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Operator 
 
Good morning. Thank you for joining Small Pharma's conference call to discuss its Phase IIa results of 
SPL026 with supportive therapy for the treatment of major depressive disorder, otherwise referred to as 
MDD. 
 
We hope you've had a chance to review the press release summarizing the results, which can be found on 
Small Pharma's webpage on the SEDAR at www.sedar.com or under the Investors section of the 
Company's website, smallpharma.com. 
 
The call today will begin with George Tziras, Chief Executive Officer of Small Pharma, who will introduce 
this morning's announcement. George will be joined by Dr. Carol Routledge, Chief Medical and Scientific 
Officer, who will discuss the findings in more detail. George will wrap up with an overview of the SPL026 
development program and next steps before we move into a Q&A session, where we will also be joined by 
our CFO, David Steel. 
 
Today's conference call is being recorded. The recording and the supporting presentation will be made 
available on the Investors section of the Small Pharma website for 30 days following the completion of the 
call. 
 
Before we begin, please note that remarks made by Management team today may contain forward-looking 
statements within the meaning of applicable securities laws about Small Pharma and its current and future 
plans, intentions, goals, or achievements. Forward-looking statements are made as of the date hereof 
based on information currently available to Management and on estimates and assumptions made based 
on factors that we believe are appropriate and reasonable and the circumstances. 
 
However, there can be no assurance that such estimates and assumptions will prove to be correct. Many 
factors could cause results to differ materially from those expressed or implied by the forward-looking 
statements. As a result, the Company cannot guarantee that any forward-looking statements will 
materialize, and you are cautioned not to place undue reliance on forward-looking statements. 
 
I will now turn the call over to George. 
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George Tziras 
 
Thanks, Daryl. Thank you, everyone, for joining the conference call. Today, I am pleased to announce the 
positive results of our Phase IIa study. This is the first placebo-controlled efficacy study completed to date 
exploring a short-duration psychedelic for MDD. Importantly, the trial met its primary endpoint, 
demonstrating a statistically significant and clinically relevant reduction in depressive symptoms at two 
weeks post-dose compared to placebo. In our study, we found that a single dose of SPL026, with supportive 
therapy, has a meaningful antidepressant effect that is rapid-acting and durable, together with a favorable 
safety profile. 
 
Depression represents a huge unmet need. At least 280 million people suffer globally. Only one-third of 
patients respond to first-line treatment, and many struggle with numerous side effects leading to poor 
treatment compliance. 
 
At Small Pharma, we believe everyone deserves the option of better mental health. Our goal is to develop 
novel and reimbursable psychedelic-based mental health treatments that maximize patient access. We are 
focused on short-duration psychedelics that are protectable and offer the greatest potential as scalable in-
clinic treatments. I am delighted with our top-line results, which demonstrate proof-of-concept for SPL026 
and provide encouraging support for our broader portfolio. 
 
I will now hand over the call to our Chief Medical and Scientific Officer, Dr. Carol Routledge, to take us 
through the top-line Phase IIa results. 
 
Carol Routledge 
 
Thank you, George. First, I'd like to start this part of the presentation with a brief introduction to SPL026 
and the treatment paradigm we used for its administration in our Phase IIa proof-of-concept study. SPL026 
is N,N-dimethyltryptamine fumarate, also known as DMT. DMT is an agonist at a number of serotonin 
receptors, with highest affinity for 5-HT2A, 5-HT1A, and 5-HT2C receptors. 
 
A GMP produced back to SPL026 was used in the study, and it was administered to all subjects in the trial 
via a short IV infusion. In the study, support therapy was also provided around the administration of SPL026 
by licensed therapists, which consisted of both preparation therapy prior to dosing and integration therapy 
immediately following dosing. 
 
The dosing of SPL026 consisted of a 10-minute infusion and a psychedelic experience of 20 to 30 minutes, 
during which time no therapy was provided. Based on these components and depending upon the duration 
of preparation therapy that the patient required, the dosing session took between 1 hour and 45 minutes 
and 2 hours and 30 minutes. 
 
Moving on to the trial design, the clinical trial was conducted as a combined Phase I, Phase IIa in January 
2021, with the first patient dosed in February. The trial was designed to allow a seamless transition between 
the Phase I component, which completed October of last year, and the Phase IIa proof-of-concept part of 
the study. 
 
The Phase I design and Phase I results have been presented previously. Today, I'll discuss the design and 
the results of the Phase IIa component of this trial. 
 
The study was conducted in patients with MDD, as diagnosed with the Hamilton Depression Rating Scale, 
also known as HAMD, of 17 or greater, who were either not taking antidepressant treatment when they 
were enrolled into the study or who came to the trial on treatment and were withdrawn prior to dosing with 
SPL026. There were two parts of the Phase IIa study. The first part was a blinded, randomized, placebo-
controlled assessment of the efficacy, safety, and tolerability of 21.5 mg of SPL026 with support therapy 
compared to (audio interference) 34 patients were enrolled into this part of the study. Patients were then—
while at the end of the blinding phase, patients were then rolled over into an open-label phase, where they 
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received a single dose of 21.5 mg of SPL026 with support therapy. That second dose was exactly two 
weeks after the first dose. 
 
This design allowed us to determine the comparative efficacy and safety of one dose versus two doses of 
SPL026 with therapy. This, in turn, will help to inform the Phase IIb (inaudible) study. 
 
The primary endpoint of the trial was the efficacy of SPL026 versus placebo, assessed using the 
Montgomery-Asberg Depression Rating Scale, or MADRS, change from baseline at two weeks post-dose 
in the blinded phase of the study. (Audio interference) one week in the blinded phase to better understand 
the rapidity of onset of antidepressant activity. 
 
In the open-label phase of the study, efficacy was assessed at one week, two weeks, one month, and three 
months after the open-label dose, and then at the six-month time point out of study, which is still ongoing. 
Tolerability and safety, including assessment of anxiety and suicidality, was assessed throughout the study. 
 
All efficacy endpoint scales were administered by blinded raters who did not know what treatment the 
participant had received and who were not present at the dosing session. This was to maintain the blinding 
in the first phase of the study but also to blind the first dose throughout the entire study. 
 
In fact, now I'm going to move on to the results of the study. The demographics of the study patient 
population are outlined here. As you can see, there was no difference in the age, screening HAMD, or 
baseline MADRS between the active, active and placebo, active groups. There was also no difference in 
male and female gender between the two group sizes. Basically, the demographics were virtually identical 
for both of the dosing groups. 
 
This slide outlines the results for the primary endpoint of the study and shows that a single 21.5 mg 
intravenous dose of SPL026, that I'll now designate as active, demonstrated a statistically significant and 
clinically relevant reduction in depressive symptom severity two weeks post-treatment as measured using 
MADRS. The active group showed a minus 7.4 difference on the MADRS depression scale at two weeks 
versus the placebo group with a significant value of 0.02. These results from the first placebo-controlled 
blinded study demonstrate that a short-acting psychedelic is significantly antidepressant. 
 
Looking at the rapidity of onset of antidepressant effects, at one week post-dose, the active group showed 
a minus 10.8 change in MADRS versus the placebo group, indicating that the antidepressant effect has a 
rapid onset, the significant value at one week of p equals 0.002. 
 
Moving on to the SPL026-induced response and remission rate compared to placebo. These graphs show 
percent responders at one week and two weeks post-dose as measured by a decrease of greater than or 
equal to 50% in MADRS from baseline on the left hand side of the slide and percent remitters which was 
determined as a MADRS goal of less than or equal to 10 on the right hand side. 
 
At one week and two weeks, the response rates for the active group was 44% and 35%, respectively, 
compared to placebo response rates of 6% and 12%, respectively. Remission rates at one week and two 
weeks for the SPL026-treated groups were 44% and 29%, respectively, compared to placebo remission 
rates of 13% and 12%. Again, these data show a clinically relevant change in response and remission rates 
following SPL026 administration and indicate a rapid onset of antidepressant activity. 
 
I'll now go on to describe the comparison of antidepressant effects of one dose versus two doses of SPL026 
and also the durability of antidepressant effects, which was assessed in the open-label phase of the study. 
The graph shows that the change in MADRS from the original baseline of the study, so that is day minus 
one, at one week, two weeks, and then one month and three months, after the open-label dose. As I 
mentioned, we're also measuring the antidepressant effects of SPL026 at six months post-dose, but this 
data is still being collected out of study. As we're still in the process of collecting the six-month data from 
the last few patients, then I'm not going to describe it today. 
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Also included on the graph is the data obtained at the primary endpoint of the study. But then just to note 
again, the comparison to the data obtained in the open-label phase is compared back to the original 
baseline. 
 
That's on the group receiving placebo plus one dose of SPL026, and I'm now going to designate that as 
PA, placebo, active is shown as the dark blue line on the graph. That patient group receiving two doses of 
SPL026, so one in the double-blind phase and one in the open-label phase, which are designated AA, so 
active, active, is shown by the turquoise line. 
 
I also want to point out that we were unable to collect the efficacy data at some time points for a few patients. 
As you move out, the end numbers are somewhat smaller for the later time points. But nevertheless, you 
can see that both dose regimens (audio interference) out to three months when compared back to the 
original baseline, with a similar magnitude of effect at all time points and both dosing regimen is 
demonstrating a similar durability of antidepressant effects at three months. 
 
In addition, based on preliminary analysis, this data shows no significant difference in antidepressant effects 
of the PA group versus the AA group, indicating that just one dose of SPL026 with support therapy has 
rapid onset and durable antidepressant activity. The rapid onset and durable antidepressant effects of 
SPL026 is also observed when the percent responders and patients in remission were analyzed. 
 
Again, you can see a much similar magnitude of effect in terms of percent responders shown on the left at 
all time points out to three months for the PA group versus the AA group, and also for the percentage of 
patients in remission, which is shown on the right-hand side of the slide. Just to say, the dotted line on both 
of those graphs are an aggregation of different dosing regimens. 
 
There are 50% and 42% of responders at three months, respectively, and 57% and 33% of patients still in 
remission at three months for the PA group versus the AA group, respectively. Again, this data shows that 
one dose of SPL026 with therapy in this trial induced that rapid onset and durable antidepressant activity 
with no apparent difference in efficacy for one dose versus two doses of SPL026. 
 
Then just one further analysis that was conducted was the assessment of antidepressant effects of single 
doses of SPL026 in both dosing regimens. A comparison between the response rate of participants 
receiving one dose of active in the blinded phase of the study versus participants receiving their first dose 
of active in the open-label phase of the study. That is those that received placebo in the blinded phase. 
 
We did this just to try and understand if it, in an initial treatment session, even if it was placebo, have any 
effect on SPL026's antidepressant effect. This may also help to understand the potential differences 
between that blinded versus open-label dosing. 
 
Neither the blinded aspect of dosing or that some patients had received placebo and therapy prior to their 
first active dose of SPL026 had any effects on the MADRS rating of SPL026 with therapy. At one week, the 
percent of participants responding to treatment in either dosing paradigm was the same. At two weeks post-
dose, the PA group is the same as the one-week data, but there was a very slight non-significant decrease 
in percent to the AA group. We think that these data also demonstrate the robustness of effects of SPL026 
in this trial. 
 
Then finally, moving on to the safety and tolerability of SPL026 with therapy when compared to placebo. 
As we observed in the Phase I study, SPL026 was extremely well tolerated in patients with MDD. There 
were no drug-related serious adverse events. Whilst a number of drug-related adverse events were 
observed, there were no concerns related to vital signs, ECG, or clinical laboratory data in any of the 
treatment groups. 
 
There were 19 AEs deemed possibly related to treatment in the blinded phase of the study, which were 
attributable to SPL026. There were 24 AEs deemed possibly related to treatment in the open-label phase 
of the study. The majority of drug-related adverse events (audio interference) were resolved during the 
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dosing visit, and all were deemed to be of mild to moderate intensity, with a majority that resolved on the 
same day of dosing. 
 
Common adverse events included pain or reaction at the infusion site, of which there were 17 incidences. 
There was nausea in six patients and mild to moderate anxiety in five patients. Of the AEs that did not 
resolve at the dosing visits, all but two had resolved by the end of the study. 
 
Just to summarize, the study met its primary endpoint with 21.5 mg of SPL026 with support therapy eliciting 
a statistically significant reduction in MADRS at two weeks post-dose compared to placebo. The 
antidepressant effects of SPL026 demonstrated a rapid onset with durable effects to at least three months. 
 
There were no apparent differences between one and two doses of SPL026 with therapy, demonstrating 
that a single dose of SPL026 is (audio interference) profile. finally, a dose of 21.5 mg of SPL026 with therapy 
demonstrated a good safety profile and was very well tolerated by patients with MDD. 
 
Now, I'll hand back over to George for some closing remarks. 
 
George Tziras 
 
Thanks, Carol. With these results, we feel confident in moving forward with our SPL026 development 
program. They are clinically meaningful and will enable us to progress our plans with an international multi-
site Phase IIb study. Our goal is to replicate these findings in a larger patient population and answer key 
additional questions to inform the further development of SPL026. 
 
The Phase IIb trial is currently planned to start in H1 this year. Alongside preparation towards a Phase IIb 
trial, we are progressing other studies in our SPL026 program. These include an ongoing Phase I drug 
interaction study comparing the interaction between SSRI antidepressants and SPL026 in MDD patients. 
We also have an ongoing Phase I study exploring an intramuscular route of administration. We believe 
today's results provide an encouraging step towards a compelling value proposition for SPL026. 
 
First, the demonstrated efficacy of the single 2.5-hour treatment creates the potential for physicians to treat 
multiple patients in clinic per day. Secondly, we believe the rapid onset of effect could provide meaningful 
benefit for patients who often experience symptom relief only after weeks on existing treatment options. 
Thirdly, the durability of antidepressant effect from just a single dose of SPL026 observed in our study 
supports the potential for infrequent dosing, potentially enhancing treatment convenience. Finally, the 
favorable safety and tolerability profile of SPL026 demonstrated so far in our completed trials is also 
encouraging as we prepare to move into later-stage clinical trials. 
 
This is a promising start to 2023. In due course, we will provide further updates on our clinical programs, 
including further details on our anticipated Phase IIb clinical trial of SPL026. I want to thank each patient 
and their families, the trial investigators, and also everyone else who has supported Small Pharma in 
successfully completing this trial. 
 
With that, I'll hand over to the Operator to handle Q&A. 
 
Operator 
 
The question comes from the line of Patrick Trucchio with H.C. Wainwright. Please proceed with your 
question. 
 
Patrick Trucchio 
 
Thanks. Good morning and afternoon, and congrats on the data released today. I have a couple of 
questions. 
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The first is just regarding the durability of response rates. It appears that for those patients in the active, 
active two-dose regimen, the patients in response or remission at weeks one and two maintain their 
response at week 12. I'm wondering if you can tell us what the expectations are for longer timeframes such 
as six months? Are you collecting that data? 
 
Carol Routledge 
 
Thank you. Thank you for the question. Yes, we are collecting that data. We collected data up to three 
months in study. But actually, we're collecting data from patients out of study at six months. Yes, this will 
help to inform the real durability of this response. 
 
Patrick Trucchio 
 
Can you discuss, just in further detail, the therapy administered before and after the dosing? To what extent 
you think this therapy may have contributed to the efficacy demonstrated and also, perhaps, if it mitigated 
or reduce the number of adverse events that were seen in the trial? 
 
Carol Routledge 
 
The therapy that we deliver with psychedelic treatment is preparation therapy (audio interference) two key 
sessions for that, one at screening and one at day minus one and then a short, I guess, preparation session 
before the dosing. 
 
We then administer—no therapy whilst the patient is going through the psychedelic experience, clearly. 
Then immediately after the psychedelic experience, we give an integration session. Then when they're 
released from the clinic the next day—because during this trial, we have them in the clinic overnight—they 
have an integration session the next morning. 
 
In terms of the question, do I think this contributed to efficacy, of course, that's really difficult to say. But 
what I do think it contributes to is the psychedelic experience that the patient has. Of course, that contributes 
to efficacy. We do think that preparation therapy and that integration therapy is important to helping the 
patient go through the psychedelic experience. 
 
Then you asked a third question, which I can't quite remember. Sorry. What was the very last question? 
 
Patrick Trucchio 
 
I'm just wondering if you thought that the therapy may have mitigated or reduced the number of adverse 
events in the trial? 
 
Carol Routledge 
 
It may have—I think there's—maybe a couple of things contribute to that. In terms of tolerability, we also 
infuse SPL026 over a 10-minute period, which could help the tolerability. But yes, I think the preparation 
and integration therapy, like I said, help the patients go through their psychedelic experience. 
 
That certainly may have contributed to the side effect profile that we've seen in patients, but we also saw it 
in psychedelic-naive healthy volunteers in our Phase I trial. 
 
Patrick Trucchio 
 
Got it. Then just one last one. I'm wondering, as we look ahead to the Phase IIb trial or presumably a Phase 
IIb trial, are you comfortable with the dosing and route of administration based on the Phase IIa data? Or 
maybe will you be looking ahead to maybe an intramuscular formulation? 
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In which patient population would we be looking at? Would we be in the moderate to severe MDD or TRD 
patient population as we look ahead to this next part of the program? 
 
Carol Routledge 
 
I'll answer the Phase IIb part first in terms of patient population. We are moving forward into a Phase IIb 
study in MDD. Clearly, based on the definition of MDD, it's likely that there will be a number of TRD patients 
within that population. 
 
In terms of route of administration, yes, we are planning to go to Phase IIb with the same intravenous route 
of administration. As George mentioned, in parallel to this Phase IIa study, as we move forward, we're also 
conducting a Phase I comparative PK study where we're evaluating the safety, the tolerability, the PK, and 
the psychedelic experience of SPL026 administered by the intramuscular route, comparing that to the 
intravenous route. We are looking at different routes of administration as well. 
 
Patrick Trucchio 
 
Yes. Terrific. Thank you very much. 
 
Operator  
 
Thank you. Our next questions comes from the line of Elemer Piros with EF Hutton. Please proceed with 
your question. 
 
Elemer Piros 
 
Yes, good afternoon. Amazing, impressive. 
 
Carol, the baseline scores in this trial were—the MADRS baseline scores were about 26. Is it too much to 
read into it that since these numbers were relatively low compared to other trials, which we see 32, 33, that 
the results that you obtained is even more impressive—the magnitude of the improvement on the MADRS 
score? 
 
Carol Routledge 
 
It's very difficult to comment on the very last point. But, you're right, the baseline MADRS was 26. Now 
there is an error around that. Actually, the MADRS, based on MADRS scale, did go all the way up into the 
more severe patient population, but they are relatively low. Yes, I can't comment on whether that contributed 
to the data we presented, but it may have done. You're right. 
 
Elemer Piros 
 
This may be too early to ascertain, but have you seen any correlation between response and remission 
rates and the intensity of the experience that these patients had? 
 
Carol Routledge 
 
Yes. You're absolutely right, it is a little bit too early. We are slowly analyzing all the data, but that is 
something we absolutely want to look at the correlation between. 
 
In fact, we will evaluate all aspects of the psychedelic experience in terms of the questionnaires, the 
answers to the questionnaires we gave to patients, and we will be looking for correlations between those 
questionnaires or the answers to those questionnaires and therapeutic efficacy. I think that's a really 
important thing to do. But as you can imagine, there is a lot of information to go through, and we're just 
starting to analyze that. 
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Elemer Piros 
 
Yes. You presented quite a bit of it. What I'd also like to just make sure that I understand correctly, so the 
drug is infused over a 10-minute period and then there is a 20- to 30-minute psychedelic experience. The 
intensity during that 20 to 30 minutes is at a plateau or—how would you describe that? Or do you have 
information on within the experience for these patients within that 20 to 30 minutes? 
 
Carol Routledge 
 
Yes, sorry. I should explain a little that the psychedelic experience doesn't begin at the end of the 10-minute 
infusion period. The psychedelic experience begins as you're ramping up that PK. It probably begins in the 
first half of that infusion period. It probably peaks at the end of that 10 minutes. 
 
When all of PK is onboard and then slowly comes down, it's very, very difficult to correlate the full 
psychedelic experience, including its peak and as it wanes with PK, because the patient is immersed in that 
psychedelic experience. But it does start as you start infusing. 
 
Elemer Piros 
 
Yes. Again, this may be premature, Carol, I apologize. But would you consider, on an as-needed, follow-
up dosing in the Phase IIb trial after the initial bolus administration? 
 
Carol Routledge 
 
Yes. I'll say IIb design will start to explore that. We don't think this—yes, we don't suggest that this treatment 
is given in a fixed dosing regimen. There's no point. We think that if and when a patient requires a further 
dose will vary from patient to patient, and so we'll be very specific to patients. 
 
In Phase IIb and the open-label phase, we will be exploring that, when patients relapse and the effects of 
a second dose if they have a second dose. 
 
Elemer Piros 
 
Yes. Thank you so much, Carol. Congratulations. 
 
Carol Routledge 
 
Right. Thank you. 
 
Operator  
 
Thank you. There are no further questions at this time. 
 
With that, this does conclude today's teleconference. We appreciate your participation. You may disconnect 
your lines at this time, and enjoy the rest of your day. 
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