentation also contains or references certain industry
data that is based upon information from independent
industry publications, market research, and surveys and other
publicly available sources. Although the Company believes
these sources to be generally reliable, such information is
subject to interpretation and cannot be verified with complete
certainty due to limits on the availability and reliability of data,
the voluntary nature of the data gathering process and other
inherent limitations and uncertainties. The Company has not
independently verified any of the data from third party sources
referred to in this presentation and accordingly, the Company
makes no representation or warranty as to the origin, validity,
accuracy, completeness, currency or reliability of the
information in this presentation.
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Overview George Tziras, Chief Executive Officer

Trial design & results Carol Routledge PhD, Chief Medical and Scientific Officer

Concluding remarks George Tziras, Chief Executive Officer

Q&A Presenters
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Our focus on depression
A major contributor to the global burden of disease with critical unmet need
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Who recover from an episode of major
depression remain depression-free5

Estimated time in the next decade a
patient spends in depression4~60%

1 in 8

280m
people 

worldwide 
suffer from 
depression1

$1 trillion
Loss of 

productivity 
cost to the 

global 
economy2

25x
Suicide risk 
with major 
depression 
vs without3

Global impact of depression Human impact of depression

Major Depressive Disorder (“MDD”) - a mental health disorder 
characterized by at least two weeks of pervasive low mood, low 
self-esteem, and  loss of interest or pleasure in normally 
enjoyable activities. 1

$114B $198B

$326B6

Healthcare
costs

Workplace
costs

Notes



SPL026

Chemical compound N,N, dimethyltryptamine (“DMT”) fumarate

Primary pharmacology 5-HT receptor agonist

Treatment protocol SPL026 
▪ Proprietary synthetic formulation of DMT fumarate
▪ Route: short intravenous (“IV”) infusion

Supportive psychological therapy
▪ Includes both preparation and post-dosing integration sessions with licensed 

therapists

O V E R V I E W
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1

2

P R E P A R A T I O N D O S I N G  I N T E G R A T I O N  
T H E R A P Y

Treatment session: ~1¾ hrs to 2½ hrs

15 MIN – 1 HR 30 MIN 1 HR+



Phase IIa trial design
Assessing the efficacy, safety and tolerability of IV SPL026 with supportive therapy for the 
treatment of MDD
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OVERVIEW OF STUDY

▪ Stage 1 : Blinded, randomized, placebo-
controlled

▪ Stage 2: Open-label

▪ Group 1 (PA) – 1st dose: Placebo, 2nd dose: 
21.5mg SPL026 (active)

▪ Group 2 (AA) – 1st & 2nd dose: 21.5mg SPL026
▪ Each treatment arm includes supportive 

therapy with each dose

▪ Difference in MADRS change from baseline at 
Week 2 (SPL026 vs. placebo)

▪ Efficacy as above at Week 1

Note: N = population number; HAMD = Hamilton Depression Rating Scale; MADRS = Montgomery-Asberg Depression Rating Scale; RCT = randomized controlled trial

T R I A L  D E S I G N

Treatment groups

Primary endpoint

Key secondary endpoint

Patients (Group 1 placebo followed by active)

Patients (Group 2 active followed by active)

End of study

Patients N=34
MDD patients (moderate/severe), HAMD ≥17
Not on antidepressant medication/willing to discontinue

Status
Completed Q4‘22

Stage 1
Placebo-controlled 
RCT, blinded

Stage 2
Open-label

W0 W1 W2 W1 W2 W4 W12

12 weeks

SPL026 
21.5mg

SPL026 
21.5mg

Placebo

SPL026 
21.5mg

2 weeks

Visits 
(weeks 

after dose)

Dose 1

Dose 2

Open-label phaseBlinded phase



TRIAL RESULTS



Patient demographics and baseline characteristics1
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Note: SD = standard deviation; N = population number; HAMD = Hamilton Depression Rating Scale for Depression; MADRS = Montgomery-Asberg Depression Rating Scale
1. Refers to preliminary analysis of data
2. Number of years since initial diagnosis of MDD as per patients’ medical records

Placebo 21.5mg SPL026 (Active) All subjects

N=17 N=17 N=34

Age - Mean years (SD) 33 (9.7) 32 (8.6) 33 (9.0)

Gender: % Female 35% 24% 29%

Screening HAMD – Mean (SD) 19.5 (1.9) 18.8 (1.1) 19.2 (1.6)

Baseline MADRS – Mean (SD) 26 (7.3) 26 (6.1) 26 (6.6)

Duration of illness – Mean years (SD) 13.0 (9.4) 7.7 (6.8) 10.4 (8.5)

# subjects treated who received open label dose 2 16 13 29

T R I A L  R E S U L T S

2
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Primary endpoint
IV SPL026 with supportive therapy shows statistically significant rapid-onset 
antidepressant effects vs. placebo

10
Note: Error bars represent Standard Error Mean (SEM); MADRS = Montgomery-Asberg Depression Rating Scale; n = number of datapoints; N = population number; p = p-value; * = p<0.05; ** = p<0.01

Baseline

Primary endpoint

Difference: -7.4

p=0.02*

T R I A L  R E S U L T S S T A G E  1 :  B L I N D E D  P H A S E

Key secondary endpoint

Difference: -10.8

p=0.002**

Week

Standard deviation 1 2

Placebo (N=17) 6.0 7.7

Active (N=17) 10.4 10.1

Placebo 17 16 17

Active 17 16 17
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Response & remission
Rapid response and remission of a single dose of IV SPL026 vs. placebo
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Remitters (n) 16 16 17 17

T R I A L  R E S U L T S S T A G E  1 :  B L I N D E D  P H A S E

Responders (n) 16 16 17 17

Responders (%) (≥50% MADRS reduction from baseline) Remitters (%) (MADRS score ≤10)



Change in MADRS over time
One and two dose regimens of IV SPL026 with supportive therapy show durable reduction in 
depression symptoms
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Note: Dashed lines on chart represent blinded phase. Lines are illustrative not representative of data in this phase; Error bars represent Standard Error Mean (SEM); MADRS = Montgomery-Asberg
Depression Rating Scale; n = number of datapoints; N = population number
1. Represents Week 2 endpoint of both treatment groups in the blinded phase taken prior to receiving open label dose

S T A G E  2 :  O P E N  L A B E LT R I A L  R E S U L T S
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Responders (%) (≥50% MADRS reduction from baseline) Remitters (%) (MADRS score ≤10)

Note: PA = 1st dose: Placebo, 2nd dose: Active; AA – 1st & 2nd dose: Active; MADRS = Montgomery-Asberg Depression Rating Scale; n = number of datapoints; N = population number
1. Refers to mean aggregated outcomes of all patients receiving an active dose in the open label phase

S T A G E  2 :  O P E N  L A B E LT R I A L  R E S U L T S
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Response: Single dose comparison
No apparent difference in rapid onset antidepressant effects of a single SPL026 dose in the 
blinded and open label phases

The graph represents % responders at Week 1
and Week 2 in the group receiving a single
blinded SPL026 dose (active) vs. the group
receiving a single open label SPL026 dose
following placebo (PA)

14
Note: PA = 1st dose: Placebo, 2nd dose: Active; n = number of datapoints; N = population number; Responder = ≥50% MADRS reduction from baseline

S T A G E  2 :  O P E N  L A B E LT R I A L  R E S U L T S
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Safety and adverse events1

Favorable safety and tolerability profile
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▪ No drug-related Serious Adverse Events including suicidal 
ideation or behavior

▪ 100% of Adverse Events (“AEs”) deemed possibly related to 
treatment were mild to moderate in severity

▪ The most commonly reported AEs were infusion site pain 
or reaction, nausea and mild to moderate anxiety

▪ Majority of AEs (~80%) resolved during dosing visit

▪ No clinically significant safety concerns, including no 
concerns with vital signs, ECG or clinical laboratory 
findings in any treatment group

Note: AEs = Adverse Events; n = number of datapoints; N = population number
1. Refers to preliminary analysis of data
2. Refers to AEs incident possibly related to treatment equal to 1 and includes: disturbance in attention, paresthesia, pseudo-hallucination, hypertension, pallor, tinnitus, depression, patient 

dissatisfaction with treatment, night sweats, visual snow syndrome

T R I A L  R E S U L T S

AEs possibly related to 
treatment

Blinded phase (to Day 14) Total study

Active Placebo All subjects

Infusion site pain or reaction 7 3 17

Musculoskeletal and 
connective tissue disorder 1 2

Nausea 3 6

Headache 1 2

Anxiety 2 5

Insomnia 1 3

Restlessness 2

Other2 5 10

Total mild and moderate 19 4 47

Total severe 0 0 0

Total 19 4 47



First placebo-controlled trial demonstrating efficacy of a short-
duration psychedelic with supportive therapy in MDD

16

T R I A L  R E S U L T S

PHASE IIA MET PRIMARY 
ENDPOINT

▪ Primary endpoint met with a statistically significant -7.4 point difference between
SPL026 (21.5mg) and placebo at two-weeks post-dose, as measured by MADRS
change from baseline (p=0.02)

RAPID & DURABLE 
ANTIDEPRESSANT EFFECT

▪ Rapid onset antidepressant effects demonstrated at one-week post-dose with a
statistically significant difference in MADRS of -10.8 versus placebo (p=0.002)

▪ Durable antidepressant effect with a 57% remission rate at 12-weeks following a
single SPL026 dose1 with supportive therapy

▪ No apparent differences identified in antidepressant effect between a one and two
dose regimen of SPL026

▪ SPL026 data suggested a favorable safety profile and was well-tolerated
▪ No drug-related Serious Adverse Events
▪ 47 Adverse Events deemed possibly related to treatment, all reported to be mild or

moderate, and majority resolved during dosing visit

FAVORABLE SAFETY 
PROFILE

Note: p = p-value; MADRS = Montgomery-Asberg Depression Rating Scale
1. Refers to 12-weeks following the open label dose
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Multiple meaningful R&D catalysts expected in 2023

18

C O N C L U D I N G  R E M A R K S

Cash raised Cash position

~C$22.7m
Nov 221

Common shares 
outstanding

Financial overview

Expected key 
milestones in 20232

Fully diluted shares 
outstanding

321.6m
Jan 23

348.9m
Jan 23

~C$63m 
2021

Note
1. Refers to latest quarterly results
2. Milestone timelines refer to calendar year

SPL026
Phase IIb (MDD)

Study start

SPL026
Phase Ib SSRI Drug Interaction

Study complete

SPL026
Phase I IM / IV

Study complete

SPL028
Phase I (IM & IV)

Study start

H1



Q&A



THANK YOU
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